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P R O C E E D I N G S  

(10:19 a.m.) 

DR. BELSITO:  Okay.  We're all set?  Okay.  

So, we are starting with a re-review summary for 

HC Red No. 1, which at the last meeting we decided 

not to re-open.  The summary has been written.  Any 

comments from the team for Alan, who will be 

heading this up tomorrow? 

DR. SNYDER:  I thought -- the same 

comment.  I prefer that in these re-reviews, 

because we are starting a process in which there's 

going to be likely multiple documents in the 

databank (inaudible), I still prefer in a 1996 

safety assessment.  I prefer that we write in that 

body of the text, rather than just relying on the 

reference that we're referencing that.  In a 

second re-review, we would then potentially 

re-review an earlier document.  So we can 

specifically say which one we referenced. 

And then the other thing was related to 

the reviewed newly available studies.  And 

whether we -- I thought we had kind of agreed on 

kind of a documentation of what we reviewed, it 

wasn't just relying on asking for new data, but 



we did a search of these databases.  We think 

that's important to reference it or not.  That was 

the only two comments that I had was being a little 

bit more specific in what safety assessment we're 

referring to, and then what body of data did we 

review in regards to the literature search for 

data. 

The second which is not a biggie, but 

I'm just trying to be, you know, a little bit more 

informative as to we did a thorough job and -- 

DR. ANDERSEN:  I think that the 

thoroughness of the job is documented only by the 

characterization of how we did the literature 

search.  And I'm not sure how you put that into 

a sentence.  I mean, we have -- for each of the 

re-reviews, as with every new safety assessment, 

we have a search strategy mapped out and looked 

at by a lot of different people.  So that if there 

is a gap in our search strategy, that it can be 

pointed out. 

But, boy, I'm just -- I'm not sure I know 

exactly how to put that into a sentence that won't 

sound self- aggrandizing.  I mean, yeah, we did 

a good job searching the literature.  Yay. 



So, it's -- I understand what you're 

driving at, but I don't quite know how to 

implement it.  The first part of your suggestion, 

given that for certain ingredients we may be 

re-reviewing after re-reviewing after 

re-reviewing, keeping track of where we are in the 

process is a good idea.  And we might as well start 

at the very beginning.  So, I can understand that. 

But every time we write that second 

sentence, Paul, we're going to have the 

references listed.  So, I think it then becomes 

up to the reader to look at that and say, okay, 

is that representative of all of the 

newly- available information?  And as I look at 

this actually, I would have said the answer is no.  

Because when you were looking at this you actually 

had Julie's presentation that talked about the 

2010 IARC findings, and that's not on this 

reference list. 

So, that the reference list is current, 

yadda, yadda, yadda, is what, to me, is the test 

of that sentence being correct as written.  And 

it looks like there's a couple of things that got 

left off the list. 



DR. LIEBLER:  So, I am certainly okay 

with the idea of your first suggestion of 

having -- referring specifically to the data of 

the previous assessment.  It's more precise and 

more informative, so that's fine. 

And then the second point, I'm not sure 

that we deal with it.  We can really deal with that 

in a way that has the effect that you desire 

without making it really lengthy. 

DR. SNYDER:  I mean, I agree.  This kind 

of -- to me, my opinion is it understates the 

thoroughness of which the search was.  We do look 

at a significant body of data, and the 

search -- it's not implying that it's inadequate 

or anything, it's just that I think it's -- in my 

opinion, it understates what was done.  But if 

everybody else feels that it's not doing that, 

then I am okay.  I just raise that as a point of 

discussion. 

DR. BELSITO:  Okay.  So, the report is 

fine, we're just going to put in a date of the last 

time we looked at it and go on from there.  Okay. 

Well, next is one I'm sure we've all 

been just excited to approach:  



Formaldehyde/methylene glycol. 

So, we had come to a revised, tentative 

safety assessment back in June, three-part 

conclusion:  Safe when used at the minimum 

effective concentration, but not to exceed.074 

percent formaldehyde equivalents; insufficient 

data for nail hardeners.  We needed use 

concentration, and we've gotten that.  It appears 

that it's at about 2 percent. 

The specific product that I was 

concerned about came in at 2.2 percent.  An issue 

was raised that it may have contained high levels 

of propyl gallate, which may have caused the 

reactions.  I cannot still tell you what caused 

the reactions.  My patients are doing well 

avoiding the product and have elected not to come 

back for testing.  Again, I'm not a chemist, so 

I'll rely on my colleagues to comment on whether 

they feel the 2 percent concentration limit in a 

nail hardener should be sufficient to limit the 

aerosolized exposure to below the limits we're 

setting. 

And we had come in as unsafe for use in 

hair- smoothing products, which involves 



application of high temperatures. 

I guess one of the things I'd like to 

clarify, whether we want to go ahead with that 

conclusion or not, is at some points it says that 

those high temperatures are 450 degrees, and at 

other points in the document it actually 450 

Centigrade, which I find hard to believe that you 

would go to 450 Centigrade.  So, please check the 

report for Centigrades and change them to 

Farenheits. 

But I think that we've received now, if 

you include our oral presentation this morning, 

five waves, most of which were related to the use 

in keratin-smoothing products.  So I think that's 

probably where I would like to focus the 

discussion right now, unless someone has real 

issues with the nail use. 

And before I do that, I would just like 

to point out and ask for FDA comments as well, that 

in wave 2 we got a letter from my now commissioner 

of health in the state of New York that actually 

indicated these products were available to sale 

to the general public over the Internet. 

MS. KATZ:  Some of them are, that some 



of them you can purchase on the Internet directly 

for consumer use in their own home. 

DR. BELSITO:  So as we move forward, I 

think we need to be aware of that as well.  

That -- and what would happen, Linda, if we said 

that these should only be used by trained 

professionals?  Could FDA go after Internet sales 

or what happens then? 

MS. KATZ:  It's a much more complicated 

issue.  And we have been working with 

enforcement -- our enforcement people, the Office 

of Compliance, to see what can be done.  Because, 

again, right now the products are supposed to be 

sold for professional use only.  And it being sold 

to consumers falls into that area that it 

shouldn't be there, but the web and Internet sales 

creates a very funny regulatory area for the FDA 

as well.  So it's not quite as cut and dry, because 

of the way Internet sales are regulated and are 

sometimes not regulated.  And so things can fall 

between the cracks. 

DR. BELSITO:  Okay.  So as we move 

forward, I would just like to point that out to 

the chemists, because I think the issues we're 



dealing with are issues that are not in my area 

of expertise.  So I open it up to Curt and Dan and 

Paul to comment. 

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

a whole lot to change in this document.  There are 

some suggestions from the council for things that 

we could address, and actually most of those 

suggestions I thought were very helpful. 

On the report page 5 of Panel Book page 

59, there's a paragraph that -- the third 

paragraph that begins, "To make a paradigm shift 

from detecting formaldehyde equivalents to 

thinking about detection just non-hydrated would 

require," blah, blah, blah, ending with, "it is 

a mere sidetrack."  I think this paragraph 

attempts to address arguments that methylene 

glycol and formaldehyde are different, and that 

only formaldehyde content at equilibrium is of 

toxicologic significance.  I think my comments 

earlier, I think I pointed out what the problem 

with that thinking is.  But I think that trying 

to foul off that line of thinking resulted in a 

paragraph that doesn't really -- I mean, the 

paragraph in itself is kind of a sidetrack, and 



I agree that it could be deleted. 

DR. BELSITO:  So that's third paragraph 

under Formaldehyde Equivalents. 

DR. LIEBLER:  Correct.  On Panel Book 

page 59, report page 5. 

DR. BELSITO:  But you still like the 

idea of using formaldehyde equivalents despite a 

lecture from our -- 

DR. LIEBLER:  Yeah, sure. 

DR. BELSITO:  -- esteemed professor at 

University of Southern California. 

DR. LIEBLER:  Now that I'm an esteemed 

professor, too, we can just have it out in the 

faculty lounge. So, that's one point.  And let's 

see -- 

DR. BELSITO:  Incidentally, on that 

same page, while people are looking at page 5, one 

of the references to 450 Centigrade occurs in the 

fifth line up from the bottom of that page, but 

there are numerous throughout the report. 

DR. LIEBLER:  There was also in the memo 

from the council, this is the August 17th memo 

from the Science and Support Committee, the 

second page of the memo, which would be Panel Book 



page 110, the suggested language to deal with the 

fact that they're not rejecting the term 

"formaldehyde equivalents."  In fact, they use it 

for their -- they suggest a rewording, 

"Formaldehyde equivalents, 

formaldehyde/methylene glycol, are safe for use 

in cosmetics when formulated to ensure use at 

minimal effective concentration, but in no case 

should concentration exceed.074 percent 

weight-to-weight as formaldehyde, and.118 

weight-to-weight as methylene glycol." 

I think this is just being a little 

extra accurate, and acknowledging the molecular 

weight differences between formaldehyde and 

methylene glycol.  I have no problem with that. 

DR. ANSELL:  We have another suggestion.  

We're not objecting to use of formaldehyde 

equivalents.  We do think, however, it tends to 

confuse people because it's using formaldehyde 

equivalent in a way which is not typically used 

when we talk about equivalents. 

And the suggestion is that all we're 

trying to do is get back to the fact that 

everything was two-tenths formalin.  So perhaps 



the conclusion could simply say two- tenths 

formalin, and get away from the confusion on how 

to take a formaldehyde equivalent and calculate 

that back to what would be free formaldehyde, 

which can be measured spectroscopically.  And so 

perhaps the change would be to -- the conclusion 

would be to add "two-tenths formalin." 

DR. LIEBLER:  Okay.  You're not 

suggesting deleting the term "formaldehyde 

equivalents" from the report. 

DR. ANSELL:  No, no, no.  We're just 

trying to use formaldehyde equivalents 

consistently through the report.  And since it's 

intended to capture that equilibrium between the 

two -- 

DR. LIEBLER:  Correct. 

DR. ANSELL:  -- when we're talking about 

one or the other we can't call it the formaldehyde 

equivalent.  If we're talking about calculated as 

formaldehyde, it isn't formaldehyde equivalent 

anymore. 

DR. LIEBLER:  Right.  No, I agree.  And 

the reason I introduced that term into this report 

was because I felt it was necessary to capture the 



equilibrium relationship.  And I think that that 

was one of the points that was -- depending on who 

was representing the chemistry, was represented 

totally differently.  And I think the term 

"formaldehyde equivalents" is very well 

introduced and defined in the chemistry section 

of the report. 

I think the idea that the assertion that 

this is causing confusion is smoke.  And this 

assertion I'm not saying is coming from the 

council, okay?  But I think it's misleading.  The 

term "formaldehyde equivalents" is meant to 

clarify a very important concept that underlies 

the hazard that the compounds pose. 

So, I have no problem with the 

suggestion that you've made about when you're 

talking specifically about one compound or the 

other, you can actually put numbers on both of 

those.  I have no problem with that, as long as 

it doesn't obscure the key point about the 

equivalent nature of these compounds and product, 

particularly in a biological system. 

DR. ANSELL:  And we certainly agree with 

that.  So we were just trying to be consistent 



within the entire report as to when we use 

formaldehyde equivalent or when you talk about 

formaldehyde free formaldehyde.  You know, they 

are all different.  And one of the suggestions 

was -- the suggestions in our paper was if we're 

going to talk about formaldehyde, let's talk 

about formaldehyde and, given its concentration 

of methylene glycol, its concentration. 

But then there was a thought which just 

came up which was perhaps even simpler, which is 

we're only talking, you know, we're only trying 

to calculate what the calculated equivalent would 

give us, starting with the two- tenths formalin 

which we all agreed to.  And perhaps we could just 

put it two-tenths formalin and sidestep all of 

this -- these arguments about free formaldehyde 

and back calculating. 

DR. LIEBLER:  Yeah, I have no problem 

with that either.  And, in fact, that might be 

preferable because we're really talking about how 

much of the ingredient is introduced into the 

product. 

DR. HELDRETH:  I have a question about 

that, in that if we say that the conclusion is 



two-tenths formalin and somebody reads that and 

goes scrambling through the dictionary, they're 

not going to find formalin as an ingredient. 

DR. LIEBLER:  That's the problem. 

DR. ANSELL:  Parens.074 percent 

formaldehyde?  You know, it's just -- we all agree 

on where we want to end up, but we've added some 

terms here to be extra precise, which has resulted 

in, I think, confusion on our members' part.  I 

mean, what do they actually measure?  Because, you 

know, you use derivation and you come up with what 

we have typically called the free formaldehyde, 

which has nothing to do with really free 

formaldehyde.  It's just calculated as 

formaldehyde. 

So, our comments are purely editorial.  

We just want to try to bring that clarity into the 

conclusion, not change the fundamental 

conclusion.  And the suggestion was to -- 

DR. BELSITO:  I understand your concern, 

but to use the term "free formaldehyde" is much 

more precise than to use the term "formalin," 

which, as it's just been pointed out, is not in 

the Cosmetic Dictionary to begin with.  So it 



would seem to me easier to, for you, i.e., PCPC, 

to educate your members that, you know, formalin 

is not formaldehyde.  It's 37 percent 

formaldehyde and water.  And when we're 

restricting formaldehyde, the restriction is not 

to formalin, it's to formaldehyde. 

DR. ANSELL:  Well, the panel -- we're 

happy with the letter suggestion.  That's fine, 

too. 

DR. LIEBLER:  I'm okay with that because 

they're both in the dictionary. 

DR. BELSITO:  Right. 

DR. LIEBLER:  That at least refers to 

what's in the dictionary, which is what we're 

describing in the report. 

DR. BELSITO:  Okay.  So, Dan, if I heard 

you correctly, we've just really been talking 

about no change in our conclusion regarding use 

and keratin -- professional keratin products. 

We previously had an insufficient nail 

care products pending information on the 

assessment of levels there.  Are you still 

insufficient there or is that a level of 2 

percent -- 2.2 percent in a nail product that is 



not heated?  Is that okay?  Will that -- recall 

that I believe our last meeting we had information 

from air monitoring samples in nail salons that 

seemed to be all below limits that have been set 

by various agencies. 

DR. LIEBLER:  I mean, I think that last 

time the discussion on the nails was in large part 

influenced by your report of your experience with 

your two patients, which raised obviously an 

interesting question.  But beyond that we 

don't -- I don't think we have any data to suggest 

that 2 percent is a problem. 

DR. BELSITO:  So you're saying that the 

use up to percent in a nail care product would 

be -- it's not intended to be heated, would be -- 

DR. LIEBLER:  I have a much less problem 

with that than I do with the hair products and the 

heating and blow-drying and so forth.  But I would 

like to hear what the others think. 

DR. BELSITO:  Curt? 

DR. KLAASSEN:  I agree.  I mean, first 

of all, just the amount that's used in this 

situation is much less.  And I don't have any 

trouble with the data that we have and with the 



fingernails. 

DR. BELSITO:  Paul? 

DR. SNYDER:  Yeah, on page 61 of the book 

where they cite that FDA recent data, I mean, we 

do cite it, particularly 2.2 percent in a nail 

hardening product was cited after a compilation 

of customers suffered an adverse affect, 

including skin irritation, burning sensation of 

the exposed skin, and pain.  So it's not 

without -- so I don't know that we can ignore those 

reports. 

So while we did ask for concentration 

of use data and went out for insufficient for 

concentration of use, but the data they gave us 

is maybe suggesting otherwise.  It's on page 61 

at the top of the page. 

DR. BELSITO:  One minute, David.  Yeah, 

the interesting thing, though, is again, if you 

look at the bulk of those reports it was with the 

same product that I had issues with.  So, I don't 

know if that's a product specific.  And as David 

would have suggested in his letter, that it may 

have been due to ingredients other than 

formaldehyde, I mean, have not been resolved.  But 



David, go ahead. 

MR. STEINBERG:  David Steinberg.  When 

I did the survey of all of the people that I knew 

and we could find and it was quite extensive and 

trying to establish what the maximum levels 

of -- I'm going to use the term "formalin" because 

that is what I got the answers from.  For example, 

one company in Europe replied to me, they put 5 

percent formaldehyde in their nail hardeners, 

which I find to be impossible.  And in checking, 

they put 5 percent of formalin in their product, 

which then calculates again down to that 

approximate 2 percent level. 

The only concern I would have on that 

2 percent level is the best way to describe the 

nail hardeners are a form of nail polish, clear 

nail polish, in which added formalin is put in to 

harden the nails, which reacts with the keratin.  

One of the common constituencies of nail polish 

as opposed to nail -- and nail hardeners are urea 

formaldehyde resins.  And depending on the 

methodology in which you test for formalin or 

formaldehyde, you can obtain slightly higher 

levels because of the destructive nature of the 



test. 

So although the industry says they 

really can live with the 2 percent formalin, those 

types of levels, I think we'd like to have just 

a little bit more because of the analytical 

methodologies that are available.  So I think 2.5 

would make more sense. 

Like I said, we have not found anyone 

who adds more than 2 percent.  But you can analyze 

to slightly higher, based on the fact that you 

have the urea formaldehyde polymer present. 

DR. SNYDER:  We have typically strayed 

away from putting -- I mean, why not 2.6, 2.7?  

Usually we have some scientific basis to put an 

upper limit.  And just to arbitrarily say 

because -- 

MR. STEINBERG:  I mean, historically 

the limit has always been 5 percent, which no one 

uses.  Although I'm not sure how that 5 percent 

number ever came into being.  The other comment 

is, most of the time you're using safe as used or 

safe as current practices, which is just as 

acceptable.  You know, everyone is using those 

types of things. 



If there's a need for a maximum level, 

then we think that 2 percent -- 2.0 might be too 

demanding in terms of the analytical methodology 

that's available. 

DR. BELSITO:  Well, we say on page 18 

when we're discussing the nail hardeners -- 18, 

Panel Book 72 -- available data suggests current 

use of formaldehyde/methylene glycol at only 1 to 

2 percent nail hardeners, and then given the rapid 

reaction, yadda, yadda, yadda.  So, would that 

allay the concern of the manufacturers that we're 

not asking them to assay their product for total 

formaldehyde that would then pick up the urea 

formaldehyde resins? 

DR. ANSELL:  Typically, we support that.  

I mean, the 2 percent in the discussion gets to 

the heart of what we're talking about. 

When you tie it to an analytical method, 

then we end up going off -- 

DR. BELSITO:  Well, we haven't tied it 

to an analytical method, at least not in this 

specific discussion.  We don't mention that it's 

used with other formaldehyde resins and the 

polish that act as plasticizers. 



DR. ANSELL:  But we think the discussion 

would be a perfect place to have that. 

DR. BELSITO:  Okay.  And then continuing 

on that page in the next paragraph, of course, the 

whole bottom part of that paragraph would have to 

be changed because we did get the FDA reports on 

their content of the formaldehyde in that Quimica 

nail hardener as well that came in at, I think, 

2 percent.  Right? 

MR. STEINBERG:  That was what we found 

when we separated that out, too. 

DR. BELSITO:  Right.  But FDA also 

analyzed it and found the same.  So that paragraph 

needs to be updated. 

Okay, so, so far -- 

DR. ANDERSEN:  Before you go off of the 

nail hardeners, the information received from the 

blogosphere, while not scientifically rigorous, 

does appear to indicate that some folks are 

reacting to nail hardeners.  I've been making the 

presumption that part of that is because they're 

getting it on their skin.  And if they didn't, 

there would be far fewer of those reports.  Does 

it make any sense to include -- you know, we 



abandoned the idea of nail shields because nobody 

ever used them.  But is there any reason we 

couldn't ask manufacturers to put instructions, 

don't get this on your skin? 

MR. STEINBERG:  We already do. 

DR. ANDERSEN:  Good.  So -- 

DR. LIEBLER:  So one of the questions 

I raised -- I think it raised it last time, but 

the discussion went in other directions -- is the 

question of individuals who have riddled or 

cracked or flaky nails may have less of a barrier 

to the formaldehyde.  In other words, more of the 

ingredient might penetrate into the nail bed 

because many of these blog posts were very 

specific about pain under the nails or pain in the 

fingernail bed as opposed to in the skin around 

the nail.  And I find myself thinking that this 

is actually like the discussion we had, you know, 

a couple years ago about the PEGs and people with 

damaged skin, people with burns where they have 

ointments where their skin obviously is unable to 

prevent the penetration of the compounds as well 

as normal people. 

So people with no nail problems aren't 



using nail hardeners, duh.  But people with nail 

problems are using nail hardeners and they may 

have less resistance to penetration of a compound.  

So I don't know how to translate that to a 

recommendation, or at least something in the 

discussion.  But I almost think that we should 

consider pointing to this in the discussion that 

this actually could be an issue with some 

individuals who have, you know, compromised 

barrier due to whatever causes their nails to be 

brittle or flaky. 

DR. ANDERSEN:  I think -- I've been 

presuming all along that even for a brittle nail 

or a thin nail that there's an overabundance of 

protein to react with formaldehyde.  So the 

concept of significant penetration through the 

nail just has not really been part of my thinking.  

How can that happen given that it's so reactive? 

DR. LIEBLER:  Are there cracks? 

MR. STEINBERG:  It's a surface 

reaction. 

DR. LIEBLER:  Yeah, I know.  I mean, I 

get that part.  You know, I understand.  But what 

if, you know, what if you have cracks, or flaky 



nails mean flakes, which mean cracks?  I'm just 

wondering if that's a relevant consideration.  

And I'd have to ask a dermatologist because I 

don't know. 

DR. BELSITO:  You know, you can go 

anywhere from, you know, diseases like in 

planopilaris of the nails where you essentially 

lose the nails.  And I'm assuming you could have 

a consumer thinking if they spread it onto the 

little remaining nail tip that maybe they'll 

re-grow a strong nail.  You know, I think you'd 

need to know the circumstances of the individuals 

who lodged the complaints -- 

DR. LIEBLER:  Right -- 

DR. BELSITO:  -- regarding these.  And 

patients, there was very limited problems around 

the periungual area of the hands.  They were 

either dermatitis, which is the classic nail 

polish-type of reaction, so it wasn't a matter of 

it penetrating through the nail and creating 

issues there. 

The other complaints that -- on the blog, 

I don't know.  But, I mean, I would agree with 

Alan's point.  The major issue, assuming you don't 



have a consumer trying to apply it to a 

nonexistent nail in the hopes that they'll grow 

the nail, will, you know -- would be accidental 

contamination of the skin and assuring that the 

product is hardened before they start touching 

other areas of the body. 

DR. LIEBLER:  Okay.  So, I'll drop that.  

I mean, I just wondered if other people felt that 

was an issue worth considering.  Doesn't sound 

like it, so. 

MS. BECKER:  I do know people who use 

nail hardeners, guitar players.  They put it under 

the end of the nail.  I don't know if that matters 

or not, but. 

DR. BELSITO:  And should not be applied 

under the nail -- 

MR. STEINBERG:  By guitar players. 

DR. LIEBLER:  You shouldn't trust 

finger-pickers, only trust flat fingers.  

(Laughter) 

MS. BECKER:  They're bass players. 

DR. BELSITO:  Are they playing for us 

tonight? 

DR. LIEBLER:  No instrument on board, 



sorry. 

MS. BECKER:  That can be fixed.  But you 

do have the pick. 

DR. BELSITO:  Okay, so far no one has 

asked us to change our.074 percent level.  There 

have been questions as to whether we should go 

back to formalin versus formaldehyde, but for 

cosmetic supply to the skin. 

DR. ANDERSEN:  And the council has asked 

for the additional clarification of adding 

methylene glycol concentration to that sentence. 

DR. BELSITO:  Right, okay.  Now -- 

MS. POTTER:  Do you want conclusion 

number one? 

DR. BELSITO:  Yes. 

MS. POTTER:  I think we should footnote 

something about formaldehyde equivalent in the 

conclusion rather than having them have to go back 

and figure that out.  Can we have a footnote that 

kind of clarifies what we mean by formaldehyde 

equivalent? 

DR. ANSELL:  Sending people back to 

paragraph -- formaldehyde equivalent paragraph, 

it's on page 5, type of thing? 



DR. ANDERSEN:  I'd just employ a shorter 

version.  I see your point. 

DR. SNYDER:  Yeah, because I think we've 

introduced that terminology.  And again, I think 

transparency and clarification are being very 

accurate in what we're talking about is critical 

in this report.  So I think -- we've heard before 

is that a lot of people just look at the conclusion 

and make some assumptions, correctly or 

incorrectly.  If we can just make sure that we're 

clear on what we're talking about, and without a 

footnote or something that might help do that. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  We can do that. 

DR. BELSITO:  So for conclusion one, we 

need a footnote for the conclusion to define 

formaldehyde equivalents.  And -- 

DR. SNYDER:  To limit methylene glycol. 

DR. BELSITO:  And pardon, Paul? 

DR. SNYDER:  To limit the methylene 

glycol. 

DR. BELSITO:  What limit are we setting? 

DR. SNYDER:  Well, the one based on 

equivalence, so.118 -- 



DR. BELSITO:  Right. 

DR. SNYDER:  -- percent, right? 

DR. ANDERSEN:  Yeah. 

DR. BELSITO:  So, how are we being asked 

to word that?  Or has it been wordsmithed for us 

at this point? 

DR. ANDERSEN:  Yes, page 110 of the 

Panel Book. 

DR. BELSITO:  So the PCPC comment.  Page 

118. 

DR. SNYDER:  110. 

DR. BELSITO:  110, yeah.  Formaldehyde 

equivalents, formaldehyde, and methylene glycol 

or point -- okay.  And refresh my memory, because 

I've done formaldehyde now in five stages, and 

this was the first stage.  How did the council get 

to.118 percent weight- weight methylene glycol?  

Is that the standard? 

DR. LIEBLER:  That's just adjusting for 

the molecular weight difference between 

methylene glycol and formaldehyde. 

DR. ANSELL:  And -- 

DR. BELSITO:  Okay, so everyone is 

comfortable with that? 



DR. LIEBLER:  And actually, I think that 

that sentence at the top of page 110, Panel Book 

110, by defining formaldehyde 

equivalents -- formaldehyde and methylene 

glycol -- I think that actually serves the purpose 

Paul asked for a footnote. 

DR. SNYDER:  Yes. 

DR. LIEBLER:  My view is that that does 

the trick, and so that -- 

DR. SNYDER:  I'm just certain 

that -- while I appreciate you're a chemist and 

(inaudible) are not going to be chemists, and so 

they may -- I don't think we need to be confusing.  

I think we should be very clear if we can.  Because 

it is an important aspect of the -- 

DR. LIEBLER:  You could simply add some 

of formaldehyde and methylene glycol.  Just try 

to do that without having a big, honking footnote 

hanging at the bottom of the page.  That's all. 

DR. BELSITO:  I don't know, I sympathize 

about not a honking footnote.  But this issue of 

our use of formaldehyde equivalents has been so, 

so very controversial that I think that a footnote 

in this case is probably justifiable, since 



despite the controversy, at least we're 

recommending that we go ahead with this.  We 

appreciate the chemists who tell us that the stick 

structures are different, but the biologists are 

telling us that the chemicals really are not.  So, 

I think I would like that footnote. 

DR. LIEBLER:  Fine. 

DR. BELSITO:  Curt? 

DR. KLAASSEN:  That's fine.  Either is 

okay. 

DR. BELSITO:  Okay, so.1 will now say, 

"but in no case should formaldehyde equivalents 

exceed 0.074 percent or" -- wait a minute. 

DR. ANDERSEN:  0.11. 

DR. BELSITO:  "As formaldehyde or 0.118 

percent weight-weight of methylene glycol." 

So I guess, "but in no case should 

formaldehyde equivalents exceed 0.074 percent 

formaldehyde weight-weight or 0.118 percent 

methylene glycol weight-weight."  Right?  So you 

have to add in formaldehyde -- 

DR. ANDERSEN:  Well, the council's 

language, the beauty of it put formaldehyde 

equivalents at the front end of the sentence, 



which -- 

DR. BELSITO:  Okay, I'm just going to 

use that -- 

DR. ANDERSEN:  -- introduces that 

term -- 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  -- and then focuses, 

again, I suspect for the benefit of folks who are 

having trouble understanding it, what that 

translates to in terms of formaldehyde and what 

it translates to in terms of methylene glycol. 

DR. BELSITO:  Okay. 

DR. SNYDER:  And you could just put on 

the front end of that, "on the basis of 

formaldehyde equivalents, if formaldehyde and 

methylene glycol are safely used," blah, blah, 

blah. 

DR. ANSELL:  I'm sorry? 

DR. SNYDER:  You could just state, "on 

the basis of formaldehyde equivalents, 

formaldehyde and methylene glycol are safe as 

used when formulated to ensure," blah, blah, 

blah. 

DR. ANDERSEN:  Which takes it out of a 



parenthetical expression. 

DR. SNYDER:  Yes. 

DR. ANSELL:  Well, yeah, but it's 

not -- we've turned it into a noun, not an adverb.  

So it's not on the basis of formaldehyde 

equivalents.  Formaldehyde equivalents is an 

entity.  That's how we've defined it.  It's the 

combination, it's the word which describes the 

equilibrium, and so it can't be used as a modifier.  

It used to be a modifier, but now it's a noun. 

DR. SNYDER:  I don't like starting with 

formaldehyde equivalents.  That means it's -- 

DR. ANSELL:  Well, our comments are 

purely editorial.  I mean, we don't object to 

tweaking it, to the concept of -- it strikes me 

that since we've defined formaldehyde 

equivalents as -- 

DR. BELSITO:  Well, if we want to get 

to Paul's point and the council's point.  So if 

we start, "Formaldehyde and methylene glycol are 

safe as used for use in cosmetics when formulated 

to ensure use in minimal effective concentrations, 

but in no case should concentration exceed 0.074 

percent weight-weight as formaldehyde or 0.118 



percent weight-weight as methylene glycol," and 

not even use the word "formaldehyde equivalents" 

in the conclusion.  And if someone wants to put 

in the discussion why we came to those, which was 

the basis of formaldehyde equivalent. 

DR. KLAASSEN:  That can't be thought of 

as -- it would be legal to have 0.07 of 

formaldehyde plus 0.11 of naphthalene chloride -- 

DR. BELSITO:  Methylene glycol -- 

DR. KLAASSEN:  Make sure that it doesn't 

say that.  It can't be interpreted that way.  It's 

kind of an either/or.  And I know exactly what 

words you used -- 

DR. BELSITO:  I see what you're saying. 

DR. ANSELL:  But if we added them 

together, that is the two-tenths.  I mean, that's 

the whole problem, is if you tested using a 

derivation method, all the methylene glycol and 

all the formaldehyde show up as the same entity, 

which gives you the two-tenths, which brings us 

back to the formalin, which was our suggestion 

perhaps to avoid all this discussion, was since 

we state in the report because all the data was 

based on formalin, we need to respect how that 



interprets itself in this massive combination of 

analytical and all this discussion.  And so, one 

suggestion was just since everything was based on 

two-tenths formalin, just cite two-tenths 

formalin, even recognizing that perhaps it's not 

a dictionary entity, and get out of the stuff 

which is not value added. 

DR. LIEBLER:  Well, if that sentence 

could simply state two-tenths formalin 

and -- where it says, "consisting of formaldehyde 

and methylene glycol (total formaldehyde and 

methylene glycol), so two-tenths formalin (total 

formaldehyde and methylene glycol)," that gets 

the ingredients into the conclusion and has the 

practical value of referring to the actual -- to 

the version of the ingredient that's used to 

prepare the products.  And it also avoids saying 

formaldehyde equivalents in the conclusion.  

Because as Don just pointed out, that doesn't 

actually need to be in the conclusion.  That's a 

construct we use to develop the reasoning in the 

report, but it doesn't actually have to be in the 

conclusion. 

DR. BELSITO:  Okay.  So would someone 



wordsmith that for me?  (Laughter) 

DR. LIEBLER:  Need another tablet? 

DR. BELSITO:  So you're saying 0.2 

percent formalin.  Is that what you're saying, 

Dan? 

DR. LIEBLER:  So the existing 

conclusion as written.  And the only changes, "but 

in no case should formalin exceed 0.2 percent 

(total formaldehyde and methylene glycol)." 

DR. BELSITO:  But in no case should 

formalin -- 

DR. LIEBLER:  Should formalin exceed 

0.2 percent weight-to-weight total formaldehyde 

and methylene glycol. 

MS. WEINTRAUB:  Dan, I just have a 

question.  How did you go from.2 percent from.074? 

DR. BELSITO:  Because formalin is 37 

percent formaldehyde in water. 

MS. WEINTRAUB:  Oh, okay. 

DR. LIEBLER:  So if you assume that 

formalin only contained formaldehyde and then did 

the conversion, you'd get the.2 percent to.074 

formaldehyde. 

MS. WEINTRAUB:  Okay. 



DR. ANSELL:  So if you use the methylene 

glycol side, which is molecularly heavier so each 

molecule weighs more, then the calculation comes 

out to.118. 

DR. BELSITO:  Well, but -- well, we get 

back to Bart's point that formalin is not in the 

dictionary.  So we now have a conclusion on a 

chemical that is not in the Cosmetic Dictionary. 

DR. ANSELL:  Well, we could consider the 

tissue INCI to add this as a cosmetic ingredient, 

since I'm sure exactly where -- whether it would 

be in the formaldehyde entry or -- but adding it 

to the dictionary, if that's the sole concern, 

would seem to be something industry could 

consider. 

DR. BELSITO:  It's not the sole concern, 

it's going to come -- it's -- 

DR. ANSELL:  Well, not the sole 

concern -- 

DR. BELSITO:  It's going to come up 

repeatedly during this meeting on other 

ingredients as to, you know, what are we looking 

at?  This was a confusion when we originally 

looked at the formaldehyde report.  But when we're 



looking at concentrations of use, are we looking 

at active ingredient or are we looking at the 

concentration of the trade name ingredient?  And 

there's so many I can't remember which one, but 

there was one group, I don't know if it was the 

sulfosuccinates where active ranged anywhere 

from 20 percent in a product up to 50 percent in 

a product.  And I had no clue as to what I was 

looking at when I was reading that entire report. 

So I mean, this just -- I mean, this is 

really straightforward because it's 37 percent 

formaldehyde is formalin.  But it's not so 

straightforward when we get to others, so. 

DR. ANSELL:  Well, I think saying 

formalin does address the practical issue of what 

is actually put in the product.  People don't 

bubble formaldehyde gas into their cosmetic 

preparations, they add formalin that they buy. 

But it -- in the same sense, it 

specifically mentions formaldehyde plus 

methylene glycol.  And it may not be perfect, but 

it does capture the information. 

DR. LIEBLER:  I -- 

DR. BELSITO:  So what you're saying, 



Dan -- and this would be the next iteration here, 

would be formalin is safe for use in cosmetic 

products applied to the skin when formulated to 

ensure -- 

DR. LIEBLER:  No, I'm not saying -- I'm 

not leading with the word "formalin."  I'm leading 

with the word "formaldehyde and methylene glycol" 

as the ingredients. 

DR. BELSITO:  Oh, okay. 

DR. LIEBLER:  So in other words, I'm not 

changing the conclusion, the first clause of that 

sentence.  I'm not changing that at all.  "But in 

no case should formalin exceed 0.2 percent (total 

formaldehyde and methylene glycol)." 

DR. ANSELL:  It's nice because it ties 

us back and CIR has already grouped in formalin. 

DR. LIEBLER:  How do you review 

formaldehyde? 

DR. ANSELL:  Well, we called it 

formaldehyde, but we know now -- 

DR. LIEBLER:  Because you can't do 

formalin because it's not an ingredient, right? 

DR. ANSELL:  That's right.  This 

conclusion is based on containing two-tenths 



formalin. 

DR. ANDERSEN:  Now I'm having the same 

reaction Paul had earlier of putting formalin in 

the conclusion.  While I understand the rationale 

and that it will resonate with 

formulators -- because that's what they're 

actually using -- I feel a need for a footnote to 

say what's going on. 

DR. SNYDER:  Yeah, because if you go 

to -- I was just looking back -- 

DR. ANSELL:  The whole report is a 

footnote to that discussion. 

DR. ANDERSEN:  Yeah. 

DR. ANSELL:  Because we go into 

agonizing detail on the equilibriums and 

measurements and free formaldehyde and methylene 

glycol and pH effects. 

DR. SNYDER:  Panel Book 71 under the 

formaldehyde/methylene glycol used in 

dermally-applied cosmetics, now that becomes 

language of -- the third paragraph then becomes 

very confusing. 

DR. ANDERSEN:  I think, though, if you 

go back to Panel Book page 59, 5 of the actual 



report, the first two sentences at the top of the 

page can be condensed into a footnote that is 

extremely informative for the word formalin 

appearing in the conclusion. 

DR. BELSITO:  Yes, I agree. 

DR. LIEBLER:  Okay. 

DR. BELSITO:  Okay, so we go with Dan's 

comment, but with a footnote that is a condensed 

version of -- it's Panel Book 58, you say? 

DR. LIEBLER:  59, top of the page. 

DR. BELSITO:  Yeah.  So it would be, 

"Formaldehyde and methylene glycol are safe as 

used in cosmetics when formulated to ensure use 

at the minimal effective concentration.  But in 

no case should formalin" -- and then an asterisk 

on formalin -- "exceed 0.2 percent 

weight-weight." 

DR. LIEBLER:  Right, parentheses. 

DR. BELSITO:  And then a further 

parenthesis? 

DR. LIEBLER:  And then total -- 

DR. BELSITO:  Total -- 

DR. LIEBLER:  -- formaldehyde and 

methylene glycol. 



DR. BELSITO:  Okay. 

DR. LIEBLER:  Close parenthesis. 

DR. BELSITO:  Okay.  And then -- so 

footnote after that parenthesis?  Where do we put 

the footnote?  Footnote formalin? 

DR. ANDERSEN:  After formalin. 

DR. BELSITO:  Okay.  And then the 

footnote -- 

DR. ANSELL:  Did you repeat the language 

or just direct them to that particular part of the 

report? 

DR. ANDERSEN:  I want to talk with Kevin 

to find out what the right approach is that will 

sell to the journal because that's the next step. 

DR. BELSITO:  Okay.  So, are we happy 

with part 1 of our tripartite conclusion? 

DR. SNYDER:  Not totally, because we 

need to update the concentration of use table.  

Because on page 74, the next page, 

it -- concentration of use is 2010 in which we say 

nail hardeners 0.5 and less than 2, but we now know 

that it's -- so we need to make sure that that's 

updated. 

DR. ANDERSEN:  Yes, we do need to put 



the new data into that table.  Thank you. 

DR. BELSITO:  Well, but nail hardeners 

is part 2.  We haven't gotten to part 2 yet. 

DR. ANDERSEN:  Oh, sorry. 

DR. BELSITO:  Part 1 we're happy with. 

DR. ANDERSEN:  Okay. 

DR. BELSITO:  Part 2 previously was 

insufficient.  So are we comfortable saying the 

available data are now sufficient for use of 

formaldehyde and methylene glycol in nail 

products? 

DR. LIEBLER:  Right. 

DR. SNYDER:  Yes. 

DR. BELSITO:  Yes.  Curt? 

DR. KLAASSEN:  Yes. 

DR. BELSITO:  Okay.  So how are we 

phrasing this, part 2?  "Formaldehyde and 

methylene glycol are safe as used in nail 

hardening products," period and amen? 

DR. ANDERSEN:  For use of nail hardening 

products in the present 

concentration -- practices and use of 

concentration. 

DR. BELSITO:  Okay.  So formaldehyde and 



methylene glycol are safe for use in nail 

hardeners under -- 

DR. ANDERSEN:  Current use and 

concentration.  In the present practices of use 

and concentration. 

MS. WEINTRAUB:  You're not going to 

mention 2 percent here? 

DR. BELSITO:  No, because of the 2 

percent will be listed as the use range.  But the 

issue became what industry was saying, Rachel, is 

that they use these urea formaldehyde resins as 

plasticizers.  And there's -- if you were to 

analyze the product itself you'd end up with 

higher levels of formaldehyde than 2 percent.  But 

these urea formaldehyde resins really aren't 

releasing a lot of airborne formaldehyde to begin 

with. 

DR. LIEBLER:  Depending on how you do 

the assay, you could get a jacked-up level of 

formaldehyde coming from the resin, even though 

the resin isn't a significant source of 

formaldehyde like methylene glycol would be in 

the tissue in regular use. 

MS. WEINTRAUB:  That is key to changing 



the table, as was mentioned. 

DR. ANDERSEN:  Just to give 

them -- right. 

MS. WEINTRAUB:  Right -- 

DR. ANSELL:  It is mentioned, but it's 

mentioned in the table -- 

MS. WEINTRAUB:  Right, that's correct, 

so it's (inaudible). 

DR. BELSITO:  So for use in 

concentration. 

DR. ANSELL:  Yeah. 

MS. WEINTRAUB:  Right. 

DR. BELSITO:  Okay.  So, we're all 

comfortable with that.  Formaldehyde/methylene 

glycol are safe for use in nail hardeners in the 

present practice of use and concentration. 

DR. ANDERSEN:  And present practices of 

use in that phraseology contemplates what David 

says in terms of labeling that says, don't get it 

onto your skin, et cetera. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  I don't think -- from the 

tenor of the discussion, you don't feel a need to 

include that in the conclusion, but it would be -- 



DR. BELSITO:  It has to be hammered -- 

DR. ANDERSEN:  -- part of the 

discussion. 

DR. BELSITO:  -- in the discussion. 

DR. SNYDER:  Well, we have a whole 

section of the discussion on 

formaldehyde/methylene glycol used as nail 

hardeners -- 

DR. BELSITO:  Right. 

DR. SNYDER:  -- so it could be added in 

there. 

DR. BELSITO:  Right, yes. 

DR. ANDERSEN:  So, but your expectation 

is that users should be instructed to not get it 

in their skin should be clearer.  I know how to 

write that. 

DR. BELSITO:  We don't need a footnote 

for that, though? 

DR. ANDERSEN:  Touché. 

SPEAKER:  Two stars. 

DR. BELSITO:  Okay.  So, now to the real 

issue:  Formaldehyde and methylene glycol. 

So, I mean, quite clearly we have 

information that you could use these products in 



a hair-smoothing and under the right conditions 

end up with levels that are safe for consumers.  

But quite clearly, we also have evidence that that 

doesn't happen.  The first round of airborne 

analysis that we got from the Keratin Council 

revealed that there were salons that apparently 

knew they were being monitored and their air 

levels still exceeded acceptable levels.  This 

round, we got six salons where that didn't happen 

to be the case. 

We have lots of consumer complaints 

coming from salons.  We have a letter from the New 

York Health Commissioner indicating these can be 

purchased over the Internet.  So even if we were 

to say, "To be used by trained professionals," 

they'll be out on the market. 

So, these are ethical issues, I guess, 

not scientific issues.  But do we deal with 

ethical issues?  And I don't know where to go with 

this one. 

I think from a scientific basis we 

probably could say that, yeah, it can be used 

safely if you train the people.  >From a realistic 

basis we know that's just not going to happen. 



DR. LIEBLER:  Well, I think that we have 

to base our recommendation -- our assessment on 

what would be reasonably anticipated to be 

practices of use.  And as you said, it's possible 

to use this product in a way that minimizes 

formaldehyde and methylene glycol exposure.  But 

there's no way to reasonably -- I don't think you 

can reasonably anticipate that that will happen, 

even most of the time. 

And for that reason, I don't think we 

have a good reason, then, to change this 

conclusion.  I support this conclusion as 

currently written. 

DR. BELSITO:  Rachel?  Shaking your 

head? 

MS. WEINTRAUB:  Yeah.  No, I agree.  I 

also thought that in one of the third wave 

materials that we received with the pictures of 

the salons, it's -- those are not appropriate use, 

even those pictures, because one of the 

recommendations is to wear proper eye protection 

and not one stylist in those pictures is wearing 

proper eye protection.  I mean, that's just one 

example and those are very carefully chosen 



pictures. 

I think the variety in salons, 

unfortunately -- I think the exponent study 

raises even more questions about the criteria of 

the salons.  And I think salons vary if they're 

urban or rural or suburban, if they're chains or 

independent stores.  I think there's such a wide 

variety.  And we know that people are using this 

product in their homes in an entirely unvented 

environment. 

So, I agree.  I mean, I think this 

conclusion should stand as it is. 

DR. BELSITO:  Paul?  Curt? 

DR. SNYDER:  I agree.  I agree.  I mean, 

it goes to the point of the statement in the 

present practices in use.  So we know that present 

practices and uses, there are uses in which it's 

suspect, so I have an issue with that.  Because 

I think it is a body of data that we have that's 

been presented, and we know about, so. 

DR. BELSITO:  Okay.  So then, what Paul 

is raising is actually an interesting perhaps 

solution to the fact that we have scientific data 

that would suggest that these could, under very 



stringent conditions, be safely used.  As to say 

that formaldehyde and methylene glycol under the 

current practices of use are unsafe for use in 

hair-smoothing products, the use of which 

involves application of high temperatures, which 

gets us off -- I mean, because, you know, what I'm 

grappling with is information that, yeah, I mean, 

you can truly safely use these products.  The 

problem is that they're not truly, safely used. 

DR. LIEBLER:  So that's interesting 

because the last time the other team suggested a 

logic that essentially offloaded the 

responsibility to the users and set aside the 

issue of what's really safe.  And I think the 

problem I had with that logic is that it avoided 

the fact that we know that these products would 

be commonly used under conditions where it 

wouldn't be safe and wouldn't be controllable, at 

least wouldn't be controllable under the present 

practices of use. 

So that's actually an interesting way 

to thread the needle here because we essentially 

are talking about the practices of use.  I mean, 

that creates the variability and the hazard. 



DR. SNYDER:  So, I mean, I do think in 

all the data sets, at least in my opinion, the 

exposure levels and the known toxicity and things, 

I think there is a level which you can be below.  

So I am conflicted.  This could be safely used, 

just in practice it's not.  So that's why kind of 

the focus is -- 

DR. LIEBLER:  So we can't make a blanket 

statement that's always unsafe. 

DR. BELSITO:  No.  

Formaldehyde/methylene glycol as currently 

used -- 

SPEAKER:  Purportedly used -- 

DR. ANDERSEN:  Well, in the present 

practices of use and concentration.  Keep our 

standard language. 

DR. BELSITO:  So formaldehyde and 

methylene glycol are unsafe in the current -- 

DR. ANDERSEN:  Present practices -- 

DR. BELSITO:  -- in the present 

practices and concentrations of use in 

hair-smoothing products, the use of which 

involves application of high temperatures. 

DR. LIEBLER:  I think we could just 



delete that last clause about the use of which 

involves application of high temperatures. 

DR. SNYDER:  I agree. 

SPEAKER:  Because they all do. 

DR. LIEBLER:  Because something in -- I 

mean, it's true and it's possible, but even a 10 

percent product without "high temperatures," 

then you have to decide what's high 

temperatures -- 

DR. SNYDER:  What's high temperatures? 

DR. LIEBLER:  Greater than 400 or less 

than 400? 

DR. SNYDER:  Centigrade or Fahrenheit. 

DR. LIEBLER:  Right, exactly.  

(Laughter) 

DR. BELSITO:  So formaldehyde and 

methylene glycol are unsafe for use in the present 

practices and concentrations -- unsafe for use in 

hair-smoothing products in the present 

practices. 

DR. ANDERSEN:  Well, we'll figure out 

a way to say it. 

DR. ANSELL:  You'll need to also 

bring -- to update the first part, formaldehyde 



and methylene glycol, to be consistent with 

whatever we end up writing in the form. 

MS. WEINTRAUB:  So I just want to -- so 

what's the practical consequence of tweaking the 

conclusion in this way? 

DR. ANDERSEN:  Well, I mean, 

the -- basically we're saying that they're unsafe, 

that the FDA -- I mean, at least our conclusion 

the FDA can go after products that contain 

formaldehyde or methylene glycol for 

hair- straightening purposes. 

But, I mean, I guess the problem I had from an 

intellectual standpoint is quite clearly we have data 

that shows they could be safely used, but they're not 

being safely used and we know that.  So how do you -- I 

mean, we could be severely criticized by everyone by 

saying that they are unsafe because under certain 

conditions they're not unsafe, but under many 

conditions they are.  And this is a situation where 

as opposed to methyl methacrylate, which has other 

uses other than for artificial nails and shouldn't 

be used for artificial nails, we said it shouldn't 

be used, but I can tell you it's used all over 

Chinatown, you know, as the etching agent for 



creation of nails because it can be purchased from 

other sources because it's a bone cement and it has 

other uses. 

These products have no other uses.  So, you know, if 

we were to allow them for professional use under 

stringent conditions, they're going to get out on the 

market, they're going to be sold on the Internet.  And 

this is one way we can prevent what we clearly know 

is going to be unsafe exposures, is simply by saying 

in the present practices they're unsafe. 

DR. ANSELL:  It also aligns the panel's 

position with both OSHA and FDA.  Linda will talk 

about FDA's position.  I mean, they iterate 

specifically why they're adulterated, why 

they're misbranded.  So, presumably one could 

redress those deficiencies.  OSHA clearly came 

through and said there's a lot of things you need 

to do.  And FDA has there, as well. 

DR. BELSITO:  And if they wanted to come 

in with a hair straightener that was, you 

know, .074 percent weight-weight formaldehyde, I 

guess we wouldn't have a problem with that, would 

we?  David. 

MR. STEINBERG:  I just want to say one 



thing, which is a fact that's happened.  Health 

Canada banned these products last December and 

the end result was these products went 

underground.  You can go into any major city or 

any foreign city, wherever there is a beauty salon, 

and there's a little sticker in the window that 

says Brazilian Blowout hair treatment, keratin 

treatment, whatever name you want to call it, 

inquire within. 

And I was there in February, I was 

teaching a course.  I went into one of these stores 

and I said, what about these hair straighteners?  

And they gave me a little card with a phone number.  

And I called the phone number and they gave me the 

address, and I Googled the address and it's 

someone's house.  So, it went underground, which 

is a much worse condition than what we have.  And 

I would really -- you know, I'm not taking a 

position one way or the other.  I just don't want 

to see it go underground. 

I also don't like -- there's the comment 

you can buy it on the Internet.  You can't do this 

yourself.  You need two people to do this 

treatment.  So you have to have someone else to 



do it with you.  And the other thing is, I can buy 

anything on the Internet.  You can buy Latisse 

without a prescription, which is a far more 

dangerous product to be self-used than some of 

these other things. 

So the idea that you can buy something 

on the Internet I don't think is a condition.  We 

need to deal and somehow address this so it 

doesn't go underground because that will be much 

worse as far as I'm concerned.  Just wanted to -- 

DR. LIEBLER:  I think the role of our 

panel is advisory on issues of safety. 

MS. WEINTRAUB:  And based on science. 

DR. LIEBLER:  Right.  And what David has 

said is sort of true, to some extent and -- but 

it doesn't really affect our judgment of what's 

safe.  You know?  Under practice -- present 

practice of use. 

I think that this discussion we've just 

had, particularly around the area of present 

practices of use, is really -- focuses us back on 

our role of assessing safety.  What the regulatory 

is, is up to the FDA and OSHA.  It's not our problem.  

We really have to address safety.  That's our 



role. 

And so, I actually really do like the 

idea of this revised conclusion that you've just 

written down, that they're unsafe under current 

practices or present practices of use. 

DR. GOLDEN:  I have a -- 

SPEAKER:  Would you move to the table 

please and introduce yourself? 

DR. GOLDEN:  Oh, sure.  Yeah, Bob Golden.  

Would that include, then, not emitting 

formaldehyde at above OSHA regulatory levels?  I 

mean, would that still be the controlling way of 

looking at practices now are not -- then -- but 

safe practices would be in compliance with those 

regulations?  I mean, there has to be a way of 

making a determination. 

MS. KATZ:  Actually, that's not for this 

panel to make that determination.  That's for the 

regulatory bodies to make that determination.  So, 

OSHA would need to make the determination for 

salon -- for the practice in a salon.  FDA would 

make the determination for the product that's 

being exposed to the consumer. 

So, that really isn't the panel's role.  



The panel's role is really to review the data and 

to say whether or not something could be safe, 

isn't safe, how it might be able to be safe, and 

that's really where the conclusion goes. 

But the regulatory part, I know it 

becomes integral as part of the discussion, but 

that portion should be taken out because the 

regulatory bodies have to deal with what is our 

mandate and our charges. 

DR. SNYDER:  And the beauty of it is all 

linked -- 

MS. KATZ:  That's right. 

DR. SNYDER:  It's all linked, and that's 

as it should be.  And so -- 

MS. KATZ:  It is. 

DR. SNYDER:  -- we're saying that in our 

data set, we see that this is unsafe when used.  

Now that precipitates further -- 

MS. KATZ:  That's right. 

DR. ANSELL:  And OSHA did issue a letter 

and did talk about the deficiencies they 

determined.  So, presumably -- 

DR. SNYDER:  Highlighting, I think, the 

system works. 



MS. KATZ:  Right.  And FDA issued a 

warning matter as well.  So that it 

basically -- the systems do work.  They may not 

work tremendously quickly, but the systems do 

work so that, again, all this discussion is really 

to address the issues as they pertain to the data 

that you're reviewing, not the regulatory 

aspects. 

MS. WEINTRAUB:  I just want to bring up 

one other issue that I had mentioned before and 

that is the huge gap between consumer 

understanding, stylist understanding, and the 

information being provided.  There's a huge need 

for accurate education here.  Stylists don't know 

the impact of what they're working with, 

consumers have no idea.  And I think -- you know, 

there's always an issue when you pass a law.  

There's going to be people who violate the law.  

That's, you know -- whatever law you're talking 

about, that's always an issue.  But where it's 

really the role of manufacturers and government 

and others as well -- including, you know, 

consumer groups and others -- is really, really 

closing the gap on the lack of accurate 



information out there.  Because consumers really 

don't realize what types of risks they're taking. 

DR. SNYDER:  To that point, I think 

there was discussion earlier about the fact that 

labeling things as formaldehyde free actually 

comes under your jurisdiction regarding 

mislabeling. 

MS. KATZ:  Right, it's misbranded.  If 

you look at the warning letter, the warning letter 

actually addresses two aspects:  It addresses the 

adulteration and the misbranding charges.  And 

the latter part, the misbranding, is because the 

product was not formaldehyde free of the products 

that were tested. 

MS. WEINTRAUB:  And I actually, I did 

a little research myself actually yesterday in a 

salon and the product has no ingredients on it at 

all. 

DR. BELSITO:  The salon product. 

MS. WEINTRAUB:  Yeah, the salon product, 

which I understand is not required, but it doesn't 

say anything at all, even about the safe -- it says 

just how to apply it and the process for blowing 

it and using the hair- straightening thing.  But 



it doesn't at all -- there's no information on the 

bottle itself about safe application, about 

ventilation, or ingredients at all, so. 

DR. SNYDER:  Could make (inaudible).  

Hopefully, it goes smoothly.  (Laughter) 

DR. LIEBLER:  I think we straightened 

it out. 

(Laughter) 

DR. ANDERSEN:  Don, I'm going to hazard 

a view that while we made a lot of changes to this 

conclusion, they're all changes that were 

contemplated based on data we asked for, et cetera, 

et cetera.  And this could and should be 

considered editorial. 

DR. BELSITO:  Okay, we'll see what 

happens.  I mean, I would agree.  I think that the 

last meeting we're all comfortable with 2 percent 

with a nail hardener.  We're all comfortable with 

unsafe in the -- as a hair straightener. 

The issue was with the consumer blog 

complaints that seemed to really center around 

one company's product.  And it doesn't really, at 

least the way I'm interpreting it, it doesn't 

really seem to be formaldehyde in that product 



because that company's product doesn't exceed the 

formaldehyde level of other company's products of 

which there have not been multiple consumer 

complaints. 

It may well be -- and my patients, as 

I pointed out, tested negative to formaldehyde, 

albeit 1 percent formaldehyde, not 2.  But they 

were still patch test negative, so. 

DR. SNYDER:  Maybe it's just editorial 

for clarification? 

DR. BELSITO:  Yeah, what I'm suggesting 

is I think we're done with formaldehyde because -- 

DR. ANSELL:  No, no.  We have a couple 

more comments, if we could? 

DR. BELSITO:  Can we make them brief?  

Or we will never finish the rest of the discussion 

for today based -- 

DR. ANSELL:  Yeah, I think. 

DR. BELSITO:  Okay. 

DR. ANSELL:  In the panel report, Panel 

Book 73, the panel inserts an opinion as to the 

regulatory status of these products.  We think it 

would perhaps, while we're delighted to hear that, 

perhaps it's not the best -- 



DR. ANDERSEN:  I had already X'd that 

out.  So, consider that done. 

DR. LIEBLER:  The last paragraph before 

the conclusion? 

DR. ANDERSEN:  Yeah. 

DR. ANSELL:  Right.  Well, the last 

sentence of it.  Yeah, yeah. 

DR. ANDERSEN:  Yeah, the whole 

paragraph. 

DR. ANSELL:  And there is some concern 

expressed as only one analytical method is really 

discussed that it gives the impression that that 

is the only analytical method which may be 

appropriately used, and we suggest that at least 

one other method be included.  And we've provided 

comments to the staff -- 

DR. BELSITO:  What page are you on? 

DR. ANSELL:  The whole analytical 

discussion.  It would be -- 

SPEAKER:  Page 59. 

DR. ANSELL:  You know, NMR might be used.  

We simply have provided a comment to the staff on 

the inclusion of one other relevant method to give 

the idea that a variety of methods are applicable. 



DR. BELSITO:  Right. 

DR. ANDERSEN:  There certainly are a 

variety of methods that may be used.  Since we're 

dealing with the formaldehyde/methylene glycol 

equilibrium, I think it's also okay to note that 

hydrazine or DMPH sericitization is a perfectly 

reasonable approach.  Nothing wrong with that. 

DR. GOLDEN:  Could I make one comment?  

Would it be appropriate to say something about 

heating?  Because that's the issue that's never 

come up before.  I mean, the methods can produce 

artificial results due to the heat, which don't 

come up in any other use of this. 

DR. ANSELL:  Well, I think we're trying 

to get away from, you know -- the more time we 

spend on the analytical, the more confusing the 

whole thing becomes.  We simply wanted to point 

out that this isn't the only method which is 

relevant. 

DR. LIEBLER:  So I think the language 

already in the report, last two paragraphs on 59, 

first paragraph on page 60, already discuss this, 

the three families of methods that -- essentially 

hydrazine derivatization method, which is the 



first paragraph; NMR methods, which is the second 

paragraph; and the third paragraph is the 

BSTFA- type derivatization approach that Dr. 

Golden referred to in his presentation this 

morning. 

I think the methods are there.  The 

focus of the discussion of the last paragraph on 

page 59 is about the -- about what the NMR-based 

measurements do and do not tell you.  And this is 

really a general issue with all these methods, is 

that there are several ways to determine how much 

total formaldehyde and methylene glycol are 

present in a sample.  That the way to do that, of 

course, is the most widely-used method, which is 

the hydrazine derivatization and you're simply 

measuring it all as formaldehyde.  But that 

doesn't tell you what the equilibrium 

distribution is. 

That in itself is not really the issue, 

as far as I'm concerned, with these products in 

their use in cosmetics.  The other methods are 

already referred to.  I don't see a need for a 

change. 

DR. ANSELL:  Well, I -- 



DR. LIEBLER:  Unless you -- 

DR. ANSELL:  Well, I don't want to drag 

this on, but I think the conclusion in this report 

is that NMR cannot be used, that it gives 

artificial results.  And NMR could be used, it's 

all the question they ask.  And that's the thing 

we struggle with all along. 

If you ask what is the free, 

instantaneous formaldehyde level, you come up 

with one thing.  If you -- what was tested you come 

up with something else.  The comments we received 

is that NMR could be used.  It could give accurate 

results.  If you ask -- the question lends itself 

to nuclear magnetic resonance.  And so we just 

wanted something in here which did not suggest 

that there was a limited number of methods.  All 

the methods are relevant.  It just depends on what 

question we've asked. 

DR. ANDERSEN:  I think we'll take a look 

at the discussion in particular and make sure that 

we didn't leave that impression. 

DR. LIEBLER:  So if anything, I think 

the tone of this is a reaction to the assertions 

that we've gotten in previous submissions from 



the personal-professional Keratin Smoothing 

Council, that you needed to just measure the 

formaldehyde component of a mixture and that that 

was the only really relevant measurement -- the 

only measurement that's relevant for the hazard.  

And that's clearly not true. 

In an attempt to push back against that, 

we may have created the impression that NMR is not 

useful at all.  NMR measurements will give you the 

equilibrium distributions.  That's of relatively 

little consequence when the product is actually 

used. 

DR. BELSITO:  Okay.  I really think 

we've -- I'm sorry, I think we need to cut this 

off.  I think the panel has reached its 

conclusions.  I think the rest is wordsmithing and 

the document -- it is now 11:45.  We've been 

through one ingredient.  We have a huge discussion 

to do with aerosolized ingredients.  We really do 

need to move on. 

Any further discussions on this -- I'm 

sorry, madam -- can be brought up at our meeting 

tomorrow, but we have an agenda to make. 

SPEAKER:  I simply wanted to say one 



sentence that reflected -- I was just looking at 

page 110 of the PCPC comments, one sentence that 

says that the method should be appropriate for the 

conditions, temperature, and pH for the product.  

And that would clarify the whole section. 

DR. BELSITO:  That sounds very good to 

me.  Again, I think that we can wordsmith this 

through, but we have conclusions that I think 

we've agreed on, which is a major point.  And we 

really need to move on to our other multiple 

ingredients. 

Priority list I guess was next.  Bart, 

do you want to -- can you summarize this quickly? 

DR. HELDRETH:  Sure.  Very similar to 

what we said at the last panel meeting.  The major 

change that you're seeing here is the last panel 

meeting we agreed to go forward with the standard 

alpha amino acids as a group that we're going to 

review, and that's already been started. 

What you're going to see in this 

priority list is three different groups that have 

a red asterisk, and those three different groups 

are going to be timed so that they come after amino 

acids is done.  Specifically, this is the 



amide-derived -- and here the lead ingredient is 

lauroyl lysine:  De-hydrolyzed proteins, which 

would be an amalgamation of amino acids and 

polypeptides and palmitoyl oligopeptides.  Again, 

it's going to be something that's based on an 

amino acid background, if not containing some 

individual amino acids.  Those are the primary 

ones that you have to talk about as far as making 

a final decision. 

Elsewhere in the priority document is 

really informational purposes, but we can discuss 

whatever you want. 

DR. BELSITO:  All right.  I would just 

like to add in looking at them, I think there are 

a couple of issues when we're doing these priority 

documents and looking at add-ons. 

First of all, for the botanicals I think 

before we can really look to add on or -- I don't 

know, at what point we're obviously going to need 

to know what we know about the composition of 

chamomile flowers versus chamomile leaf, and when 

we're trying to decide what to put in the report. 

And then for a lot of them -- also, I 

mean, the expected metabolites, which 



metabolites have we reviewed.  So it's quite clear 

as we're going down that -- you know, for instance, 

we've had some issues with arachidonates before, 

and we've gotten around that by saying the level 

of arachidonic acid is so low that it's not really 

going to be an issue.  But I think it would be nice 

to have spreadsheets as we look at the add-ons for 

these. 

Okay.  Lauroyl alcohol, butyl alcohol, 

(inaudible) all safe as used.  You know?  

Particularly if we've looked at something and 

found it insufficient.  You know, so we know where 

we're going. 

Any other comments on the priority 

lists? 

SPEAKER:  I like the color coding.   

DR. BELSITO:  Yeah.  It was very, very 

nice.  Okay. 

DR. ANSELL:  If I could make a comment? 

DR. BELSITO:  Sure. 

DR. ANSELL:  That there are -- the three 

ingredients that were just discussed, which 

appear on the priority list without an 

expectation or a date, becomes a little confusing 



in light of the revised procedures.  We would 

prefer that materials which have no date not 

appear in the priority list unless there's true 

expectation that they're actually going to be 

worked on in calendar '12.  Otherwise, we end up 

carrying things year on year and it -- perhaps by 

the time we get back to them, they may no longer 

be priority ingredients.  So, could we limit the 

actual priority list to those which are actually 

going to be worked on in 2012? 

DR. ANDERSEN:  Yes.  But these will be 

worked on because the amino acid literature 

review will be put out for comment.  And I think 

it was -- tomorrow was a date on it. 

And the strategy as the panel has mapped 

it out for dealing with amino acids, I think, will 

make that a fast-moving evaluation.  So, if we put 

it out for comment, deal with it in March, we can 

wrap it up in June.  And that can form the basis, 

then, for these three asterisk items to be issued 

as literature reviews in 2012. 

So, I think we -- by working early on 

amino acids, we guaranteed that there will 

actually be activity.  But Jay's point is still 



valid, that if there's something we just aren't 

going to get to, it's disingenuous to have it on 

the list.  But these we'll get to. 

DR. ANSELL:  We also -- so it's really 

clarification.  They're not really on hold.  It's 

really just the border nature -- 

DR. ANDERSEN:  They will follow the 

amino acid one, yeah. 

DR. ANSELL:  Okay.  And we'd also like 

to point out that we think the hydrolyzed wheat 

needs to be pulled out of hydrolyzed protein.  

You've got silk and soy, but the master list also 

has wheat. 

Page 16 of the Panel Book under the 

hydrolyzed wheat, it's soy and silk.  But we note 

on page 17 that hydrolyzed wheat is mentioned as 

being added to the hydrolyzed proteins group.  And 

we think there may be sufficient issues around 

wheat that it perhaps would best be addressed by 

itself.  So, we're not sure whether wheat is on 

the 12 list or not. 

DR. ANDERSEN:  Wheat is a re-review 

issue, isn't it? 

DR. HELDRETH:  If you looked at 



page -- CIR Panel Book page 27, it actually gives 

our expectation of everything that is grouped in 

with the hydrolyzed proteins.  So wheat is not the 

only addition there.  It's just not on the first 

page because when we went through our priority of 

numbering, wheat was something from before.  So 

all of them are grouped in here.  And absolutely 

we'll be happy to accept comments on whether you 

think this belongs as part of this hydrolyzed 

protein group. 

DR. ANSELL:  Okay. 

DR. HELDRETH:  But please let us know 

on all of these. 

DR. BELSITO:  Anything else on the 

priority list?  Okay.  So next on our list is 

ethylhexylglycerine, Green Book, AKA alkyl 

glyceryl ethers.  And I guess before we start this, 

the question is did we need to go to the 

respiratory boilerplate or -- because this has 

hairspray and other spray uses.  And if you look 

on page 12 of the Panel Book, or page 6 of this 

report, the last paragraph of acute oral toxicity 

we actually have a risk characterization for 

aerosolized for ethylhexylglycerine, and it 



seemed to be okay at 0.6 percent. 

So we could perhaps get around the 

respiratory discussion for this ingredient by 

saying safe as used in products that could be 

inhaled of levels of.6 percent or lower.  But if 

we want to go safe as used, I think then we need 

to probably first do a respiratory discussion.  So, 

I throw that out for comments from my teammates. 

Because other than the fact that it's 

a penetration enhancer, I didn't make much of the 

chymol alcohol effects on UV-induced tanning.  If 

anything, it was a sunscreen.  Big deal.  So, I 

mean, the rest of the uses, short of the 

aerosolized uses, are safe as used as far as I'm 

concerned.  But how do we deal with the aerosol?  

Limit it to.6?  Or have the aerosol boilerplate 

discussion now? 

DR. SNYDER:  I anticipate that the 

aerosol boilerplate discussion is probably going 

to reside somewhere along the lines of it's going 

to be the total data site.  And what kind of things 

do we need to make us comfortable for safety?  And 

I think this type of information is stuff that 

certainly makes me feel comfortable without 



having inhalation data or other specific data.  We 

should have some information regarding the 

potential effects -- the potential for 

inhalation. 

DR. KLAASSEN:  The whole topic of 

ventilation is, I think, definitely chemical by 

chemical.  You know, the one issue is, is there 

going to be significant more chemical getting 

into the systemic circulation if there's also 

inhalation?  So that's one question. 

The other question, is it likely that 

this chemical has both respiratory 

toxicity -- that is, does it produce toxicity to 

the lung and respiratory tract?  And so I think, 

you know, for each chemical as we go through the 

books we need to kind of look at these two things. 

And so it's really not anything all that 

different or unique.  I think as far as the 

increase in the amount -- well, in the amount of 

the chemical that's going to be absorbed is 

probably going to be relatively small if we're 

talking about 1 to 5 percent at maximum getting 

down to the alveoli to be absorbed.  I think a more 

significant question is how many of these 



chemicals are probably toxic to the respiratory 

system?  And we have, you know, from the other 

routes of administration we can get a clue to the 

overall toxicity. 

And we got to just look at each chemical 

one by one by one, and I don't think we can make 

any general statement that's -- like we thought 

we could do before. 

DR. LIEBLER:  So I completely agree with 

everything you just said, Curt.  I think you laid 

out the right issues to consider. 

The overall toxicology by multiple 

doses, are there red flags that would make us 

worry about toxicity?  I do think the extra 

absorption by respiratory route is probably going 

to be minimal, except in perhaps certain unique 

cases.  And then the question is, as a respiratory 

toxicity specifically or reason to suspect that, 

or any evidence in the animal data or non-human 

data.  And if we don't have something like that 

to go on and we have a reason to have a concern 

or red flag, then I think we can flag it for 

insufficient. 

In this case where we have this risk 



characterization, I don't know if that's the same 

thing as a risk assessment.  But it would suggest 

to me that at least up to.6 percent we're okay with 

this one. 

DR. BELSITO:  So, do we limit it to.6 

percent?  Or, I mean, if you go to the tables -- so 

we have in an underarm deodorant, which we just 

learned if it were a spray could have even smaller 

respirable particles, it's up to 2 percent into 

the inhalation sprays, which I assume represents 

that underarm deodorant, 2 percent. 

DR. LIEBLER:  Right. 

DR. BELSITO:  So if we say safe as used, 

we're saying it's safe as used up to 2 percent in 

a hairspray, and then we have that data. 

And the other thing with that data is, 

all they have is -- are an acute inhalation 

toxicity.  And so I don't really understand  how 

they did that risk characterization. 

MR. JOHNSON:  Dr. Belsito, also I'd like 

to call the team's attention to CIR Panel Book 

page 65, whereby there is a request to delete that 

risk characterization from the report.  The last 

page of the -- yeah. 



DR. BELSITO:  So, they -- we're being 

asked to risk characterization as an acute 

mortality study should never be considered 

sufficient to assess repeated consumer exposures.  

That was my point.  I don't understand how they 

calculated risk assessment from an acute 

exposure. 

In which case, we have really no -- I 

guess, you know, my point is that someone please 

tell me that they are absolutely comfortable 

making these assessments on respiratory effects 

on drugs that I have no understanding of.  You know?  

I mean, this is not my area of expertise and my 

name is on these reports.  And I'm very 

uncomfortable signing off on things that we now 

know can reach the alveoli, and will probably 

be -- 95 percent will be cleared and however many 

minutes we're shown today, but they get down there.  

And we have no data on what happens when they get 

down there, you know.  So if we don't have that 

expertise, then we need the data.  If we do, you 

know -- and I don't know what you guys do, you 

know? 

DR. LIEBLER:  We have no data.  In this 



case we really have -- the only data we have 

are -- looks like a relatively high exposure to 

ethylhexylglycerine, which is report page 6, 

Panel Book page 12.  And then below it is the short 

paragraph that refers to the risk 

characterization.  Other than that, we really 

have no data. 

DR. BELSITO:  I mean, you guys know I'm 

a dermatologist.  You know, if it's metal toxicity, 

you know, I know -- Curt knows everything in the 

world about metal toxicity.  I'm not sure what his 

knowledge is on lung toxicity of every chemical 

that we're going to be seeing.  So in the absence 

of -- you know, that's what makes me uncomfortable 

after hearing this data this morning. 

DR. LIEBLER:  As toxicologists, I think 

probably I could speak for Curt as well, we are 

familiar with certain classes of chemicals that 

have a tendency to produce lung toxicity.  This 

is -- does not appear to be one of them.  It doesn't 

ring a bell with me in that respect.  That's not 

to say that we have data. 

DR. BELSITO:  No, but you have 

knowledge. 



DR. LIEBLER:  Yeah. 

DR. BELSITO:  That's what I'm asking.  

I'm asking that, you know, up until now, you know, 

you -- as you feel out your panel members you get 

to know what their expertise is.  I've never had 

to feel you out for your expertise in respiratory 

issues because it was always sort of a non- issue 

because we assumed they weren't respirable. 

So, I'm just saying, you know, relying 

on you guys because I'm a blithering idiot when 

it comes to respiratory toxicities. 

DR. ANSELL:  Let me note that it's not 

clear that that underarm deodorant is actually an 

aerosol. 

DR. BELSITO:  No, it's not clear. 

DR. ANSELL:  Yeah.  And that's one of 

the problems we have with some of the new reports. 

But look at the doses in those acute 

studies.  I mean, they were taken up to nuisance 

dust levels.  I mean, they're whopping grade doses.  

So, you know, while a risk assessment based on a 

single study is not relevant, I mean, we should 

get some sense of the difference between the 

potential exposure.6 or at, you know, a fraction 



of a percent which may be respirable, and doses 

which were artificially designed to be wholly 

respirable at concentrations up to 5 milligrams 

per liter.  Not micrograms, but milligrams. 

DR. LIEBLER:  Right.  So, I would say 

these data aren't relevant to our consideration. 

DR. ANSELL:  Right.  And all they 

should -- 

DR. LIEBLER:  That's why I say we have 

no data. 

DR. ANSELL:  Well, all we saw was 

irritation. 

DR. LIEBLER:  Right. 

DR. ANSELL:  At these enormously high 

levels.  So, you know, they weren't full clinical 

workups, but acute data, acute studies don't 

really get to that.  And in terms of its -- well, 

the -- I think the acute irritation which was 

observed can be linked to the concentrations and 

there was no other systemic toxicity seen in any 

of the oral studies where there was systemic 

exposure.  So while there isn't a full workup, I 

think when you -- you know, we can address many 

of Curt's key points. 



DR. SNYDER:  From my perspective, I mean, 

I looked at the total data set.  I mean, if it's 

a relatively low toxicity, both oral and other 

route and the total data set, I don't even get a 

certain comfort level of whether or not I can 

suspect there will be any -- certainly inhalation 

and systemic exposure or effects.  But the bigger 

issue becomes regarding whether it be localized 

inhalation.  But again, as Dan already stated, 

that there are only a handful of chemicals that 

are known to have direct localized effects on the 

respiratory system. 

And so knowing that knowledge we have, 

and if we're suspicious or suspect, I think we 

would then raise a flag or raise an issue.  So I 

think that, you know, this is why we take 

that -- so I have a certain comfort level based 

on the systemic toxicity and what's happening.  

And, you know, I think that for whatever reason, 

the particle sizes indicated now shouldn't be the 

driving factor in determining exclusively 

toxicity, but it is a factor -- one of the factors.  

And so if we do have particle size data and we do 

have concentration of use data in formulations, 



I think we take the total body set of data together 

to reach a reasonable conclusion. 

DR. LIEBLER:  Well said.  I agree with 

that completely.  And for that reason, I was safe 

as used on these. 

DR. BELSITO:  Okay. 

DR. KLAASSEN:  I would, too. 

DR. BELSITO:  Good, okay.  So, safe as 

used.  One comment, Wilbur.  Page 13 under Batyl 

Alcohol, you say Nikkol batyl alcohol.  Is that 

a trade name or what is Nikkol batyl alcohol? 

MR. JOHNSON:  I assume that it is -- that 

was the identity of the chemical tested in the 

study provided, so. 

DR. BELSITO:  So that's a trade name, 

Nikkol.  Or -- it's not indicated as a trade name.  

Page 19 in the Panel Book under batyl or 

batyl -- however you pronounce it -- alcohol, it 

says Nikkol. 

DR. ANSELL:  Carol suggested that be 

struck in her comments. 

DR. BELSITO:  So just batyl alcohol. 

DR. ANSELL:  We can just go on.  That 

was one of her specific comments to staff. 



DR. ANDERSEN:  It's just -- it's tough 

to deal with a report that says something that 

specific and then to take it on ourselves to 

delete the word.  We don't know what it means any 

more than anybody else does. 

DR. BELSITO:  Okay.  

DR. SNYDER:  So be it. 

DR. BELSITO:  Well, we have several 

minutes after 1:00.  We've now done two 

ingredients -- 

SPEAKER:  After 12. 

DR. BELSITO:  -- and we have all of these 

left to do.  Does everyone need a full hour for 

lunch? 

SPEAKER:  No. 

DR. BELSITO:  Or can we shorten lunch? 

SPEAKER:  Shorten it for me. 

DR. BELSITO:  Pardon?  Linda, since you 

don't have lunch pre-served like we do, is a 

half-hour good for you, 45 minutes?  So we can do 

it 45? 

SPEAKER:  Sure.  12:45?  12:30? 

DR. BELSITO:  12:45.  Okay.  12:45, 

we'll be back, we'll start. 



(Recess) 

DR. BELSITO:  Okay, I see Curt peeking 

in so. 

DR. KLAASSEN:  Is this the right room? 

DR. BELSITO:  Yeah. 

DR. KLAASSEN:  It was so quiet in here 

I thought it must be the wrong room. 

DR. BELSITO:  Okay, so the next is 

benzyl alcohol benzoic acid, the salts and esters.  

We did a safe in the present practices of use and 

concentration conclusion.  Whole bunch of 

technical comments have been added.  There was a 

suggestion that an -- that we somewhat modify our 

usual shortened abstract for these ingredients 

where the conclusion is essentially safe as used 

by adding specific information, the use levels 

are below the levels that may result in dermal 

irritation or sensitization.  I really don't 

think we need to do that.  I mean, it's in the 

report again, and I wasn't sure the -- why that 

was suggested.  Alan, can you comment on that? 

DR. ANDERSEN:  My understanding is that 

irritation is one of the questions that 

frequently pops up, and if it is boldly stated in 



the abstract that this is a nonissue, then 

everybody is better served.  That's what I think 

is going on. 

I'm not a huge fan of absurdly short 

abstracts anyway.  It takes away one of our 

opportunities for creative writing, but that said, 

the panel has the pattern of short and I'm not sure 

there's a -- that's an adequate reason for 

changing it.  But I understand the idea, it's to 

get information into the abstract that would be 

particularly useful. 

DR. LIEBLER:  I personally didn't think 

the change was necessary as long as it's in the 

discussion. 

DR. BELSITO:  Paul? 

DR. SNYDER:  I concur. 

DR. KLAASSEN:  I agree. 

DR. BELSITO:  Okay, so we're okay with 

the abstract.  I guess the one thing that the 

council had suggested in terms of changes to page 

one, is it clear to everyone in reading this 

report that there was additional data from the 

2001 report that was not included here?  Or do we 

need to say something that -- to the effect that 



there was data in that 2001 report that was not 

re-included here specifically because the issue 

that we're looking at at this time primarily 

focused on respiratory and not all of the other 

issues that we looked at in 2001?  And I sort of 

agreed with that.  You know, if someone 

were -- because previously -- I guess there are 

lots of summaries throughout the report from the 

2001, but do we have to hammer that home in the 

introduction that those have been summarized? 

And, in fact, since I honestly, with all 

the volume, didn't go back and completely read the 

2001 report, are there any data in the 2001 report 

that aren't summarized before these headings? 

DR. ANDERSEN:  I think you got it all. 

MR. JOHNSON:  Yeah, I think so. 

DR. ANDERSEN:  But pointing out to the 

reader, again, since our whole goal is to 

communicate, putting a point of emphasis in the 

introduction that there was a 2001 report that 

addressed most of the toxicologic issues except 

for inhalation, and now we're focusing on 

inhalation, that seems like a perfectly good 

message to send.  It's only a sentence, so. 



DR. ANSELL:  Yeah, I think what we were 

trying to capture here was not that studies have 

been missed, but that if you want the details of 

the studies, that a more extensive discussion -- 

DR. ANDERSEN:  Go back. 

DR. ANSELL:  -- can be found in the 2001 

report.  I think it's really the detail part that 

we thought should be added. 

DR. LIEBLER:  So, you propose to add a 

sentence to the second paragraph of the 

introduction?  Is that what you were thinking, 

Don? 

DR. BELSITO:  Well, that's what was 

recommended by the council.  You know, something 

to the effect that concentrations up to 5 

percent -- 

DR. LIEBLER:  Yeah, right there -- 

DR. BELSITO:  -- benzyl alcohol was safe 

for use in hair dyes in concentration up to 10 

percent.  Full details of all these studies can 

be found in the original report.  The available 

data at that time were insufficient, however, to 

support -- 

DR. LIEBLER:  Yeah. 



DR. ANDERSEN:  It makes the transition. 

DR. LIEBLER:  Sure. 

MR. JOHNSON:  Will you read that again, 

Dr. Belsito? 

DR. BELSITO:  Well, in the second 

paragraph, Wilber, after we say benzyl alcohol 

was safe for use in hair dyes at concentrations 

up to 10 percent, something to the effect, full 

details on these studies can be found in the 

original report.  Full details on these studies, 

which are briefly summarized in this report, can 

be found in the original report. 

MR. JOHNSON:  Okay, thank you. 

DR. BELSITO:  And then the available 

data were insufficient inhalation and then the 

fact that we're provided with that.  The other, 

I guess, comment that the PCPC made, or their 

scientific committee made, was that page 19 in the 

toxicokinetic section, whether we should just 

point out that the ingredients are metabolized 

and excreted by a common pathway, so the data on 

benzyl alcohol is directly relevant to benzoic 

acid and its salts, should that be more clearly 

pointed out in the toxicologic section, which 



is -- or is that something that would be more 

pertinent to put in the discussion? 

DR. LIEBLER:  I think it perhaps would 

be better in the discussion because you're 

talking about putting it at the top of page, Panel 

Book 19?  On benzyl alcohol and benzyl -- 

DR. BELSITO:  No, under Toxicologic 

Studies -- 

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

DR. BELSITO:  -- is where the council 

had suggested that be put.  I think it is an 

important little piece of information to my 

thinking about it was better put in the discussion 

why -- 

DR. LIEBLER:  Yeah, I agree with that. 

DR. BELSITO:  Right, in the first 

paragraph of the discussion it says, "The expert 

panel noted gaps in available safety data for some 

of the ingredients in the safety assessment.  The 

available data on many ingredients is sufficient, 

however.  In similarities between structures, 

structure activity, relationships, and metabolic 

byproducts" -- or some -- 

DR. LIEBLER:  And metabolism. 



DR. BELSITO:  And metabolism.  So, just 

insert the word "and metabolism" there. 

"Suggest that the available data can be 

extrapolated to support the safety of the entire 

group."  People happy with that little editorial 

change? 

DR. LIEBLER:  Yes. 

DR. BELSITO:  Okay.  I guess the only 

other trivial comment, and I guess it's real, 

again, I didn't have time to look at the cosmetic 

dictionary, but do we actually -- in the 

dictionary do they report cosmetic ingredients as 

functioning as pesticides? 

They do? 

DR. ANSELL:  It seemed inappropriate on 

the surface. 

DR. BELSITO:  It seemed very 

inappropriate and I questioned it before and it 

didn't get changed, but it came up on a couple of 

other reports, so I'm now assuming that the 

dictionary does list ingredients as pesticides. 

DR. KLAASSEN:  So, maybe we can use 

these for the bedbugs. 

DR. LIEBLER:  Or maybe you could just 



give this as a gift to somebody who's bothering 

you. 

DR. SNYDER:  Don, on page 11, Panel Book 

24, under the irritants and sensitization, it 

says it was classified -- benzyl benzoate was 

classified as a non- sensitizer at 5 percent and 

a weak sensitizer at 1 percent.  Is that supposed 

to be.5 percent -- 

DR. BELSITO:  I -- yeah, I put a question 

mark on that.  That's Panel Book page 24.  Is it 

not 10 percent?  As I look at the data, the weak 

sensitization was at 10 percent. 

MR. JOHNSON:  Okay. 

DR. ANDERSEN:  Yeah. 

DR. BELSITO:  The conclusion is written, 

the discussion is written.  Everyone okay with 

that?  Okay, so nothing more?  So we're going to 

go safe as used. 

Alkyl PEG sulfosuccinates.  Okay, this 

is one where I had great difficulties clarifying 

whether the concentrations we were given were 

active ingredient in product, were the trade 

ingredient in product, what the actual 

concentration of the active in the trade was from 



substance to substance.  I mean, overall, I 

thought they were safe as used.  Obviously, we 

have some dioxin impurities, but now we also have 

the aerosol issue, so is this one of these groups 

of chemicals where there are no red flags about 

the small amount that might get down into the 

alveoli? 

Then when we do that, please note that 

we need to change our respiratory boilerplate in 

the cosmetic use section and in the discussion 

sections of all these reports. 

From a skin perspective, I think if you 

were just to use the word "when formulated not to 

be irritating" it would still be nice to know 

whether it was active ingredient or trade name 

concentrations and the concentrations of use were 

given. 

DR. ANDERSEN:  Don, what -- I'm looking 

at Panel Book page 87, which is the concentration 

of use data that the council got from its survey, 

and I'm not sure I quite understand why this one 

has an active versus trade name component.  Looks 

to me like the data that Carol got for all 

ingredient use concentrations. 



DR. BELSITO:  But where does it say that?  

Because, for instance, on page 5 under Ocular 

Irritation, disodium laureth sulfosuccinate, 

"The ocular irritation potential of diluted 

disodium laureth sulfosuccinate, 25 percent 

active matter in a trade material," and you saw 

that appearing throughout the report.  It 

suggested to me that many of these trade materials, 

if not all of them, are not 100 percent, they're -- 

DR. ANDERSEN:  No question, but the 

question, I think, and Jay can confirm this, but 

what Carol asks of suppliers is for what 

concentration of the ingredient.  Clearly, some 

testing was done on diluted material, which 

wasn't 100 percent to start with. 

DR. BELSITO:  Okay, then -- 

DR. ANDERSEN:  But I don't -- 

DR. BELSITO:  -- could I -- 

DR. ANDERSEN:  There's none of Carol's 

asterisks that say some of these were active, some 

of these weren't active, and she -- at least in 

my experience, she always flags it if there is a 

question about it being active. 

DR. BELSITO:  Then could -- when we do, 



when we say concentration of use and chemicals are 

typically supplied as not 100 percent, put an 

asterisk after it and say the concentration of use 

reported is for the active ingredient?  So it's 

clear?  Because it's -- we've had this confusion 

before, Alan -- 

DR. ANDERSEN:  Yup, yup. 

DR. BELSITO:  -- many times. 

DR. ANDERSEN:  We have. 

DR. BELSITO:  And, therefore, when I 

start seeing reports where it's clear that many 

of these -- 

DR. ANDERSEN:  Somebody's tested it 

that way, you can be sure it's supplied that way. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  Yeah. 

DR. LIEBLER:  Sounds like these are 

supplied in aqueous mixtures -- 

DR. BELSITO:  Yes. 

DR. LIEBLER:  -- so that the remainder 

is usually water, mostly water. 

DR. BELSITO:  I'm not concerned about 

the impurities. 

DR. LIEBLER:  Right. 



DR. BELSITO:  I mean, I'm just concerned 

about, you know, we have testing at one level and 

then we have reports at other levels and I 

just -- and, again, I'm not concerned about this 

material and, you know, I'm comfortable if the 

respiratory people are telling me that they see 

no red flags with inhalation, because there are 

inhaled uses that we could go safe as used or if 

there was any concern at all about what the use 

concentrations actually reflect, we could say, 

"safe as used when formulated not to be 

irritating," as we've done before because 

irritation, at least from the dermal aspect, is 

going to be the primary issue. 

And then we'd need in the discussion the 

dioxin impurities, obviously.  And here's where 

we need to discuss how we do the respiratory 

boilerplate because what we have here is not what 

we learned this morning. 

DR. LIEBLER:  So, on Panel Book page 73, 

there's a memo from John Bailey talking about the 

lauryl sulfosuccinate, the disodium lauryl 

sulfosuccinate, and that a supplier had requested 

that that be included in the report.  Is that 



request still on the table? 

DR. BELSITO:  Well, is Bart here? 

DR. ANDERSEN:  Not as far as CIR is 

concerned.  If you think that that's a different 

chemical grouping -- 

DR. LIEBLER:  I see.  Okay.  I didn't 

know if we -- if I needed to respond to that. 

DR. BELSITO:  Yes.  Could you respond?  

Bart felt that it should not be included.  He's 

not here to defend himself. 

DR. LIEBLER:  Actually, I thought that 

it could be included.  Essentially instead of the 

laureths of these poly ethoxy chains, this would 

be an alkyl chain and then there were, I 

think -- one, two, three, four, five, six other 

possible ingredients mentioned in John's memo 

that would also fit that description.  I thought 

that those would be chemically analogous enough 

to include.  I'd like to hear what Bart thought 

about that, but I didn't have a problem with that. 

I could also be receptive to a 

discussion that would say that these belong in a 

separate category. 

DR. ANDERSEN:  I think the -- Bart's 



argument is that these are methoxylate. 

DR. LIEBLER:  So, they're just a little 

less hydrophobic? 

DR. ANDERSEN:  Yeah. 

DR. LIEBLER:  Yeah, okay, so -- yeah. 

DR. ANDERSEN:  Creating the family 

around the idea of the ethoxylated group was the 

strategy and if you open the door a little bit, 

Bart was concerned that you'd destroy the 

fundamental premise of what holds this group 

together.  And I don't think he was sure that the 

door being opened would just allow those extra six.  

We'd have to go back -- he was concerned about 

going back to the drawing board to, oh, what else 

could we or should we put in if we open it up, but 

fundamentally, it's -- ethoxylated was the family 

concept and let's leave it at that. 

DR. LIEBLER:  Okay, and we -- I'm fine 

with that.  I'd just point out that we do, I think, 

have some chain type mixing with other ingredient 

families where we do have some, you know, 

these -- these short PEGs type along with some 

longer chain alkyls and I don't think we have to 

always necessarily handle it in exactly the same 



way.  So, I'm fine with leaving them out. 

DR. ANSELL:  Well, in which case we 

would question the trisodium sulfosuccinate. 

DR. LIEBLER:  Yeah, I had a question 

about that because that one's the oddball then and 

that just doesn't have an alkyl, that doesn't have 

a substituent chain at all. 

DR. ANSELL:  Yeah. 

DR. ANDERSEN:  It's not unreasonable. 

DR. LIEBLER:  You know, its absorption 

distribution would be different, probably.  In 

fact its use may be different.  I had flagged that 

also, too. 

DR. BELSITO:  So, we're not adding the 

disodium lauryl sulfosuccinate. 

DR. LIEBLER:  Right. 

DR. BELSITO:  And we're deleting or 

recommending that the -- 

DR. LIEBLER:  The trisodium 

sulfosuccinate be deleted. 

DR. BELSITO:  -- trisodium 

sulfosuccinate be deleted. 

DR. LIEBLER:  Correct. 

DR. BELSITO:  And is everyone 



comfortable going forward with a safe as used 

concentration or safe as used when formulated not 

to be irritating? 

DR. SNYDER:  Yes. 

DR. BELSITO:  Which?  Wilbur? 

MR. JOHNSON:  May I ask one question?  

I know on CIR Panel Book page 15, the use of data 

from other CIR safety assessments to support the 

safety of ingredients in this current report is 

mentioned.  And should that section just be 

deleted or should in fact additional data be 

considered? 

DR. BELSITO:  I think that -- 

DR. ANDERSEN:  All the ones referenced 

in that section are also ethoxylated. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  So, to the extent that 

that fits it's still in that family grouping.  

It's not lauryl.  We didn't add the other group 

to that even though we have done the lauryl 

versions.  We didn't mention it again. 

DR. SNYDER:  So, are you saying it 

should -- should it be located there or should it 

be moved to the intro where we talk about the alkyl 



PEG ethers also that are being incorporated?  And 

that would be consistent with what we did in the 

last report when talking about those under the 

intro.  Is that what you're asking?  Or their 

inclusion of that data? 

MR. JOHNSON:  Inclusion of the data. 

DR. BELSITO:  Well, it runs the risk 

from a journal standpoint of, you know, 

introducing data that's already been published, 

I think.  I don't know where you can place this, 

but I think you can just simply make a statement 

that based on chemical similarities the data on 

other chemicals other than the laureths from the 

alkyl PEG ethyl safety assessment and data on 

sodium lauryl sulfate diethyl, dah, dah, dah, 

from prior safety assessments -- and just 

reference those safety assessments -- were 

considered by the panel.  Without summarizing and 

if anyone wants to know what was considered by the 

panel, they have those references and they can go 

back and look at them.  Does that make sense?  

Because they're not even the ingredients we're 

looking at and they're not metabolites of the 

ingredients we're looking at. 



So I find it hard to, journalistically, 

from an editorial standpoint, having them listed 

here because they don't -- they form a basis for 

our decision-making, but only very loosely, not 

in the sense that they're going to be metabolized 

to these ingredients, so here's a synopsis of what 

we found for these ingredients before. 

So, I wouldn't put any details in the 

study, I would just simply reference people back 

to the fact that we've looked at similar chemicals 

before and that helped us in our decision-making. 

MR. JOHNSON:  Should the conclusions be 

stated -- 

DR. BELSITO:  No.  Just reference back 

to the fact -- you know, you could say that, you 

know, panel has previously reviewed and found to 

be -- I don't remember if there are any 

modifications.  I wouldn't even say the 

conclusions, just that, you know, we previously 

reviewed them and we consider those data given the 

similarities, something to that effect. 

DR. SNYDER:  But I think we maybe should 

move it to the intro. 

DR. BELSITO:  Yes, move it to the intro, 



not there. 

DR. KLAASSEN:  So, just a very small 

point on this Panel Book page 15, the fifth line 

where we say that this conclusion was issued 

earlier this year, it depends when all of these 

were published.  We maybe should use "recently" 

because it might not -- 

MR. JOHNSON:  When -- 

DR. KLAASSEN:  This is Panel Book page 

15.  Fifth line here.  Instead of saying "earlier 

this year" because it might not be in the same year 

when this gets published. 

MR. JOHNSON:  Instead of saying -- what 

is the substitution? 

SPEAKER:  Recently. 

DR. KLAASSEN:  Recently. 

MR. JOHNSON:  Okay. 

DR. KLAASSEN:  Recently published. 

DR. BELSITO:  Page 15? 

DR. KLAASSEN:  Yeah, that's a pretty 

small point. 

DR. BELSITO:  I don't see -- on the fifth 

line I've got -- 

DR. KLAASSEN:  Under "Data from other 



CIR safety assessments." 

DR. BELSITO:  Oh, oh, okay.  Was issued 

earlier? 

DR. SNYDER:  Was recently published or 

recently -- 

MR. JOHNSON:  One more question, Dr. 

Belsito.  You said that dioxane impurities need 

to be mentioned in the discussion.  What 

specifically should be said about dioxane 

impurities? 

DR. BELSITO:  I am not the dioxane 

boilerplate person.  Kurt?  Paul?  Dan?  

What's -- how do we usually state it? 

SPEAKER:  Dioxane?  

DR. ANSELL:  Don't we have a methoxylate 

boilerplate for residual dioxane? 

DR. ANDERSEN:  Yes, the panel's 

boilerplate is something to the effect that 

industry should use currently available 

techniques to eliminate dioxin from the -- 

DR. LIEBLER:  Dioxane. 

DR. ANDERSEN:  -- dioxane from the 

ingredient.  

DR. BELSITO:  Right.  Yeah. 



DR. KLAASSEN:  Dioxane is a solvent that 

is a very weak carcinogen whereas dioxin, as we 

all know, is -- everybody's scared about this. 

DR. ANDERSEN:  It's famous. 

DR. KLAASSEN:  It's famous.  Probably 

shouldn't be, but it is.  

MR. JOHNSON:  Methylene oxide is 

mentioned as an impurity as well, so I know you 

can memorize (inaudible). 

DR. LIEBLER:  Yeah, that's how you get 

dioxane (inaudible) chemistry. 

DR. ANDERSEN:  If you adequately outgas 

your stuff. 

MR. JOHNSON:  So, don't mention 

methylene oxide, just the (inaudible). 

DR. LIEBLER:  Well, I think the 

boilerplate catches both.  So, to get back to your 

first question, I guess I'm safe as used when 

formulated to be nonirritating. 

SPEAKER:  Sure. 

DR. BELSITO:  Okay.  The data from the 

other CIR safety assessments, that's going to be 

moved into the introduction.  The data will not 

be introduced, the readers will just be referred 



back to those references.  The boilerplate on 

dioxanes, I have a few little tweaks to some of 

the language and abbreviations and otherwise 

nothing major.  Anyone else anything major here 

that Wilber can't pick up going through the 

document?  Okay. 

MR. JOHNSON:  Well, nothing else from 

the discussion.  No other (inaudible) related to 

impurities. 

DR. BELSITO:  Impurities, the potential 

for irritation, therefore, formulated to be 

nonirritating.  I had no other issues with this.  

Is there anyone else? 

DR. ANDERSEN:  Yeah, I think one of the 

things that -- 

DR. BELSITO:  Oh, aerosol, we haven't 

done the aerosols. 

DR. ANDERSEN:  My issue was back to 

those things that in looking through this you 

determined were non- issues.  Sometimes it's 

important to identify that repeated dose toxicity 

is a non-issue for these compounds.  There's no 

evidence suggesting a concern about repeated dose 

toxicity. 



What I've been doing is to go ahead at 

this state and I would add a sentence to the 

discussion to that effect.  And you guys would 

look at it at the next go- around. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  So, sometimes the 

absence of a concern also needs to be captured.  

The primary focus here was the irritation 

question, no debate. 

DR. BELSITO:  Okay, so what are we doing 

with respiratory here?  Right now -- 

DR. ANDERSEN:  Do we actually know that 

it's used in aerosols? 

DR. KLAASSEN:  I don't think so. 

DR. LIEBLER:  Two percent in incidental 

inhalation sprays, table 3.  That's for 

both -- well, trisodium succinate just went away, 

but trisodium laureth sulfosuccinate -- 

DR. BELSITO:  Is used in hair color 

sprays. 

DR. LIEBLER:  Yeah.  Yeah. 

DR. BELSITO:  And effects on the lungs 

that may be induced by aerosolized 

products -- this is page 9 of the Panel Book, page 



3 of the actual report -- and we go on to particle 

diameters which we learned today are not true.  So, 

we need to change that.  So, the third paragraph 

on Panel Book page 9 is the issue.  Then, since 

we don't have the discussion, it'll need to be 

carried out into the discussion as well.  So, here 

I shut up and let you people decide how to handle 

that. 

DR. LIEBLER:  This gets to my question 

after the presentations this morning about how 

variable are the distribution of particle sizes, 

and it sounds like there's some variability but 

what I was trying to get at is, will it be 

consistently true that 5 percent or less of the 

particles are under 10 microns? 

DR. ANDERSEN:  Yes. 

DR. LIEBLER:  If that's consistently 

true, then we don't need to completely change our 

approach to this, but we need to recalibrate our 

statement because essentially what we're saying 

is, in practice, aerosols should have at least 99 

percent of their particle diameters of a 10:110 

micron range. 

So, the reality is, aerosols have 



approximately percent of their particle 

diameters in the -- or, yeah, percent, in that 

range, instead of 99 percent. 

DR. ANDERSEN:  And the word "should" is 

almost misleading there.  It sounds like we're 

instructing that that's to be the case when, in 

fact, what we're trying to say is there data that 

say -- 

DR. LIEBLER:  So, you could -- 

DR. ANDERSEN:  -- 95 percent? 

DR. LIEBLER:  -- delete "should" and 

practice aerosols have at least -- and that's why 

I asked about what we could cite. 

DR. KLAASSEN:  Yeah, and we could 

say -- well, according -- well, (inaudible) said 

from her experience, and she said -- 

DR. ANDERSEN:  Two to 3 is normal, never 

over 5 percent, in her experience, was what we had 

today. 

DR. KLAASSEN:  But she said she didn't 

have a manuscript that she could cite. 

DR. LIEBLER:  Right.  Yeah. 

DR. SNYDER:  But she said the pump spray 

is less than 1 percent, for aerosol sprays 1 to 



2 percent. 

DR. KLAASSEN:  Yeah, but it could go up, 

maybe as high as 5, she said, once.  That was the 

worst number she gave. 

DR. SNYDER:  Was for hairspray, then she 

qualified it. 

DR. BOYER:  And I think -- that's 

specific for hairspray, and there is some -- 

DR. BELSITO:  No, it was underarm 

deodorant sprays -- 

DR. BOYER:  Deodorants -- 

DR. BELSITO:  -- were the ones that were 

more likely to have the smaller -- 

DR. BOYER:  -- the smaller particles, 

right. 

DR. BELSITO:  Right. 

DR. KLAASSEN:  Why is that? 

DR. BOYER:  Well, actually we've got a 

document that describes the modeling approach, 

the mathematic modeling approach that our speaker 

this morning was talking about, and the Germans 

did some studies, it was fairly limited, but they 

chose three hairsprays, they chose three 

deodorant sprays, and they did the particle 



measurements, particle size measurements, and 

they characterized the distributions and they 

used those values as actually fairly conservative 

estimates of those particle size distributions as 

defaults in their modeling.  And when you do that, 

the hairsprays pretty much are -- a very large 

fraction, she said 95 percent, probably more like 

99 percent, are above 10 microns. 

DR. KLAASSEN:  Right. 

DR. BOYER:  But the deodorants look at 

that default distribution and the median is right 

at 10 microns.  So, if you believe that, without 

knowing just how conservative they're being in 

generating those distributions, then you could 

have as much as 50 percent of the deodorant spray 

down below that risk particle. 

DR. LIEBLER:  But Ivon, you said that 

they only looked at a few products? 

DR. BOYER:  They only looked at a very 

few. 

DR. LIEBLER:  So, I think if we had -- we 

don't know if that observation for the underarm 

spray particle distribution is more of a chance 

finding -- I mean, it could always be a chance 



finding. 

DR. BELSITO:  Could be, but -- it 

certainly makes sense.  I mean, if you look at what 

is in a hairspray, you know, it's going to be 

copolymers and acrylates and plasticizers.  If 

you look at what is going to be in a deodorant, 

not an antiperspirant, which is also more common 

in Europe.  Americans tend to use deodorants -- or 

antiperspirants, Europeans use deodorants.  

Deodorants have no antiperspirant, they have 

deodorant, they have fragrances.  So, basically, 

you're dealing with a hydro alcoholic product 

that's going to be a much finer mist than a polymer 

acrylate (inaudible) copolymers. 

DR. LIEBLER:  So, I agree, Don.  Your 

interpretation is a very reasonable 

interpretation if indeed that observation holds 

true across underarm deodorants, and if it's a 

chance finding with one cam or something, then 

it's plausible, perfectly reasonable, logical, 

and wrong.  And so I guess what I'm saying is, I 

think it would be great to have some data, and I 

don't know if somebody can just pay for buying 

about 100 cans of different products, doing a 



standard analysis of particle distribution, and 

then having a data set that would be much more 

plausible that we could base boilerplate 

estimates with much higher degree of confidence.  

And I don't know if there's a way to generate a 

data set like that, but it would be quite relevant 

to us because we would be able to -- for numbers 

from something like that with confidence, 

particularly if there is a difference in the type 

of product -- if there really is a difference in 

the type of product, I think we should be able to 

point it out with confidence, because then every 

time we have an underarm deodorant that's the 

issue, it's going to shift our thinking a little 

bit relative to a hairspray.  And I think we need 

to know if there's a real difference or if there 

isn't a real difference. 

DR. KLAASSEN:  It was my impression from 

what she said today that probably the industry 

could get that data for us relatively easily. 

DR. LIEBLER:  The data may exist. 

DR. KLAASSEN:  I mean, she said it 

wasn't available, but she thought she could -- I 

mean, she was very positive in what she said.  I 



mean, you know, this isn't -- if you have the right 

equipment, this is not a big deal. 

DR. SNYDER:  Can we default back to our 

original thinking even though maybe it was 

somewhat flawed in the data, but the philosophy 

was still good, so could we say that -- something 

along the lines of particle size distribution 

measurements should not exceed 1 percent for 

particles less than 10 microns, or something?  

Could we just make a statement that gives them 

clear -- 

DR. BELSITO:  Well, again -- 

DR. SNYDER:  Because even if we get the 

data -- 

DR. BELSITO:  You know, the -- just to 

go back to my starting issue is, what you guys were 

telling me was that there's only a limited dataset 

of chemicals that you would be concerned about 

causing toxicity if they got down to the alveoli.  

So if that's true, does it really matter whether 

those that you have no concern about get down 

there at 1 percent or 5 percent?  She also showed 

us data that when things got down there, whether 

they were respirable, i.e., less than 10 microns 



or inhalable, which in her data was, I guess 10 

to 20, right?  She did that short end on the 

inhalables.  They all got eliminated, what, down 

to 95 percent of what got down there within 8 

hours. 

So, if you're not concerned at 1 percent, 

are you concerned at 5 percent? 

MS. KATZ:  It was minutes. 

DR. BELSITO:  Minutes.  Okay.  I mean, 

again, I'm just saying that -- 

DR. LIEBLER:  I agree. 

DR. BELSITO:  You know, if we're going 

without data based upon your experience that 

they're not issues, does it matter whether it's 

1 percent or 5 percent of 95 percent of it is out 

of there in 8 minutes? 

DR. KLAASSEN:  I don't think it changes 

my conclusion unless there's a specific 

toxicology associated with the compound, an I 

think what we could do with this language here is 

simply say in practice aerosols have at least 95 

percent of their particle -- or have 95 to 99 

percent of their particle diameter is in the 

10:110 range. 



So, change "aerosols should have at 

least 99 percent" to "aerosols have 95 to 99 

percent."  That's based on the data we received 

this morning. 

DR. BELSITO:  So, get rid of "in 

practice" -- 

DR. KLAASSEN:  You could say "in 

practice," that's okay.  "In practice aerosols 

have," so remove "should." 

DR. BELSITO:  "95 to 99 percent of their 

particles," and the mean particle diameter is -- 

DR. KLAASSEN:  And I don't know if that 

number is -- 

DR. LIEBLER:  I don't think that's 

necessary. 

DR. BELSITO:  Okay, right.  Period.  

"Therefore most aerosol particles are deposited 

and not respirable," and then where do we go from 

there? 

DR. LIEBLER:  And that's still true. 

DR. BELSITO:  Right. 

DR. LIEBLER:  Well, that's still true 

and then I think the question -- unless there's 

some reason, either some data that suggests that 



there's some pulmonary toxicology or if there's 

some -- you know, literature data suggesting 

there's some pulmonary toxicology, then I think 

we're talking about a relatively very small 

amount of the compound that's going in the lung 

with no reason to suspect a problem. 

DR. BELSITO:  But then how do we finesse 

that in the absence of any data? 

DR. LIEBLER:  So, we're really not doing 

anything different than we've already done, but 

we're actually thinking about it more. 

DR. BELSITO:  No, we are doing something 

different because before we said nothing's 

getting in. 

DR. LIEBLER:  But that's not -- that's 

what we thought, but that's not what it said.  We 

said up to 1 percent is getting in.  That's what 

it literally says, you know, 99 percent of their 

particle diameter is in the 10:110.  That means 

the other percent is below and that could get in.  

We never really thought about it that way, but 

that's literally what we were saying. 

DR. BELSITO:  Yeah, I guess that's what 

we're saying, Dan, but it's not what I was 



thinking. 

DR. KLAASSEN:  Yeah, and I think that 

that's true.  What we said and what we thought we 

were saying wasn't necessarily the same.  We used 

to think 1 percent was nothing, now we're -- 

DR. LIEBLER:  Let's forget about it. 

DR. KLAASSEN:  Yeah, forget about it.  

Now we are. 

DR. ANDERSEN:  It depends on the 

chemical. 

DR. KLAASSEN:  Yeah, I think it does -- 

DR. ANDERSEN:  What we said might 

actually be nothing. 

DR. ANSELL:  Well, it's not 1 percent 

exactly.  It's 1 percent of -- 

DR. BELSITO:  Of the product. 

DR. ANSELL:  -- dose for 8 minutes as 

opposed to most of the inhalation standards, 

which are based on 8-hour exposures 5 days a week, 

so, you know, it's again what I was trying to say 

this morning.  I think evaluating the toxicology 

is entirely appropriate, but we have to evaluate 

it within the dose and these are -- 

DR. ANDERSEN:  Well, neither Jay or I 



are good people to answer the question, how long 

do you spray a color spray.  And I really don't 

have a clue as to what the answer to that is, but 

I don't think it's eight minutes. 

DR. ANSELL:  No -- 

DR. ANDERSEN:  I think it's really -- 

DR. ANSELL:  The breathing zone goes to 

zero in eight minutes. 

DR. LIEBLER:  That'd be a lot of 

dripping. 

DR. ANDERSEN:  There is a link that I 

don't want to let you off the hook on, though, the 

Lubrizol material safety datasheet, which is 

disodium lauryl succinate flags respiratory 

irritation. 

SPEAKER:  Yeah, I saw that. 

DR. ANSELL:  For the material itself. 

DR. ANDERSEN:  Yeah. 

DR. ANSELL:  If that's aerosolized. 

DR. ANDERSEN:  So, it just -- I don't 

know how you factor that into this thinking, but 

it's there and we ought to at least say why that's 

not an issue. 

DR. BELSITO:  Okay, well, I don't have 



a problem with what we just did for the cosmetic 

section, defining, you know, that, okay, 95 to 99 

percent of their particle diameter, therefore, 

most aerosol particles are deposited -- where I'm 

going to have issues are in the discussion when 

we say that there are aerosol uses and we have 0 

toxicology and we've now said that, you know, 1 

to 5 percent of the product itself is respirable.  

So, then, what do we say?  The expert panel was 

not aware of any toxicology, you know, any 

respiratory toxicology concerns?  I mean, we 

could then formulate reports without any data and 

say, well, the dermatologist wasn't concerned, we 

weren't concerned, there's absolutely no data, 

but no one was concerned, so it's safe as used. 

DR. ANSELL:  Well, it's not really no 

data.  We've got carcinogenicity, we've got 

mutagenicity, we've got systemic toxicity.  The 

lung effects can be direct irritation.  We have 

some titration in terms of the irritation 

potential of these materials.  There is a concern, 

I suppose, about direct effect on the lung tissue 

that might be unique from -- 

DR. BELSITO:  Well, I'm thinking of 



things like acetyl.  Who would have thought that 

popcorn butter would create, you know, the 

significant fibrosing alveolitis that it does?  

So, you know, that doesn't have carcinogenicity, 

it doesn't have a lot of other issues to it, it 

has a pulmonary issue, you know, when heated in 

microwave popcorn and you have all these workers 

who can't breathe anymore because of it, 

supposedly -- 

DR. LIEBLER:  If you think about skin 

irritation -- 

DR. BELSITO:  Diacetyl, I'm sorry, but 

you know what I was talking about.  So, that's my 

concern that, you know, it may have all of this 

other safety data, but it may have a significant 

effect on the lung. 

DR. LIEBLER:  So, I mean, if you decide 

you're going to look at it that way and there's 

this little red flag in the MSDS on the Lubrizol 

and it says it could be respiratory and you don't 

have any other data then you say it's sufficient 

for respiratory and you need a study, because 

right now we don't have that, but we do have the 

dermal irritation which is modest +/- depending 



on the preparation.  You have the ocular 

irritation, which is only in, you know, high 

concentrations, so that suggests that unless 

there's some unique mechanism that happens in the 

lung, modest exposure is not going to be toxic to 

the lung or even irritating to the lung. 

But that's my hunch based on these other 

datasets.  If you really want to be, you know -- if 

you want to have a procedure for dealing with this, 

if there are no lung data and there's a flag in 

the datasheet or some other -- some other mention 

of it, but there's not enough data to allow us to 

determine, then you say insufficient. 

DR. ANDERSEN:  This is the perfect stage 

to do just that.  So, first time you looked at this, 

there's no reason you can't make that 

determination and see what data might be 

available. 

DR. ANSELL:  Well, what would be the 

data which would be responsive?  Certainly not 

testing the material as sold.  To what 

concentration or what -- I mean, an installation 

of a dilute material and then -- I'm not sure what 

experiment would -- particularly putting the 



non- animal overlay into it. 

DR. BELSITO:  Well, I mean, if the 

company has in their MSDS sheets that it could be 

irritating, perhaps they have some data to show 

at what levels it irritates and perhaps they have 

data that shows nonirritating levels.  I mean, I 

don't -- I just don't know. 

DR. ANDERSEN:  The MSDS did say that the 

company concluded that there was no inhalation 

toxicity issue.  So, what's the basis for that 

part of the determination? 

DR. LIEBLER:  So, let's get it -- 

DR. ANDERSEN:  They told us it could be 

irritating, but that it wasn't an inhalation 

toxicant.   

DR. LIEBLER:  Yeah, I agree. 

DR. BELSITO:  I mean, it's a green 

document, so we're going out -- I guess since it's 

green we don't even say safe as used when 

formulated not to be irritating, we just say -- 

DR. ANDERSEN:  No, it's an 

insufficient -- 

DR. BELSITO:  We just say insufficient 

for inhalation toxicity. 



DR. ANDERSEN:  Or further clarification 

of just what the inhalation effects are that were 

reported, MSDS. 

Certainly inhalation toxicity data 

would resolve the issue, which may or may not be 

available. 

DR. ANSELL:  Well, because we're not 

talking about the material as potentially 

irritating.  Irritation is clearly concentration 

dependent, and so what data would clear that up 

in terms of the incipient concern that there's 

some pathology occurring deep in the lung? 

I mean, I'm not sure that we have enough 

irritation data here to start talking about 

drawing non- irritating thresholds.  You know, we 

know it's mucus membrane issues. 

DR. KLAASSEN:  I think we're saying that 

they have -- they apparently have some 

information on irritation in the lung.  Let's see 

it and maybe that will clear it up for us or help 

us to feel more confident about it.  I think that's 

all we're asking right now.  We're not necessarily 

asking for an experiment. 

DR. SNYDER:  But we don't think the 



Lubrizol data is what we're looking for?  I 

thought that somebody made a comment about that -- 

DR. ANDERSEN:  Well, I think "does not 

appear" -- 

DR. LIEBLER:  So, if they came back and 

told us that they observed that exposure to the 

concentrated product produced irritation in 

whatever it was -- 

DR. ANSELL:  Right. 

DR. LIEBLER:  -- but they further 

described why they said that at lower 

concentrations there's no irritation, if they 

just described that in more detail I'd be fine 

with that.  If they happened to have an animal 

study in which they exposed rats to, you know, 

nose only, low concentration of the product, that 

would even be better, but I think we would take 

either.  It would be more informative than where 

we are now, which is -- we just start scratching 

our heads. 

DR. BELSITO:  I mean, if you look at 

their document, okay, the Lubrizol document, I'm 

on Panel Book page 82, you look at respiratory 

protection, they say, "Use NIOSH MSHA approved 



(inaudible) with a combination organic 

(inaudible) high-efficiency (inaudible) if 

recommended exposure limits are exceeded." 

DR. SNYDER:  Go to page 78. 

DR. BELSITO:  Which means they have 

recommended exposure limits. 

DR. SNYDER:  It says here, "If material 

is misted or if vapors are generated from heating, 

exposure may cause irritation of the mucus 

membranes and upper respiratory effect based on 

data from components for some of the material." 

DR. BELSITO:  Right. 

DR. SNYDER:  So, we have data -- 

DR. BELSITO:  Right.  They have -- 

DR. SNYDER:  -- components of this or -- 

DR. BELSITO:  Similar material.  So, 

there's data out there.  All we're asking at this 

point is if Lubrizol could provide us with the 

data that allowed them to make the statements in 

their material safety data sheet.  Is that what 

I'm hearing? 

DR. LIEBLER:  Right. 

DR. BELSITO:  Okay, so insufficient, we 

need further clarification of the inhalation 



effects, more specifically if Lubrizol could 

provide us with their inhalation data that 

resulted in the statements they made in their 

material safety data sheets. 

MR. JOHNSON:  Dr. Belsito, the absence 

of toxicokinetic data is mentioned on page 3.  

Should that be another item for the request? 

DR. BELSITO:  No, I mean, I think 

that -- I, personally, am not concerned about oral 

or dermal.  I mean, I think at this point it's 

inhalation, but I'll ask Dan and Curt and Paul to 

comment. 

DR. ANDERSEN:  So, an argument could be 

the LD50s are in the grams/kilogram range.  Who 

cares how it's metabolized -- 

DR. BELSITO:  Right. 

DR. ANDERSEN:  -- kind of argument. 

DR. LIEBLER:  Yeah. 

DR. SNYDER:  Yeah. 

DR. BELSITO:  Okay, so to summarize the 

sulphosuccinates so far, disodium lauryl sulpho, 

we're not doing, trisodium sulpho we're throwing 

out.  We're going to ask for Lubrizol to -- we're 

going insufficient for additional inhalation 



effects, specifically asking the Lubrizol 

company how they came up with their inhalation 

statements about irritation and safety and what 

kind of inhalation data they have.  And then 

depending upon that, there may be other data 

requests, I guess. 

DR. SNYDER:  I wouldn't limit it to 

Lubrizol, I'd just say any additional inhalation 

data -- 

DR. BELSITO:  Right. 

DR. SNYDER:  -- for example -- 

DR. BELSITO:  Okay. 

DR. SNYDER:  -- data to support the 

Lubrizol MSD statement. 

DR. BELSITO:  Right.  Okay. 

DR. ANDERSEN:  And if it turns out that 

the -- their phrase "or a component" was not this 

chemical, but something else, then we've learned 

something. 

MR. JOHNSON:  Just one more thing -- 

DR. BELSITO:  And then the data from the 

other safety assessments would be moved to the 

introduction. 

MR. JOHNSON:  Just one more thing, Dr. 



Belsito.  Was there any concern about the 

significant increase in liver weight on Panel 

Book page 11? 

DR. SNYDER:  No, I looked at those.  I 

wasn't really concerned that there were just 

minimal increases, but there were no other 

evidence of liver toxicity, no elevated enzymes 

or anything else, so. 

DR. KLAASSEN:  It's not uncommon to see 

these increase in liver weights, but usually 

they'll (inaudible). 

DR. SNYDER:  In the absence of other -- 

DR. KLAASSEN:  In the absence of other 

(inaudible). 

DR. BELSITO:  Yeah, if you measured our 

livers tomorrow night, they'd be increased. 

DR. SNYDER:  Or at least tomorrow 

morning. (Laughter)  As opposed to our brain 

weights after today are going to be decreased. 

DR. BELSITO:  Yeah.  Other comments?  

Okay, sulphosuccinates are done.  So, sylilates. 

DR. SNYDER:  Pentaerythrityl. 

DR. BELSITO:  Oh, I'm sorry.  I thought 

I would just skip over that in the interest of time.  



Okay, so pentaerythrityl, this is another 

final -- okay.  This is going to be another one 

where we have to changed the respiratory 

boilerplate on page 3 of the text and page 6 -- I 

don't know what the Panel Books are, but it looks 

like it's Panel Book 28, 29. 

MS. BECKER:  Yes. 

DR. BELSITO:  Okay, and then in the 

discussion would be Panel Book 32.  Okay.  So, in 

the -- under Cosmetic Use, used in hairsprays and 

could be inhaled.  The average particle size of 

aerosols from aerosols in hairsprays, what did we 

do for the sulphosuccinates?  I mean, let's do a 

boilerplate here. 

So, we said, "Particle diameters of 60 

to 80 microns and greater than 80 microns have 

been reported for anhydrous hairsprays and pump 

hairsprays respectively.  In practice, aerosols 

have 95 to 99 percent of their particle diameter 

in the 10:110 micron range.  Therefore, most 

aerosol products are deposited in the 

nasopharyngeal region and are not respirable."  

So, that's our boilerplate under cosmetics. 

But we haven't developed a boilerplate 



for the discussion and this has gone out as safe 

as used. 

So, on the discussion page we said, 

"Some products," this is Panel Book 32, "Some 

products in which these ingredients are used may 

be aerosols and the potential for inhalation of 

pentaerythrityl tetraisostearate compounds 

exist.  Inhalation toxicity data are not 

available for these ingredients and they're not 

respirable," which is not true, so. 

DR. ANSELL:  Well, it's also -- there's 

a fair amount of inhalation data in the 

toxicokinetic section.  Inhalation exposure to 

rates of pentaerythrityl dust up to 11 kilograms 

per cubic meter, which would exceed the nuisance 

dust standard, cause no effects, rats, dogs, pigs, 

inhaling dust up to 8 grams per cubic meter -- 

MS. BECKER:  Yes.  Yes. 

DR. ANSELL:  -- for 90 days, NOAEL.  This 

is Panel Book 29 -- 

DR. BELSITO:  So, the 

inhalation -- there were no inhalation studies 

discovered for pentaerythrityl -- 

DR. LIEBLER:  It's under 



Toxicokinetics. 

DR. BELSITO:  Oh. 

DR. LIEBLER:  That'd be Panel Book 29, 

report page 3, third paragraph under 

Toxicokinetics. 

DR. BELSITO:  That's pentaerythritol, 

not pentaerythrityl tetraisos.  Now, we could 

argue that there's data on what we assume would 

be the major metabolite if that's how you want to 

do it.  And whether there is data on the other 

components of the esters we're looking at, I 

honestly don't know. 

Coconut, isostearic, oleic, lauric, 

myristic, and stearic acids are the free fatty 

acids that would result from.  Previous safety, 

determined that these fatty acids are in the 

present practices of cosmetic use.  We know that 

benzoic acid, we got rid of the -- I mean, that 

we said was okay in inhalation.  I don't know, did 

we deal with inhalation for the others?  It starts 

to create a vicious cycle, too.  If we dealt with 

inhalation by saying they weren't being inhaled. 

MS. BECKER:  And you do have the one 

study under the genotoxicity in vivo with the C5-9 



acids for -- on page 4 or 4/30, on the very bottom. 

DR. BELSITO:  So, they weren't 

cytotoxic.  But again, doesn't mean that it 

doesn't have respiratory toxicity. 

MS. BECKER:  Mm-hmm.  That's what we 

have. 

DR. BELSITO:  I know what we have, I mean, 

and I'm just -- you know, I'm not in a position 

to make the comments.  These are not my areas of 

expertise as to whether there is reason to believe 

we don't need data or we do need data. 

DR. LIEBLER:  These have minimal 

irritation, they have no oral toxicity, they have 

no genotoxicity, they have no repro.  If you look 

at the structure, there is nothing that I would 

regard as a structure alert or a lung specific 

toxin or a metabolizable to a reactive 

intermediate lung type toxin. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  And the only difference 

between our emerging interpretation and our old 

interpretation is that we've gone from "can't 

possibly get into the lung" to "a little bit might 

get into the lung." 



DR. KLAASSEN:  And I think it'd be 

interesting to look at this on Panel Book 30, this 

reference 31, you know, where rats were exposed 

to aerosolized pentaerythritol C5 esters at.5 

milligram per liter for 6 hours per day, 5 days 

per week for 2 weeks and, I mean, I would suspect 

if these animals were having some problems, it 

would have been noted, which would give me even 

more confidence, but I don't think I would even 

need that. 

DR. BELSITO:  Okay, but it's good 

support data -- 

DR. KLAASSEN:  Exactly. 

DR. BELSITO:  If the panel could say 

that, you know, that it noted the relative absence 

of inhalation toxicity, however, pentaerythritol 

was negative and in a genotoxicity assay animals 

were exposed to for without any reported 

pulmonary effects.  And then at least there's some, 

now, basis for our rationale rather than simply 

saying, oh, the panel just decided that there 

shouldn't be any -- that there are no structural 

alerts, when we don't even have, you know -- then 

run a structural alert data.  I mean, I guess where 



I become sensitized is with the diacetyl thing.  

I mean, this just happened, what, five, six years 

ago?  You know, I mean, the fibrosing alveolitis 

and would you have predicted diacetyl from a 

structural alert?  I don't know.  Somehow it snuck 

up on us. 

DR. LIEBLER:  Yeah, I mean, it's the 

exception that proves the rule and the rule is 

that most of these are fine and then there's the 

unanticipated exception that we learn things from.  

You know, I think here we've got a way forward.  

We've got essentially a lot of data streams that 

suggest that there's really nothing happening 

with these.  We've got this reference 31, which 

is an EPA data summary, unpublished data 

submitted to the High Production Volume 

Information System.  So that may be accessible, 

I don't know. 

DR. BELSITO:  I mean, in this case I'm 

comfortable because we have some respiratory data, 

you guys are telling me that it's fine, and I think 

all of that needs to be brought into the 

discussion so slight change in our -- the way we 

do the boilerplate under the cosmetic use section 



to mimic what we did for sulfosuccinates, and 

probably just in the discussion getting rid of 

that third paragraph and saying, "Some products 

in which these ingredients are used may be 

aerosols and the potential for inhalation exists.  

The panel noted that inhalation toxicity data are 

not available for these ingredients, however," 

and get rid of the particle size issue.  Say, 

"However, pentaerythritol was studied," and 

comment on that, "and furthermore, in a 

genotoxicity study, mice were exposed to," yadda, 

yadda, yadda, "without any reported pulmonary 

effects.  Therefore, overall, given the low 

potential for respirable particles, the panel was 

not concerned," or something to that effect. 

DR. LIEBLER:  Agree.  This is just case 

by case, one at a time. 

DR. ANDERSEN:  Just, Jay, if you could 

make a note, there was -- I think all of that hangs 

together, as we went through it, there's one 

little nagging piece of information for the use 

in what we think are for sure sprays.  It looks 

like the concentration is 1 percent or less, which 

further -- you know, low concentration, low 



amount inhaled, all in the right direction, but 

there's a figure of 36 percent under deodorants, 

and if we knew that that was not a spray, that 

would be real helpful.  Given that these are 

viscosity increasing agents, at 36 percent, 

chances are, it ain't a spray.  

DR. ANSELL:  I'm sorry, it looks like 

you skipped a line. 

MS. BECKER:  Yeah. 

DR. ANSELL:  Dermal.  Inhalation 

powders, dermal.  It's not the deodorant.  It's 

not reported. 

DR. ANDERSEN:  Okay, I'm sorry.  I read 

that wrong -- 

DR. ANSELL:  Pentaerythrityl 

tetraisostearate -- for all the reasons you just 

cited. 

DR. ANDERSEN:  Okay. 

MS. BECKER:  Yeah, deodorant looks like 

it tops out at 1 percent.  I'm sorry, 0.1. 

DR. LIEBLER:  It was the 

pentaerythrityl tetraisostearate, right, Alan? 

DR. ANDERSEN:  Yeah. 

DR. LIEBLER:  Second entry down on the 



left side. 

DR. ANDERSEN:  Yup. 

DR. LIEBLER:  Number 36 is under -- 

MS. BECKER:  Dermal. 

DR. LIEBLER:  Dermal inhalation powder 

to dermal. 

DR. ANDERSEN:  Okay, it just -- I don't 

know where that inhalation is coming from. 

DR. SNYDER:  Well, inhalation powder, 

dermal contact (inaudible). 

DR. ANDERSEN:  Yeah, just in our new 

structure, I don't remember what that's likely to 

mean.  And that bothers me that I don't know what 

that means. 

DR. SNYDER:  So, in our use category 

should we be a little more specific when we talk 

about aerosolize issues. 

DR. ANDERSEN:  Well, we're serving a 

couple of masters, one is condense the hell out 

of it so that it provides only the useful 

information, but now I'm looking at this and I'm 

confused and that makes it un-useful. 

DR. LIEBLER:  So, we may have to tweak 

these table formats a little bit -- 



DR. ANDERSEN:  Yeah. 

DR. LIEBLER:  -- just to help us deal 

with the inhalation issue. 

DR. ANDERSEN:  Inhalation issue.  

Because whether it's deodorant or not, you've got 

a 36 percent in a category that we've labeled 

inhalation. 

DR. LIEBLER:  Right. 

DR. ANDERSEN:  And I can't explain what 

that is, but -- 

DR. ANSELL:  Don't somewhere you 

actually put in a footnote?  Is one listed?  You 

have no idea whether it's actually inhaled or not. 

DR. BELSITO:  Well, but if we don't -- if 

we put a footnote that we don't know if it's 

actually inhaled, then -- and it's 36 percent, 

which is not negligible, but it think we need to 

put something in our discussion as to why we 

though inhaling 5 percent of 36 percent is okay. 

DR. ANSELL:  No, but I don't think the 

conclusion is with the 36 percent, I think we just 

drop the line, but we do later -- we've added this 

new use category called deodorant and everyone's 

thinking that that's a spray product, but an 



underarm deodorant -- 

DR. ANDERSEN:  It ain't necessarily so. 

DR. ANSELL:  -- isn't necessarily -- 

DR. BELSITO:  Right.  So, that's our 

point.  I think that we need what -- what Dan said 

before is we need to tweak the system, and when 

we do deodorants, particularly since that was 

singled out to us as having one of the higher 

levels of less than 10 micron particles, it should 

be aerosolized and roll-on or non-aerosolized, 

however you want -- whatever term you want to use, 

so that we know -- 

DR. LIEBLER:  Spray/non-spray. 

DR. BELSITO:  Right.  Spray/non-spray, 

whatever. 

DR. SNYDER:  It just comes down to our 

data needs and what we're doing to make an 

interpretation. 

DR. BELSITO:  Right. 

DR. SNYDER:  We now understand that our 

interpretation of aerosolized and respirable 

particle size distribution is different now, so 

we just need a different dataset to -- 

DR. BELSITO:  Right, and overall this 



new format is wonderful, it allows you to more 

quickly assess where the high concentrations are, 

how they're being used as opposed to the long list 

we had before, particularly when we're dealing 

with big families.  I think what we realize today 

is that from a respiratory standpoint, that we 

need -- everyone understands a hairspray is a 

spray, you know, it may be a pump, it may be an 

aerosol, but deodorants are a different category 

and they need to be split out. 

DR. ANDERSEN:  And this is late in the 

process.  If this were a green document you would 

have had a sheet someplace that showed the raw 

data from the PCRP, and be able to go back and 

track and try to figure out just what does that 

mean. 

DR. ANSELL:  Does the PCRP allow that?   

The use category deodorant?  Does it break it down 

farther, aerosol versus non-aerosol. 

MS. BECKER:  No. 

DR. ANSELL:  I don't think so. 

MS. BECKER:  But if you've got your book 

from the last meeting with you, it should have the 

data in it from their survey. 



DR. ANDERSEN:  The council's survey? 

MS. BECKER:  Yeah. 

DR. ANDERSEN:  That's in here. 

MS. BECKER:  No.  The raw data from the 

original -- that would have been included in the 

last meeting's book.  So, if they brought that 

with them. 

DR. BELSITO:  I didn't. 

DR. ANDERSEN:  If -- I'm looking at the 

rows right now, the deodorant says not reported. 

MS. BECKER:  Right. 

DR. ANDERSEN:  So, they're not going to 

find much useful looking at the data. 

MS. BECKER:  Right. 

DR. BELSITO:  Yeah, I mean -- 

DR. ANDERSEN:  So, we have some changing 

in the discussion to point to the pieces that we 

do have and not rely on the absolute that nobody's 

going to inhale this stuff because of the particle 

size. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  That's not trivial, but 

it's the least of the arguments to be made at this 

point. 



DR. BELSITO:  Right, but for 

pentaerythrityl tetralaurate, we have deodorant, 

underarm 0.1. 

MS. BECKER:  Yes. 

DR. ANDERSEN:  Which fits into the 

argument that low concentration, low portion of 

the particles, that get respired, all consistent 

with needing a real red flag on the toxicity side 

to be of concern and there's an absence.  In fact, 

all of the places that have been looked at, there 

were no (inaudible) to be found.  So, it hangs 

together in that fashion.  That's -- I mean, it's 

what we've got. 

DR. BELSITO:  Right.  Plus, as you point 

out, I mean, if we're looking for other arguments 

in the discussion, you know, these are viscosity 

increasing agents, so you're not going to put high 

concentrations in something that's going to have 

small particle and be respired, you're going to 

put those higher concentrations on a roll-on that 

you want to be viscous and adhere to the 

underarms. 

DR. ANDERSEN:  That's what would make 

sense to me.  It's -- is there reason to negate 



all of that and push for a more comprehensive 

inhalation toxicity assessment on this?  Right 

now that assessment is incomplete.  We have some 

signals.  From what everybody said, it sounds like 

those signals are all enough to make the decision. 

DR. BELSITO:  Right.  I mean, unless my 

panel mates are concerned, I think we can go to 

the discussion and say, okay, there was no direct 

inhalation toxicity for these, you know, the best 

information we have for use in a probable spray 

deodorant is 0.1 percent, pentaerythritol was 

negative.  We've looked at many of the other 

component acids to these esters and they've been 

fine.  We have a genotox study, which, while it 

didn't look at inhalation, was negative for 

genotox and doesn't appear to say that there were 

any lung issues.  And finally, this is a 

viscosity-increasing agent, it's not going to be 

used in high amounts in fine sprays. 

So, overall, given all of that, we had 

no concern about the lack of data. 

MS. BECKER:  Okay.  And just to make sure 

on the pentaerythrityl tetrahexanoate for 

incidental inhalation sprays, it does go up to 50.  



Second row, second one over. 

DR. KLAASSEN:  What page are you on now? 

MS. BECKER:  That's page 12 or 38 in the 

Panel Book. 

DR. BELSITO:  I'm assuming those are 

foot sprays are the incidental inhalation sprays, 

again, something that -- I mean, do we even know 

that they're sprays?  What's in that category? 

MS. BECKER:  Things that may be sprays 

or we know are sprays, that includes perfumes, 

which may or may not be a spray, foot powders and 

sprays, which may or may not be a spray.  We added 

suntan -- the indoor tanning that now are in 

sprays. 

DR. BELSITO:  Your baby, Dan. 

DR. LIEBLER:  Can somebody restate the 

conundrum here?  I'm getting lost on our string 

of conundrum. 

DR. BELSITO:  The conundrum is that we 

have no definitive tox data.  We've already gone 

out as a safe as used and we now either have to 

retract that conclusion and say safe as used but 

insufficient for inhalation, or we need to come 

up with a new discussion, because right now in our 



discussion we say, "Inhalation toxicity data are 

not available, however, the particle size are not 

respirable." 

DR. LIEBLER:  Right. 

DR. BELSITO:  Now, we've now changed 

that to say, "Up to 5 percent of the particle size 

is respirable," so what we have in our discussion 

is no longer correct or pertinent.  So we need to 

create a new discussion as to why, if up to 5 

percent of these particles are respirable, we are 

not concerned about any of the data. 

What Lillian is saying is that while 

under deodorant the highest level underarm we 

have is 0.1.  Right above it it says incidental 

inhalation powders, we have a level of 0.06 to 50 

for pentaerythrityl tetralaurate. 

DR. KLAASSEN:  I think we need to look 

to see what those large numbers really are. 

DR. BELSITO:  So, are you saying table 

it? 

DR. KLAASSEN:  I think so. 

DR. LIEBLER:  I agree.  I mean, you know, 

we're -- we don't really have enough information 

to make a decision about these things 



because -- you know, we've essentially forced 

ourselves to totally reexamine the inhalation 

issues because we've gone from no way any of it 

gets into the lung to some of it -- small amount 

of it may get into the lung and then we have to 

have respiratory tox or a good argument based on 

the -- all the other data, and then we have a 

number like this that's big that looks like it may 

be respirable or it may be inhalation relevant.  

I think we need to -- 

DR. BELSITO:  Okay. 

DR. LIEBLER:  We may need more data if 

these turn out to be true, and, you know, the fact 

that we've changed our approach to handling 

inhalation is going to impact some of these things 

that were near final, and that's just life in the 

big city. 

DR. BELSITO:  Let me bring up another 

point.  Impact things that are near final, what 

about all the other things we've done in the past 

five years where we haven't worried about 

inhalation because we said they weren't inhaled? 

DR. KLAASSEN:  Well, you have to go with 

the knowledge you have of the day. 



DR. LIEBLER:  Yeah, and I do think our 

approach -- I mean, our approach to 

inhalation -- I have just a gut feeling that we 

are lurching based on a very small number and a 

relatively small distinction.  Now, you might 

feel the distinction between none in the lung and 

a small amount in the lung is actually a big 

distinction.  It could be for the right compound.  

I admit that, but in most cases it's probably 

going to be a very small distinction and I think 

we need to figure out how we want to deal with that 

as a panel and that might have to be a discussion 

with the entire group. 

You know, in the case of these compounds 

based on all the other data available, I'm not 

particular concerned.  That big number, it's hard 

for me to imagine there's 50 percent weight of 

this compound in something that's actually going 

to be inhaled, but -- and it's not possible to 

really tell very well by looking at the use tables 

as they're currently configured. 

DR. KLAASSEN:  I exactly second that.  

I see it exactly the same way.  I'm okay until I 

see this 36 and 50 percent, and I don't think that 



they're -- I mean, my guess is, is that this 36 

and 50 percent isn't real in inhalation. 

DR. BELSITO:  Right.  It's probably real, 

but they're not probably products that would be 

used around the respiratory zone. 

DR. KLAASSEN:  Right.  So, we just need 

to find out what that is.  If it is, then we -- one 

step at a time. 

DR. ANDERSEN:  And just to make sure 

that we clarify, it's easy to misalign the row 

that says, "Inhalation powders dermal." 

DR. KLAASSEN:  Right. 

DR. ANDERSEN:  I don't know what that 

is at this point in time, but what Lil flagged was 

above that, "Incidental inhalation sprays," and 

there's a 50 percent figure for 

tetraethylhexanoate, and that we were thinking 

was a spray.  To be honest with you, I don't think 

we know that. 

DR. SNYDER:  In my book, that comes 

across as dermal, in the same row -- 

DR. KLAASSEN:  Yeah, it's in the same 

row. 

DR. ANDERSEN:  No, I'm going up. 



DR. KLAASSEN:  Oh, that number up there. 

DR. ANDERSEN:  It goes across. 

DR. BELSITO:  Where? 

MS. BECKER:  We're on the second row, 

second ingredient in the second row, incidental 

inhalation sprays, 0.1 to 50. 

DR. KLAASSEN:  So, all of those where 

it suggests that we have inhalation at 36 and 50 

percent, we got to find out if that's -- 

DR. SNYDER:  What's real? 

DR. KLAASSEN:  -- what really is it?  Is 

it spray on your foot or spray in your hair? 

DR. LIEBLER:  I can't even tell from the 

table if that actually lines up the way we've been 

saying, if it lines up with -- inhalation spray 

is incidental or if it lines up with ingestion 

incidental. 

DR. KLAASSEN:  Yeah. 

MS. BECKER:  I'm making a note to start 

shading the rows right now with it. 

DR. KLAASSEN:  Yeah, I think it is. 

DR. ANDERSEN:  If it says inhalation 

dermal -- 

MS. BECKER:  It's 50. 



DR. ANSELL:  And for underarm deodorant 

it's 0.1 and not (inaudible). 

DR. SNYDER:  Don, to your point about 

the last five years reports and the 

interpretation of inhalation data based upon 

particle size distribution, I can say from my 

standpoint that I've always looked at total 

dataset.  I mean, even in the absence of 

inhalation data or looked at inhalation data 

present or not present in the full assessment of 

toxicity, and so I'm extremely confident that 

even in that misinterpretation of the particle 

size that we likely haven't missed anything.  And 

so I just think that we're clarifying better and 

we're moving forward in a better mindset and 

scientific approach to the inhalation data. 

I don't think -- but like I said earlier, 

I don't think what we're going to do is going to 

be all that much different than we did previously.  

It's just going to be a little tighter and it's 

going to be a little bit more confidence in that 

dataset.  So I just want to make that statement 

just because somebody made a statement about 

particle size distribution, I completely ignored 



all that other toxicity profiling. 

DR. LIEBLER:  You know, I think the net 

effect of this particle distribution issue is 

that it's going to simply make us take a closer 

look at the inhalation tox data as opposed to 

simply getting a number and then turning off that 

neuron and not even thinking about it anymore.  

You know, I don't think it's going to change what 

we've done in the last five years.  I think it's 

going to change how carefully we look at 

inhalation going forward.  And it's going to 

really mean that we need very careful data, we 

have very -- it's going to tweak our data 

requirements for description of the levels in the 

products. 

DR. SNYDER:  And in the same line we want 

to make sure that we're not going to be requesting 

inhalation studies in animals going against the 

decreased use of animal usage when it's not 

appropriately justified based upon other 

parameters. 

DR. LIEBLER:  Right. 

DR. KLAASSEN:  And you remember 10 years 

ago we weren't putting much attention to 



teratogenicity, et cetera, and now are, so, I mean, 

you know, what we look at does evolve with time. 

DR. BELSITO:  Okay, so, where are we? 

DR. ANDERSEN:  We're going to move to 

table. 

DR. KLAASSEN:  Table. 

DR. BELSITO:  We're tabling it for 

clarification as to the actual concentration in 

aerosol products. 

DR. SNYDER:  Use and concentration. 

DR. BELSITO:  Well, but specifically in 

aerosol products, right? 

DR. KLAASSEN:  Right. 

DR. SNYDER:  Right. 

DR. BELSITO:  I mean, what we want now 

in all reports are when we get things like 

deodorant we want aerosolized/non-aerosolized or 

spray/non-spray.  That is -- are there any other 

categories -- foot?  I mean, I think we -- when -- 

MS. BECKER:  Perfumes. 

DR. BELSITO:  Pardon? 

MS. BECKER:  Perfumes. 

DR. BELSITO:  You know, increasingly 

most perfumes are being put in atomizers simply 



because in many cases oxidation is what creates 

the allergenic compounds of the fragrance, so 

they're put into a spray simply so oxygen can't 

get into the container.  I suppose --  

DR. ANSELL:  Fragrances fall outside 

the scope --  

DR. BELSITO:  Right, plus they're 

outside the scope, right.  So, no, I think the big 

issue is going to be deodorants, because 

hairsprays obviously are going to be sprays.  I 

guess the -- so, when you do dermal contact 

deodorant underarm, we need to have 

aerosol/non-aerosol.  I guess the other question, 

I mean, as we look at this, since we really want 

to be specific, incidental inhalation sprays 

would be -- those would be all hairsprays or -- and 

foot sprays? 

MS. BECKER:  And anything else that 

could come in a spray like suntan lotion and sun 

block now. 

DR. BELSITO:  Okay, well, I guess what 

we'd want to know, really, would be hair and 

sunscreen?  Those would be the two that would be 

in the respirable zone?  I can't think of anything 



else.  I mean, a foot spray. 

MS. KATZ:  It could be. 

DR. BELSITO:  What? 

MS. KATZ:  It could be. 

DR. ANSELL:  It's all just a matter of 

dose. 

MS. KATZ:  Yeah, and (inaudible) and 

where a person is when they're using the 

application.  And one could make the argument for 

hairspray as well (inaudible). 

DR. BELSITO:  It's further away. 

MS. KATZ:  It's further away, but even 

still, if you were applying it to someone else and 

you may still be able to (inaudible).  But you 

could find (inaudible) here. 

DR. KLAASSEN:  All right.  I think, 

we've beaten this to death.  Let's move on. 

DR. BELSITO:  I guess when there's an 

aerosol use, specifically information we could 

get as to what products it's used in would be best, 

okay?  Otherwise -- 

DR. ANDERSEN:  Nice to know what's going 

on. 

DR. BELSITO:  Right.  Okay.  So, we're 



tabling it.  But as long as we went there, there 

are all these other little minor things that could 

be done with this report, I suppose.  Okay, and 

I wanted to just jump over that.  Silylates. 

DR. KLAASSEN:  You tried. 

DR. BELSITO:  I tried hard.  Okay, so 

basically, we've got quite a wave 2 on these.  And 

the bottom line to this wave was that our concern 

about the small respirable size of these 

particles under certain sheer forces was not 

really reasonable and that these were done to do 

lung studies and that the particles are going to 

aggregate in formulation and they're not going to 

be respirable.  Well, that was the argument until 

this morning, so, again, not my area of expertise.  

It makes me very happy to say that.  So, Dan, Curt, 

and Paul, where are you on these? 

DR. LIEBLER:  Well, actually, I liked 

the alternate conclusion that was suggested, 

which is listed on the bottom of Panel Book page 

33, report page 12.  That was before the 

discussion this morning.  I'm not sure the 

discussion this morning really changes that.  It 

really depends on the particle sizes in these 



silylates. 

I think the information provided to us 

in wave 2 suggests that these particle sizes are 

considerably larger than what we were worried 

about.  Is that your interpretation, fellows? 

DR. BELSITO:  That was mine, but I'm not 

an expert.  I mean, basically what they were 

saying is they sheered these things to make them 

respirable and the studies they did and that's now 

how they would be in the real world, in the 

cosmetic world that we're talking about. 

So, I mean, what I would do here is I 

would add that comment that we got from SASSI 

exactly about how they got particles about micron 

size by sheering it, and it's not a production 

method that would be used in cosmetic 

formulations and that the particle size in 

cosmetic formulations would be, again, using the 

data that SASSI had given us. 

DR. LIEBLER:  Correct. 

DR. BELSITO:  So, where you say 

inhalation data shows that the particles do reach 

the lungs in rates and induce granuloma 

formulation when these preparations are prepared 



at whatever sheer force to create, you 

know -- however, in cosmetic formulations, these 

issues are irrelevant. 

DR. LIEBLER:  Right.  Basically, I mean, 

the SASSI document explains that to do the rat 

inhalation study there's a requirement that the 

particles be within a certain size range and it's 

a very small size range, 1 to 4 microns, which is 

really irrelevant to the ingredients as supplied 

for use in cosmetics. 

DR. ANDERSEN:  Arguably a giant 

self-fulfilling prophesy. 

DR. LIEBLER:  Yeah, I mean, you make it 

so that you can do an inhalation study in a rat, 

but you make the compound different enough that 

the results are not applicable. 

DR. KLAASSEN:  Do we have good date, 

what the size is in cosmetic products? 

DR. BELSITO:  Well, SASSI gave us a 

whole bunch of data and then they -- 

DR. KLAASSEN:  Well, they say here in 

the Panel Book 46 that most of the particles are 

greater than 125 and none are less than 90. 

DR. BELSITO:  That's pretty good. 



DR. KLAASSEN:  I mean, that's good.  The 

question is is do we have some kind of hard data 

or we just take their word for it?  It's not that 

I doubt them for saying this.  In fact, that gets 

us off the hook. 

DR. BELSITO:  We actually -- what 

they're quoting there is our report. 

MS. BECKER:  Right, reference -- 

DR. BELSITO:  Page two of our report. 

DR. KLAASSEN:  Okay, but you don't think 

that they're kind of supporting that statement 

when they kind of repeat it that way? 

DR. BELSITO:  No, I think what they're 

saying is you're being -- you're not being 

consistent here, so. 

DR. KLAASSEN:  Okay. 

DR. BELSITO:  You know, but what they've 

told us is that the only study in which we see 

granuloma formation in the lungs is an artificial 

study where they've sheered these particles to 

the point where they'd be respirable. 

DR. KLAASSEN:  Right. 

DR. BELSITO:  And that isn't the way the 

material is prepared for cosmetic use, number one, 



and under situations of cosmetic use, in fact you 

would expect the particles to actually aggregate 

so the actual size would be larger than the 

individual size of any given particle.  That's 

what I took home from reading this. 

DR. ANDERSEN:  I think in the 

supplemental material that you have provided the 

August 31st letter from SASSI also gets into the 

question of the fundamental particle size, which 

they acknowledge is an average of 20 microns, but 

that it is uniformly aggregated in chains or 

clusters and then the aggregates are further 

agglomerated, so -- and then there's a citation -- 

DR. ANSELL:  Two citations. 

DR. ANDERSEN:  -- that show that -- to 

demonstrate that nothing is below 100 microns. 

DR. BELSITO:  Right.  The Esotoc and the 

Gray and Moronko, right. 

DR. ANDERSEN:  So, I think -- 

DR. ANSELL:  The exposure is 36 

milligrams per cubic meter 6 hours a day, 5 days 

a week versus 8 minutes occasionally.  And the 

effects noted are well documented.  They have 

nothing to do with the chemicals, but they have 



to do with any large -- well, any insoluble 

particle which is inhaled at doses that -- you 

know, at whopping great doses. 

DR. KLAASSEN:  This can be -- as long 

as they have those two references, we're okay. 

DR. BELSITO:  So, it just needs to 

be -- so, basically, what we had before was that 

the data were insufficient, so now this is a new 

conclusion that needs to go out for a new comment.  

Correct, Alan? 

DR. ANDERSEN:  Probably. 

DR. BELSITO:  So, our conclusion would 

be, you know, first of all in the discussion you 

have to point out that the granuloma occurred 

under situations that are not relevant to the 

cosmetic product, that as used the cosmetic 

product actually aggregates and the average size 

is, and reference those two references we just 

discussed, that's discussion.  And then our 

conclusion is that they're safe as used.  I'm not 

even sure that we need to add when particle size 

is supplied to the (inaudible) are not respirable 

because we've dealt with that in the discussion, 

that our understanding is that they are not 



respirable. 

DR. SNYDER:  That works for me. 

DR. LIEBLER:  Yeah, I agree. 

DR. SNYDER:  I just think you need to 

go back beyond the discussion a little bit more 

study details in regards to those studies and how 

that was -- how the ingredient or the compound was 

handled.  That doesn't appear (inaudible) the 

first time in the discussion, so just capture some 

more of those study details, please. 

DR. ANDERSEN:  But you really have to 

work at making these things get into (inaudible). 

SPEAKER:  Well, that's the problem with 

all inhalation studies. 

DR. ANSELL:  They have to be 

artificially manipulated otherwise they aren't 

inhalation studies, then they're dermal studies. 

DR. ANDERSEN:  That's the problem with 

making a medical device that produces stuff that 

can be inhaled, it's not easy.  So, revised 

tentative conclusion --  

DR. BELSITO:  We'll see it again.  Again, 

some minor comments, but in the interest of time 

I think, Lillian, you can probably pick then up 



when you read through the book.  If you can't read 

mine or anyone else's writing, give us a holler. 

I also, I guess, would say in the 

interest of time, since it looks like we have at 

least ten more reports, we are not going to take 

any breaks unless someone -- do we want a 

two-minute break to get coffee or do we want to 

keep going? 

DR. ANDERSEN:  Keep going.  Individual 

decision. 

DR. BELSITO:  It would be nice in the 

future if coffee were provided in this room as 

well. 

DR. ANDERSEN:  That would be useful. 

DR. BELSITO:  Point well taken. 

SPEAKER:  You want some black coffee? 

DR. BELSITO:  That would be nice.  Yes, 

4-chlororesoreinol is the re-review.  Okay. 

We looked at the hair dye in 1996.  It 

was popular.  It's increases have actually gone 

up 210, maximum concentration 0.005 to 2 percent, 

which was before -- do we need to reopen?  I said 

no. 

SPEAKER:  I concur. 



DR. BELSITO:  Paul? 

DR. SNYDER:  Just a second.  I've got 

to get there. 

No, do not reopen. 

DR. BELSITO:  Curt? 

DR. KLAASSEN:  No.  No problem. 

DR. BELSITO:  Okay, so we're not 

reopening it.  Sodium lauriminodiproprionate and 

related ingredients.  This is the pink.  Last 

meeting we agreed to reopen it based on new data 

submitted to industry.  We also agreed that the 

available data were sufficient to address the 

safety of the aminodiproprionic acid and disodium 

lauriminoproprionate. And so we've got this pink 

book here.  We also had agreed that we're getting 

rid of the a-mino, but that's no longer an issue 

here, it's been done, right, so. 

DR. ANDERSEN:  Not a part of this. 

DR. BELSITO:  So, basically, what we're 

really being asked to do, since we came to the 

conclusion, is to look at a discussion that 

supports our conclusion.  We said there were data 

gaps, the available data were sufficient, data 

gaps with the ingredients, but if they were 



used -- so, we had two boilerplates on data gaps.  

Is there -- as Alan said before, is there anything 

here that we need to point out that we were 

concerned about or why we weren't concerned? 

We have some information on metabolism.  

We have some repeat dose toxicity percutaneous.  

We have reproductive.  We have geno but no 

carcinogenicity.  Irritation and 

sensitization -- 

DR. LIEBLER:  So, I agree with the 

conclusion.  I didn't come up with anything that 

I felt would need to be included to expand the 

conclusion or the discussion. 

DR. SNYDER:  No reason to think that 

impurities for proprionate would be different 

than diproprionate under method of manufacture?  

DR. BELSITO:  Thank you, Monice. 

DR. SNYDER:  Because that was one of our 

data needs previously, right? 

DR. BELSITO:  Yes, impurities. 

DR. LIEBLER:  Well, so, it says the 

commercial price is approximately 30 percent 

solids, contains about 25 percent sodium 

laurimino dipropionic and 5 percent sodium 



lauramino.  So, it's 5 percent of 30 percent, 

right? 

DR. ANDERSEN:  But that supplier should 

find that (inaudible) cosmetics industry -- 

DR. LIEBLER:  Right. 

DR. ANDERSEN:  -- because we've said 

lauramino, it's insufficient data. 

DR. LIEBLER:  Yeah, right. 

DR. ANDERSEN:  It's a true statement.  

And use concentrations are a tad lower.  So, even 

if there were trace impurities, I'm not sure 

there's -- 

DR. SNYDER:  Okay, I just think we need 

a discussion to capture that because we did ask -- 

DR. ANDERSEN:  Yes. 

DR. SNYDER:  We did declare it as 

insufficient --  

DR. LIEBLER:  Let's simply say that the 

panel noted that sodium lauramino dipropionate is 

a possible contaminate, although this 

institution found -- some insufficient, the panel 

has already found.  I'm getting punchy. 

DR. BELSITO:  Well, I mean, I guess the 

only issue there is you say they're low because 



we don't have any reported uses for the 5 

leave-ons that pop up as dermal contact in the 

VCRP, but the reported uses we have in 1995, 

potentially for those 5 products, were 5 to 10 

percent.  So, I guess I have a little bit of a 

problem there because someone's reporting it to 

be used.  When Carol or whoever went out to get 

concentrations of use, she got no data reported, 

but the last time we did it, 16 years ago, we're 

getting 5 to 10 percent in that category.  And I 

know our categories have changed. 

Julie? 

MS. SKARE:  Carol told the other team 

that the concentration of use survey is still out 

in the field, it's not back yet, so, that question 

still needs to be clarified, but we expect that 

there's going to be low concentration of use for 

the dipropionate monosodium, and we don't know 

yet about the other two, the acid and the disodium, 

but we're anticipating that that's going to be low, 

as well, and not nearly what's previously 

reported.  But that's not yet available. 

DR. BELSITO:  Okay, so, this is 

(inaudible), so insufficient for concentration 



of use in leave-on products. 

DR. LIEBLER:  Yes. 

DR. SNYDER:  Well, and then the impurity 

issue because we were going to justify the absence 

of impurities based on the low concentration of 

use, right? 

DR. BELSITO:  Okay, so, insufficient 

for --  

DR. SNYDER:  Concentration of use. 

DR. BELSITO:  Concentration of use in 

dermal leave-ons and insufficient for impurities 

in the dipropionate.  We can always say that, and 

if we find the leave-on concentration is very low 

and we don't have impurities data, we can always 

say that we're not that worried about it because 

of the low concentration.  Is that where we're 

going? 

DR. SNYDER:  Correct. 

DR. LIEBLER:  And the impurities were 

really interested in -- there's a study in 

lauramino, right? 

DR. SNYDER:  Yes, right. 

DR. BELSITO:  Lauramino. 

DR. SNYDER:  Right. 



DR. BELSITO:  Right, typically, given 

the comment on Panel Book page 14, that it could 

be up to 5 percent. 

DR. SNYDER:  Yes, right, exactly. 

DR. ANDERSEN:  Yes, I didn't read that 

sentence as suggesting impurity.  I read that 

sentence as suggesting that's a product 

formulation. 

DR. LIEBLER:  Oh, okay. 

DR. BELSITO:  Yes, because it says 

approximately percent solids, and it's 25 of this 

and 5 percent of that. 

DR. ANDERSEN:  And that's -- 

DR. LIEBLER:  Well, it's under 

impurities. 

DR. ANDERSEN:  Yes. 

DR. LIEBLER:  So, I'm thinking 

impurities, might have read that, so. 

DR. ANDERSEN:  Likewise. 

DR. LIEBLER:  Anyway, we need just need 

a clarification on that.  Obviously, that's 

something that could be addressed. 

DR. BELSITO:  Yes. 

DR. ANDERSEN:  Certainly clarified.  



I'm just wondering whether tabling it because, in 

a way, it's disingenuous to say, gee, we want data 

that we know that the council is in the process 

of developing. 

DR. ANSELL:  Yes, I mean -- 

DR. ANDERSEN:  Waiting for it, it's just 

wait for it. 

DR. ANSELL:  Okay. 

DR. BELSITO:  Yes, but if we table it, 

doesn't that slow down the process, whereas if we 

go insufficient because we get to the next time, 

we have a final. 

DR. ANSELL:  But there was -- 

DR. ANDERSEN:  You have to come back, 

I think, at some point. 

SPEAKER:  Yes. 

DR. BELSITO:  Why? 

DR. ANDERSEN:  Because you've not 

issued it yet as to table it. 

DR. BELSITO:  But if we issue it as an 

insufficient -- 

DR. ANDERSEN:  Oh, I see what you're 

saying. 

DR. BELSITO:  Yeah. 



DR. ANDERSEN:  Had it been sufficient -- 

DR. BELSITO:  Right. 

DR. ANDERSEN:  Get the data, you can 

go -- 

DR. BELSITO:  Go file. 

DR. ANDERSEN:  Ah. 

DR. BELSITO:  Don't get the data, we 

don't file.  Whereas if we table it, then we don't 

get the data, we're insufficient, and we're then 

going out to -- 

DR. ANDERSEN:  Yes. 

DR. ANSELL:  Yes, but there was never 

any expectation that you could have the data for 

this meeting.  So, the question is:  Why is it here 

at all? 

DR. BELSITO:  I don't know. 

DR. ANSELL:  That's the -- 

DR. BELSITO:  Well, I mean, if we're 

going to get the data, Jay, in three months, then 

what are you worried about if we go insufficient? 

DR. ANSELL:  Why not start everything 

at green then?  It's just procedural.  There's a 

certain amount of time it takes us to turn these 

around.  This came up in June.  We went out 



immediately for July.  It shows up in September, 

and there never could have been any expectation 

that that data would have been here.  I guess I 

throw this back to staff as to -- 

DR. ANDERSEN:  Somehow, it doesn't seem 

fair that there's a penalty linked to the speed.  

It's what's concerning me at this point.  And it 

seems like declaring it insufficient is saying 

something negative, when Jay's right, there's no 

way that that there's no way that those data -- no 

way, but -- 

DR. ANSELL:  Right. 

DR. ANDERSEN:  In what we know of the 

responsiveness that Carol surveys, chances are, 

we weren't going to have those data.  It's not a 

big setup. 

DR. LIEBLER:  Well, I would table it. 

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

fine.  All I'm saying is then why did it get on 

the docket when we're already overwhelmed with 

material, number one.  Number two, we've been told 

that the PCPC is pushing us to do more and more -- 

DR. ANDERSEN:  That's the other point. 

DR. BELSITO:  And I would like to go on 



the record as saying this was -- 

DR. ANDERSEN:  Too much. 

DR. BELSITO:  -- too much. 

DR. SNYDER:  Yes, I second that. 

DR. ANDERSEN:  Well, I thought it might 

have been, but -- 

DR. BELSITO:  So, we're going to table 

this, and there's no discussion on the table, so, 

the reason, we don't even have to say why we're 

tabling it, really. 

SPEAKER:  Yes. 

DR. BELSITO:  Table it to give more time 

to get the data we need. 

Okay, glutaral.  In June, we reopened 

the safety assessment because we learned that 

there were actually some leave-on products that 

had it as an impurity, and 6 times 10-6 percent.  

In our prior data, there were insufficient for 

leave-ons, but we wouldn't be concerned about 

that level.  And, also, NTP inhalation toxicity 

study showing inhalation was not a risk, and, so, 

now we have this pink document, and basically 

saying that it's safe as used when the present is 

an impurity, and I guess the question is:  Since 



we have NTP data where inhalation is not a risk, 

why are we now saying in conclusion that it's 

unsafe for use in aerosolized products? 

DR. SNYDER:  I have changed to safe for 

use in leave-ons and aerosolized in my note. 

DR. BELSITO:  What?  I mean, actually, 

we don't have any reports of it being used in -- no, 

we have no reports of it being used in health 

products, right?  Table two, incidental 

inhalation exposure spray, I guess we have one 

from the FDA. 

DR. ANDERSEN:  Yes, if you look at page 

6 of the report, Panel Book page 16, the study 

findings were not negative. 

DR. LIEBLER:  Right. 

DR. ANDERSEN:  Repeated exposures, 

upper respiratory track damage in mice.  So, I 

think the inhalation tox data are not totally 

clean. 

DR. LIEBLER:  Right. 

DR. ANDERSEN:  Which is what led to that 

conclusion.  We've got negative data on 

respiratory sensitization.  Look at report page 

7, Panel Book page 17, third paragraph, which is 



a rat inhalation study, .025 up to .1 PPM glutaral 

daily for 5 days a week.  The study concluded 

that -- 

DR. BELSITO:  Fibrotic effects. 

DR. ANDERSEN:  Yes, glutaral in rats 

causes fibrotic effects under exposure similar to 

occupational threshold limits. 

DR. ANSELL:  So, has this been reopened? 

DR. BELSITO:  Yes. 

DR. ANDERSEN:  Yes.  It was reopened -- 

DR. ANSELL:  Can we close it? 

DR. ANDERSEN:  Well, the problem is that 

there were insufficient data for leave-on 

products, and you guys didn't like that. 

DR. ANSELL:  Yes, but we're -- 

DR. ANDERSEN:  Trying to fix that. 

DR. ANSELL:  Yes, since confirmed that 

there aren't any numbers. 

MS. BURNETT:  FDA updated us this 

morning to their six leave-on products.  There are 

a total of 14 uses and 6 of which are in the 

leave-on products.  That was in the other session 

this morning. 

DR. ANSELL:  So, I guess my note isn't 



this morning, but Don had checked after the last 

meeting and that we checked with the two companies 

who were reporting leave-on products and both 

told us they do not currently sell leave-on 

products containing glutaral.  So, I suppose we'd 

have to go back and check with the newest ones now. 

DR. SNYDER:  So, would the aerosol be 

functional use of this or is it from impurity? 

DR. ANSELL:  The six of the -- 

DR. SNYDER:  Presence of glutaral in 

hair -- 

DR. ANSELL:  The 6 times 10 for the 6 

percent was as impurity. 

DR. SNYDER:  But it's not being added 

in any functional capacity, is it? 

DR. ANSELL:  No. 

DR. ANDERSEN:  Well, the use data from 

the VCRP suggested a potential use in a spray, and 

no such concentration was confirmed in the 

council's use concentration survey. 

DR. ANSELL:  I don't believe, nor are 

we actually asking to remove the -- 

DR. ANDERSEN:  The aerosol? 

DR. ANSELL:  The aerosol boiler or the 



aerosol statement, so. 

DR. BELSITO:  But how can we remove 

that? 

DR. ANSELL:  We don't want you to. 

SPEAKER:  No. 

DR. ANSELL:  I would not ask for that. 

SPEAKER:  Yes. 

DR. ANSELL:  So, that's why we don't 

think we need to reopen it to look at the NTP study, 

which goes to inhalation, because we don't -- 

DR. SNYDER:  No inhalation uses. 

DR. ANSELL:  Yes. 

DR. ANDERSEN:  And you don't care about 

the current conclusion for leave-on products 

being insufficient because there are no uses. 

DR. ANSELL:  Well, I didn't on Friday. 

(Laughter) 

SPEAKER:  Got you. 

DR. ANSELL:  And now I don't know 

about -- 

DR. BELSITO:  So, is this another 

report -- 

SPEAKER:  If, in fact, there are none -- 

DR. BELSITO:  -- we need to table, 



pending -- 

DR. ANSELL:  Well, it's difficult for 

us to -- 

SPEAKER:  It's just -- 

SPEAKER:  Yes. 

SPEAKER:  If we don't know enough to 

determine whether there are uses, I mean, it 

sounds like it's still ambiguous on uses. 

DR. LIEBLER:  I think we did. 

DR. ANDERSEN:  Well, we can save a lot 

of effort, in fact, there are no dermal, no 

leave-on uses. 

DR. LIEBLER:  Yes, right. 

DR. ANDERSEN:  And we can just not 

reopen this. 

DR. LIEBLER:  Right. 

DR. ANDERSEN:  So, I vote for saving 

effort.  Just the information we had seemed to 

suggest that there were leave-on uses, and then 

nobody cares because the concentration is so 

absurdly low.  But if those disappear, then why 

are we wasting our time? 

DR. BELSITO:  Okay, so, we're -- 

DR. ANDERSEN:  Truthfully, at this 



point in terms of the actual uses, I just don't 

know where it is. 

DR. KLAASSEN:  So, we table it. 

DR. BELSITO:  We can either table it or 

we can go ahead since industry isn't concerned and 

since it's possible that it's used at 6 times 10-6, 

then just say that it's safe as used in leave-ons, 

and that's the definition we have and 6 times 

10-6. 

DR. ANDERSEN:  Well, I think your 

options are to reopen it to make that -- 

DR. BELSITO:  We've already reopened 

it. 

DR. ANDERSEN:  You can say just 

get -- okay. 

DR. BELSITO:  No, I know we can say that, 

but if we go final with it, right, or if we table 

it, we're going to see it again at the next 

meeting. 

DR. ANDERSEN:  Yes. 

DR. BELSITO:  And, so, say we see it 

again at the next meeting, and the VCRP is correct, 

and there are six or seven uses of it, then we have 

to see it again at another meeting. 



DR. ANDERSEN:  Yes. 

DR. BELSITO:  Whereas if we go final 

right now and we say safe as used in leave-ons up 

to 6 times 10-6 percent and if there are leave-on 

uses, we're assuming that's what it used at, then 

we're done with this report.  I just want to get 

done with some things.  And, I mean, it seems like 

we're just going to -- 

DR. ANDERSEN:  I understand. 

DR. BELSITO:  -- end up tabling 

everything.  So, industry will be happy with that 

because if there are no uses, who cares?  If there 

are uses, we've dealt with it.  Okay? 

DR. ANSELL:  Could we suggest then that 

we go to our standard language, setting of a 

limitation since it's somewhat inconsistent to 

the safe under current conditions? 

DR. BELSITO:  Oh, let's -- 

DR. ANDERSEN:  That's what he meant. 

DR. BELSITO:  That's what I meant, yes.  

Use the boilerplate language.  I mean, it's too 

late for me to remember what that is at this point. 

DR. ANDERSEN:  Yes. 

DR. ANSELL:  No, no, it was just 



the -- okay. 

DR. BELSITO:  I just don't want to table 

another document.  I mean, we can clarify whether 

it's used or not, but right now, we're being told 

it is. 

DR. SNYDER:  And it becomes problematic 

though, because if it is used, then we're -- 

SPEAKER:  Stuck. 

DR. BELSITO:  No, because we're saying 

it's being used -- 

DR. SNYDER:  And if it's used at 

different -- 

DR. BELSITO:  -- at 6 times 10-6. 

SPEAKER:  They're different, right. 

DR. BELSITO:  Well, if it's 

"different," then that's not the information we 

had in this document, and we need to go back and 

reissue a different conclusion. 

SPEAKER:  My concern is I don't think 

we know what the concentration uses really are.  

DR. KLAASSEN:  We don't. 

DR. ANSELL:  So, we're going to open it 

to endorse the existing language without 

modification? 



DR. BELSITO:  No.  Its existing language 

says -- 

DR. ANSELL:  Unsafe in leave-ons and -- 

DR. BELSITO:  Unsafe is aerosols and 

insufficient in leave-ons? 

DR. ANSELL:  Yes, oh, I'm looking at the 

new report document. 

DR. BELSITO:  The new conclusions -- 

DR. ANDERSEN:  Line one is.5 percent for 

rinse-offs, insufficient for leave-ons, unsafe 

for aerosol use.  And it was the industry petition 

to reopen it is how it started. 

DR. ANSELL:  Okay, got it.  Leave-on 

products, glutaral when present as an impurity. 

MS. WEINTRAUB:  For us, we're also 

trying to track down how old the uses are that we 

have.  So (inaudible) hear back, we'll let you 

know. 

DR. ANSELL:  We're not exactly sure 

where the 6 times 10-6 came from. 

MS. BURNETT:  That was the -- 

SPEAKER:  Hair coloring. 

DR. BELSITO:  Hair non-coloring, yes. 

MS. BURNETT:  Under "Data," the last tab, 



there's a memo from July 20 from the council that 

gives the concentrations. 

DR. BELSITO:  Okay, so, Dan, Curt, Paul, 

table it, move it on and say current conclusion 

is fine? 

DR. LIEBLER:  I prefer that option 

because I think it minimizes the chance that we'll 

see this repeatedly.  It doesn't sound like it's 

going to be worth our attention.  We'll have to 

come back -- 

DR. SNYDER:  Do not reopen. 

DR. LIEBLER:  -- multiple times or we 

could say don't reopen. 

DR. SNYDER:  Well, I mean, reopens are 

always kind of we're going to take a look at the 

data and then make a formal decision whether we're 

going to chance the conclusions.  If we don't and 

we don't really have the data we need -- 

DR. BELSITO:  Well, I don't know.  When 

we looked at it, were we being told that it was 

used in leave-ons?  I guess we must have, which 

is why we said insufficient. 

DR. SNYDER:  Yes. 

DR. ANDERSEN:  The data in the use table 



circa -- 

DR. BELSITO:  Yes. 

DR. ANDERSEN:  -- 1986. 

DR. BELSITO:  Eye area, yes.  Incidental 

inhalation sprays, dermal contact. 

DR. ANDERSEN:  Clearly, most of the use 

was in non-coloring hair care products, but the 

uses did not go to zero for dermal contact.  Now, 

those may or may not be real as someone pointed 

out. 

DR. BELSITO:  Yes. 

DR. ANDERSEN:  They may be elderly and 

no longer representative or they may be -- what 

we do know is when the council went out to look 

at the one category that folks are owning up to, 

which is the rinse-off use in non- coloring hair 

care products, what they found out was that this 

isn't actually present as a real ingredient, it's 

there as an impurity. 

DR. BELSITO:  Yes. 

DR. ANDERSEN:  And that was inhalation 

on which you acted.  That's probably correct 

information.  Has the seven dermal uses gone to 

zero?  I think that's what we don't know. 



DR. SNYDER:  So, we're basically where 

we were with the last ingredient, where we just 

didn't know what the use situation was.  Until we 

know that I think we have to table it. 

DR. BELSITO:  Paul? 

DR. SNYDER:  I just don't think we need 

to reopen it.  I mean, if we have data that says 

we're going to change our conclusions from 

insufficient to safe as used, meaning that there 

are no uses in that category that would approve 

this reporting, then that's a subsequent change, 

we can move forward on that, but -- 

DR. BELSITO:  Yes, I'm sort of inclined 

to agree with Paul. 

DR. SNYDER:  We don't have that data. 

DR. BELSITO:  Just say do not reopen, 

insufficient data for leave-ons, because if, in 

fact, its presence in leave-ons is as a 

contaminant, I mean, then we're going to review 

benzene because there are benzene contaminants 

and dioxane because there are dioxane 

contaminants. 

SPEAKER:  No, no. 

DR. BELSITO:  We're not going to review 



the contaminants. 

DR. ANSELL:  To open it up to look at 

the NTP. 

DR. SNYDER:  I mean, I see the desire 

to take an insufficient off the table, but it's 

not there. 

DR. BELSITO:  I mean, I'm more 

comfortable -- 

DR. SNYDER:  And, arguably, that will 

happen through other provisions. 

DR. BELSITO:  Right. 

DR. SNYDER:  When there's zero use, the 

clock starts; after two years, those become a 

should not be used category. 

DR. ANDERSEN:  Yes, that will happen. 

DR. SNYDER:  So, I think there is a 

process for that. 

DR. BELSITO:  Don's stepping up to the 

plate.  What do you have to say? 

MR. HAVERY:  These are rather old 

sufficients for the leave-ons.  They were filed 

between 1986 and 1999.  So, whether they're still 

on the market, probably unlikely. 

DR. BELSITO:  So, I would say don't even 



fall, don't reopen with the conclusions -- 

SPEAKER:  Okay. 

DR. LIEBLER:  Based on what I just heard, 

I mean, I concur.  I just think we're wasting a 

lot of time on this one. 

DR. BELSITO:  Okay, so, glutaral -- do 

not reopen.  Jay, you're happy with that? 

DR. ANDERSEN:  Yes.  As of this 

afternoon, I'm very happy. 

DR. BELSITO:  Lisa? 

SPEAKER:  It's fine. 

DR. BELSITO:  Okay.  So, the amino 

anisole, this is a hair dye.  Okay, it's the first 

time we're look at it.  Literature survey was done, 

technical comments.  Updates to the epidemiology 

are online.  I mean, I thought it was fine, safe 

as used in a hair dye product. 

SPEAKER:  (inaudible) 

DR. BELSITO:  Right, I mean, the usual, 

functionary statements. 

DR. ANSELL:  Yes. 

DR. BELSITO:  I mean, but even then, 

surprisingly, compared to PPT, it's really not a 

sensitized there.  So, if we're going to let PPT 



out there, why are we going ban this stuff? 

DR. ANDERSEN:  I think the question 

though, and maybe Jay can frame it better than I 

can, is what's the right way to say don't form 

nitrose agents?  On page 1, Panel Book page 7, our 

language says, "Should be formulated to avoid the 

formulation of nitrosamines."  And I can't 

remember whether that's the language that the 

council likes or not like. 

DR. ANSELL:  Well, it's some language, 

although not in this report, which suggests that 

people are unaware of this and we did not like that, 

but, for some reason, it didn't pop up in this 

discussion. 

DR. BELSITO:  In the discussion, what 

we were using before was when they would be formed 

or something implying that -- 

DR. ANDERSEN:  It's implying that it'd 

have it automatically. 

DR. ANSELL:  Right. 

DR. BELSITO:  But that there would be 

formation and should not be used where nitroso 

compounds will be formed or something, and 

that's -- 



DR. ANSELL:  Monice, can you jump in? 

SPEAKER:  But what's the -- 

SPEAKER:  We don't use them. 

DR. BELSITO:  Right. 

SPEAKER:  Yes. 

DR. ANDERSEN:  What was the council's 

suggested language for the DEA amides, et cetera? 

MS. FIUME:  "Products containing these 

ingredients should be formulated to avoid the 

formation of nitrosamines." 

DR. ANDERSEN:  Sounds very close to the 

way that Christina raised it. 

MS. FIUME:  Actually, I think 

(inaudible). 

DR. KLAASSEN:  To avoid or to minimize? 

DR. ANSELL:  Okay, the language we 

objected to was the panel cautions that, "These 

ingredients should not be used in cosmetic 

products in which N-nitroso compounds are 

formed."  And we don't like the idea that 

N-nitroso compounds are formed because we don't 

sell anything with N-nitroso compounds.  And, so, 

and then Carol struck up some language which, on 

first reading, I can't tell the difference 



between this and that either. 

DR. BELSITO:  Right. 

DR. LIEBLER:  I thought the new language 

was acceptable. 

DR. ANDERSEN:  "The Expert Panel 

cautions that products containing these 

ingredients should be formulated to avoid the 

formation of nitrosamines," and that certainly 

works for me. 

DR. SNYDER:  Safe as used. 

DR. BELSITO:  Safe as used. 

DR. LIEBLER:  I have some editorial 

comments on file. 

DR. BELSITO:  Okay, anything other than 

editorial comments that Christine can pick up? 

DR. SNYDER:  So, the nitrosamine 

(inaudible) goes in as a part of the conclusion? 

DR. BELSITO:  No. 

DR. SNYDER:  It doesn't go with "when 

formulated to?" 

DR. BELSITO:  In the discussion, no. 

MS. BURNETT:  It goes in the discussion 

(inaudible). 

DR. SNYDER:  Okay, thank you.   



DR. BELSITO:  Okay, cross-linked alkyl 

acrylates.  So, the big issue here the last go 

around was products that were prepared starting 

with benzene, and we've gotten all this 

information about we should handle benzene the 

way we did in the carbomer report, that is to 

exhort industry to make every effort to reduce 

benzene to the lowest possible level.  This is 

also one of the other ones that are used in sprays, 

so, we have to deal with a new respiratory issue.  

And then we also have differences in risk 

assessments done by Ivan and the PCPC.  So, 

where's Ivan to defend himself? 

MS. FIUME:  Christina's checking to see 

(inaudible). 

DR. BELSITO:  Okay. 

DR. ANSELL:  They're not that 

different. 

DR. BELSITO:  Well, they're different 

enough that Ivan says they're not safe and you say 

they are. 

DR. ANSELL:  That's the difference.  The 

actual risk levels that come out. 

MS. FIUME:  And Ivan will explain it, 



as well, but when we looked at it, we felt there 

was a bigger lack of information as to knowing how 

much is actually in the final product or what 

happens, the prime manufacture the final products.  

But I will let Ivan talk to all of that. 

DR. BELSITO:  Okay, then why don't we 

skip the cross-linked alkyl acrylates until Ivan 

can join us?  Is that reasonable? 

SPEAKER:  Yes. 

DR. BELSITO:  Okay, and we'll move to 

the decyl glucoside.  So, again, so, I'm happy.  

The reported concentrations of use are of active 

ingredients. 

MS. FIUME:  Yes, that's what Carol has 

said.  And the decyl glucoside concentration was 

not 11 percent.  I believe it was.5.  No, 2 percent 

in leave-on products. 

DR. BELSITO:  But I saw that noted 

someplace, but then when I looked at the 

concentration here for decyl glucoside -- okay, 

so, it's leave-on, 2 percent. 

MS. FIUME:  And that is in a hair 

product. 

SPEAKER:  Yes. 



DR. BELSITO:  But then below it, it says 

eye area percent.  "Exposure type, eye area, 6." 

MS. FIUME:  That's in eye makeup remover, 

so that's not leave-on. 

DR. BELSITO:  Eye makeup removers.  How 

does a woman use an eye makeup remover?  Don't they 

usually just wipe it and then they may rinse it 

with soap and water?  No? 

MS. FIUME:  You rinse it with water. 

SPEAKER:  Water. 

MS. FIUME:  You wipe it and then rinse 

with water. 

MS. WEINTRAUB:  With water. 

DR. BELSITO:  You do rinse with water? 

MS. FIUME:  Yes. 

DR. BELSITO:  Okay.  You can see I've 

never used eye makeup.  I thought they just put 

it on a cotton ball and went like that. 

MS. WEINTRAUB:  Then you rinse it off. 

DR. BELSITO:  Then you rinse it off.  

Okay. 

DR. LIEBLER:  You mean you weren't one 

of the guys at the football games with your whole 

body painted and just one letter with all your 



buddies?  (Laughter)  

DR. ANSELL:  Yes, but you never rinse 

that off. 

(Laughter) 

SPEAKER:  Well, that rinses off with 

beer, so. 

DR. ANSELL:  That's right. 

DR. BELSITO:  Okay, so, eye makeup 

removers are a rinse-off.  Okay, thank you for 

that clarification. 

Okay, well, in that case, I mean, safe 

as used, and we have to deal with the respiratory 

issue again and penetration enhancement.  That's 

always easy to do, penetration enhancement. 

Respiration issue, what do we have here?  

We have sprays, .8, .5, .6.  Deodorants, .6, not 

reporting.  Sprays, the highest sprays, looks 

like is going to be 8 percent for lauryl glucoside.  

Is that right? 

MS. FIUME:  It looks like it fits it. 

DR. BELSITO:  So, under the cosmetic use 

section, we're going with the boilerplate that we 

developed for whatever that compound we developed 

it for.  So, a few of the ingredients are reported 



to be used on page 3, Panel Book 26.  Spray or 

powder forms, it's not known if any product 

containing these ingredients are actually sprays 

or powders.  "Particle size of aerosol hairsprays 

and pumps," that needs to be changed.  What is the 

compound that we did the boilerplate for? 

DR. LIEBLER:  I think alkyl PEG 

sulfosuccinates, right? 

DR. BELSITO:  I think.  Yes, so, it was, 

in practice, aerosols have 95 to 99 percent of 

their particle diameters and the 10 to 110 µm 

range or micron range. 

DR. LIEBLER:  Right. 

DR. BELSITO:  Therefore, most aerosol 

products are deposited in a nasopharyngeal region 

and are not respirable.  So, get rid of the 

particle size of aerosol hairsprays and pump 

hairsprays and use that language from the 

sulfosuccinate report.  And then that leaves us 

with a discussion, which hasn't been formulated 

yet, so, how do we deal with 8 percent?  Is that 

what I said? 

MS. FIUME:  Before the -- 

DR. BELSITO:  Lauryl glucoside in a 



spray. 

MS. FIUME:  Yes. 

DR. BELSITO:  That may be used in a spray.  

We're not sure. 

DR. ANDERSEN:  The 8 percent is 

definitely a spray. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  It was a hair color spray.  

The other uses that are in the potential spray 

category, we just have -- 

DR. BELSITO:  Right. 

DR. ANDERSEN:  The deodorants, the 

suntan products, we don't have a clue whether 

they're in sprays. 

DR. BELSITO:  Okay, so -- 

DR. ANDERSEN:  Zero inhalation tox 

data. 

DR. BELSITO:  Right. 

DR. ANSELL:  We have ocular data showing 

material is not irritating, the decyl.  We have 

no concern about systemic toxicity.  Non-geotoxic, 

repro. 

DR. ANDERSEN:  Really, the only hanging 

piece of information are those case studies.  



Patch-testing with decyl glucoside in patients 

who had reactions to a bunch of products was 

positive for decyl glucoside and.5 to 10 percent. 

DR. ANSELL:  So, even though that's a 

rinse-off product, the data request -- 

DR. BELSITO:  No, it has leave-on uses, 

too.  Two percent. 

DR. ANDERSEN:  But in terms of the 

leave-on uses, you've got sensitization 

testing -- 

DR. BELSITO:  Yes. 

DR. ANDERSEN:  More than adequate for 

the leave-on.  Although, the question is 

inhalation -- 

DR. BELSITO:  Right. 

SPEAKER:  Yes. 

DR. ANDERSEN:  So, everything else that 

Jay went through is not positive. 

DR. ANSELL:  But it all goes to the 

inhalation assessment. 

DR. ANDERSEN:  I agree.  Yes, again, the 

only thing that there's any kind of a flag of those 

case reports, everything else is just 

(inaudible). 



DR. BELSITO:  Well, we have no 

inhalation data. 

DR. ANDERSEN:  No inhalation. 

DR. LIEBLER:  This is another one of 

those ones where I think all the available data 

suggests to me that there's no reason to worry 

about inhalation except that we don't have an 

explicit inhalation study. 

DR. BELSITO:  Okay, so, how do we craft 

a boilerplate for this and all of the other 

ingredients that are going to fall under the same 

thing? 

DR. LIEBLER:  Right. 

DR. BELSITO:  Where there are reported 

uses that could result inhalation, where we have 

no data that gives us concern for anything else, 

but we have no inhalation tox data.  How do we 

draft that?  Do we say the expert panel waved its 

magic wand and -- 

DR. LIEBLER:  No, okay, so, actually -- 

DR. BELSITO:  -- control this without 

creating -- 

DR. LIEBLER:  I think it's systemic 

toxicity because, I mean, as Curt pointed out 



earlier, there are two ways in which an inhaled 

compound can be important.  One is it's a gateway 

to systemic and the other is, is in lung target 

organ toxicity. 

So, first of all, from the systemic 

point of view, there's not going to be enough 

absorption to the lungs to contribute to systemic 

toxicity, particularly given the systemic 

toxicities.  So, absorption to the lung, a 

systemic toxicity due to absorption, due to an 

inhalation is unlikely to be significant.  So, 

that's the first part. 

And then the second part is, even though 

despite an absence of inhalation toxicity data, 

a lack of systemic toxicity, a lack of ocular 

toxicity, and minimal -- 

DR. ANSELL:  Exposure, minimal 

exposure. 

DR. SNYDER:  This is where we need to 

know the -- we need to have our foundation of 

information based on particle size distribution 

of the category whether it's pump spray, whether 

it's a deodorant, or whether it's a aersolated 

spray so we know that we're talking less than 1 



percent or 1 to 2 percent or what it is, the 

comfort level of potential doesn't mean it is, but 

I can't -- 

DR. BELSITO:  Five percent of 8 

percent -- 

DR. ANSELL:  Or (inaudible).  I don't 

see that it's fundamentally different than what 

we do with a 90-day oral study and lack of dermal 

irritation and molecular weight all kind of 

aggregating to convince us that, you know, we're 

not concerned.  The inhalation route has 

different issues, it doesn't -- you know, first 

(inaudible) metabolism, the root of absorption, 

but I think when we look at the data and we say 

very short exposures to low concentrations absent 

irritation, absent systemic issues, I would not 

argue that we have no inhalation data.  We have 

a lot of data which you relied upon to make a 

reasonable assessment. 

DR. LIEBLER:  Well, we have the other 

types that I just mentioned that, together with 

the very brief and small inhalation exposure, 

could lead the panel to conclude that the risk of 

lung toxicity, inhalation toxicity is not 



significant. 

DR. SNYDER:  Not biologically 

condemning.  Toxicology. 

DR. LIEBLER:  So, we have this recurring 

situation, as Don just pointed out, where we have 

a compound and we have an ingredient that has 

really minimal toxicities, maybe some irritation 

on skin on some individuals, and that depends on 

the formulation and so forth.  We have no 

inhalation tox data, but there's a potential for 

some inhalation of the compound.  So, that's what 

we need a boilerplate for.  And, I mean, I'd be 

happy to try and draft some tentative language to 

work on that.  I don't think we have time to talk 

about that before we're done today, but, tomorrow, 

I don't know if we're going to have time in the 

agenda to get into that. 

DR. BELSITO:  Well, I think, I mean, we 

really need to.  I mean, this is -- 

SPEAKER:  We have to. 

DR. BELSITO:  This is going out as a 

final. 

SPEAKER:  Yes. 

MS. FIUME:  It'll be tentative. 



DR. BELSITO:  Tentative, right, but, I 

mean, we need a fairly good boilerplate for our 

discussion because it's going to be happening 

over and over again, and something that maybe we 

can cross out or add in, but what are all the 

points that we, as a panel, want to consider when 

we have inhalation exposures and there is no 

inhalation toxicities? 

So, it would, A, be nice if we could find 

for those inhalation exposures what the relevant 

particle size would be.  That would be nice.  

Certainly, breaking out inhalation exposures 

into deodorant and deodorant exposures into 

aerosol, non-aerosol would be nice.  General 

absence of other toxicologic endpoints is what I 

hear Dan saying.  Low concentration of use always 

helps, but then what's low?  Define "low." 

DR. ANDERSEN:  I mean, that's -- 

DR. KLAASSEN:  Another very important 

one is when the chemical was given orally or what 

have you, it didn't produce a lung toxicity.  I 

mean, the target organ is not liver entry. 

SPEAKER:  Lung. 

DR. KLAASSEN:  It's not lung entry. 



DR. LIEBLER:  Yes, right.  Yes, many 

classic lung toxins that are activated, certain 

furans, naphthalene, regardless of the route of 

administration, it goes to the lung and causes 

toxicity there. 

DR. KLAASSEN:  Right. 

DR. LIEBLER:  And that's what we're 

basically talking about. 

DR. BELSITO:  But I hate to be a head 

horse, a dead horse, but microwave popcorn 

heaters did not have a problem with fibrosing 

alveolitis.  So, the diacetyl, when it was 

ingested, did not create problems in the lungs. 

DR. KLAASSEN:  Well, it's probably the 

dose.  

MS. WEINTRAUB:  Sometimes, you get 

different kinds of funny reactions that occur in 

the lungs when something needs to come out. 

DR. KLAASSEN:  Oh, yes, like pouring gas.  

I mean, that's different, but what you're doing 

is producing hydrochloric acid.  Most of the 

things that produce lung entry from inhalation 

are either extremely reactive, like ozone, or 

chlorine gas, or you have the compounds that 



really are systemically toxic to the lungs, which 

they get into the lung through the blood or either 

way.  For example, some of the herbicides, and 

some of the cells in the lung metabolize the 

compound to a toxic compound with the naphthalene, 

et cetera, and that what causes the toxicity. 

So, everything that I can think of, now, 

it'd be interesting to look at the data on the 

diacetyl what really has been done in laboratory 

animals, since that was first detected in 

Missouri, but I would guess or I'd be surprised 

if diacetyl isn't being forming a -- how is that 

working probably, Dan?  Do you know? 

DR. LIEBLER:  I'm not sure. 

DR. BELSITO:  It's on allergic reaction, 

isn't it?  It's a immunologic reaction specific 

to the lung that results in fibrosing alveolitis. 

DR. KLAASSEN:  Yes, I don't know if 

anybody knows the mechanism. 

DR. BELSITO:  Right. 

DR. KLAASSEN:  I mean, a compound like 

that, you might imagine acetylating proteins -- 

SPEAKER:  Right. 

DR. KLAASSEN:  To form some immunogen 



that then triggers an immune response that leads 

to this, but I don't know if there's enough 

mechanistic information -- 

DR. BELSITO:  I don't think there is. 

DR. KLAASSEN:  -- I just don't know that.  

I haven't (inaudible) literature on that guy, so. 

DR. ANDERSEN:  Coming back though to the 

profile that Dan was trying to describe, I think 

while, I mean, this one, you may not have complete 

information, but let's say that we did recognize 

the importance of having more detailed 

information on particle size, here, we have a 

particular kind of product, a hair color spray, 

and I'd like to know what that distribution is.  

And if we knew that, that would probably inform 

a discussion, but let's then just say, for example, 

that it is in the 3 percent of the particle size 

is a respirable.  Then going down the path that 

Dan went through, we would argue that that can't 

be a significant route of systemic exposure 

because it's just too low a percentage, and that 

chemical would then be absorbed through the lungs.  

So, systemic exposure isn't the issue for that 

product. 



Now, let's look at the other question.  

What about the lung tissue itself?  And if we then 

look through what's in there and there's low 

demonstrated systemic toxicity, which is true for 

most, and I put the caveat of well, there's also 

as part of that they looked at the lungs and 

nothing was wrong, low reproductive, low geno tox, 

low ocular, and if you go down through the mantra 

of systems that were tested, and there's an 

absence of toxicant responses, then we can infer 

that lung tissue is also not going to be damaged, 

and that route, as best I can tell, is the way to 

tie it together.  Yes, it's an inference.  You'd 

like to have the actual data showing that whatever 

is inhaled didn't do anything, but -- 

DR. ANSELL:  Well, no, I think that's 

fine and we'd be happy to try to find additional 

data, but we keep talking about 3 or 5 percent, 

and as if this is 3 or 5 percent applied dermally 

or 3 or 5 percent in (inaudible).  No, it's 3 to 

5 percent of interior aerosolized to a few grams 

per cubic meter that are perspired for minutes, 

and if we start doing that with a respiration rate 

of.02 cubic meters per minute, all of a sudden, 



we're getting into background levels. 

DR. ANDERSEN:  Well, I think that, 

arguably, could be added to this mantra as a way 

of saying where's the beef? 

DR. ANSELL:  Yes. 

DR. ANDERSEN:  Yes, we haven't written 

that yet.  That's what I think people -- 

DR. ANSELL:  I also think if you start 

looking at inhalation data, it's going to be very 

complicated because you don't do an inhalation 

study where the animal isn't being exposed to 

respirable -- 

DR. BELSITO:  Okay, so, the boilerplate 

in the cosmetic use section will definitely be 

changed.  I think we're happy with that.  We're 

going to go with the safest use conclusion for 

this.  We're going to ask the CIR staff and the 

scientific committee of the PCPC and maybe 

include Dan, since he already volunteered to do 

this, but no one is going to do it tonight, to talk 

back and forth over the next however many days, 

30 days or 90 days before all of these issues come 

back to us in December, and come up with some type 

of boilerplate that we're going to deal with these 



chemicals when we have inhalation data. 

DR. ANDERSEN:  I can see Monice's 

response already.  I'm not uncomfortable with 

putting a first version of that discussion in a 

tentative document that we will issue. 

DR. BELSITO:  Sure. 

DR. ANDERSEN:  I think I can get pretty 

complete. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  And then you guys can 

polish it. 

DR. BELSITO:  Correct, that's what I'm 

asking.  What I'm saying is that we're not going 

to get there today.  I think everyone, at least 

speaking for myself, is too exhausted to be 

thinking -- 

DR. KLAASSEN:  And we've got five more 

documents. 

DR. BELSITO:  Clearly, we've got six 

more documents, Curt. 

SPEAKER:  And the aerosol discussion.  

DR. BELSITO:  And an aerosol 

discussion -- 

DR. ANDERSEN:  Which we've been having 



all along, so. 

DR. BELSITO:  -- which is really what 

we're doing. 

DR. ANDERSEN:  So, no, thank you. 

DR. SNYDER:  One last comment.  So, 

there's two footnotes here, and which I think we 

should try to eliminate it so that includes some 

(inaudible) that is not known whether or not 

reported in a product, a spray, same thing with 

deodorants.  We need to know that because I think 

that when we end up with those large percentages 

in a category that we don't know whether or not 

that truly is inhalation, could provide 

inhalation exposure.  That's one of the more 

refined data we need from this use table. 

DR. BELSITO:  Well, I think that's what 

we've been saying all along. 

DR. SNYDER:  Yes. 

DR. BELSITO:  Those product categories, 

we'd like it split out into aerosol, non-aerosol. 

DR. SNYDER:  Well, it's got to pump 

spray, whatever, yes. 

DR. ANSELL:  Well, let's take it back 

home, take it back home and talk about this.  It's 



quite possibly what we're really talking about, 

difference between 1 and 50 is a microgram. 

DR. BELSITO:  So, but wait a minute, 

let's just go back to Paul's point for a second.  

So, you would like it split three ways, aerosol, 

non-vaporized or whatever. 

DR. LIEBLER:  Non-spray. 

DR. BELSITO:  Non-spray, pump, aerosol 

non-spray.  You would like all three categories? 

DR. SNYDER:  Well, that's because of the 

data that we presented this morning.  In the pump 

spray -- 

DR. BELSITO:  Less likely, right. 

DR. SNYDER:  -- less likely, and then 

the aerosol spray is 1 to 2, but then we heard the 

deodorant is even different again because it had 

a greater proportion of the particles that could 

review less.  So, I think that we have to be 

careful.  We want to make sure we are asking 

specifically what we want from the standpoint 

of -- 

DR. BELSITO:  Okay, so, what you would 

like would be non-aerosol, aerosol pump, aerosol 

spray? 



DR. SNYDER:  Correct.  At this point.  

Okay, that's what you said. 

DR. LIEBLER:  Yes. 

MS. FIUME:  Dr. Belsito, before you move 

on, the conclusion, safe as used or safe as used 

while formulated to be non-irritating? 

DR. LIEBLER:  I'd guess the latter. 

DR. BELSITO:  Yes, non-irritating. 

DR. SNYDER:  Are you sure about that?  

Because I thought we had concentration use that 

was lower than the other (inaudible).  Is that not 

correct? 

DR. BELSITO:  Yes.  I don't know, I think 

we do have the data.  I guess what still bothers 

me at the bottom of my heart is I know that Carol 

is beating the bushes and asking them to do active 

ingredients, but when we have compounds that are 

not present at 100 percent, and, quite honestly, 

and they're irritating and that's an issue, and 

I know you're 100 percent certain that the 

concentrations of use that you're seeing in the 

studies and/or reported are the real ones, and I 

feel -- 

DR. SNYDER:  Then why do we caveat our 



conclusions as reportedly used? 

DR. BELSITO:  But this is just one more 

caveat, but our real concern is irritation.  I 

don't know. 

DR. SNYDER:  Right.  I mean, I hear you. 

DR. BELSITO:  Well, we have the data.  

If all of the data is correct, we have the data 

to suggest that as used is not sensitized. 

DR. SNYDER:  Right. 

DR. BELSITO:  And non-irritating. 

DR. SNYDER:  I just don't want to go to 

path that every report we caveat on when -- 

DR. BELSITO:  All right. 

DR. SNYDER:  Because if we'd rather have 

the data -- 

DR. BELSITO:  Safe as used. 

DR. SNYDER:  Yes. 

MS. FIUME:  So, slightly irritating is 

okay in both of those? 

DR. SNYDER:  Right. 

MS. FIUME:  And human irritation 

studies, at like percent active ingredient, 

lauryl glucoside, it was slightly irritating in 

13 patch tests.  That's a glucoside percent active 



ingredient with slightly irritating 13 percent. 

DR. BELSITO:  Let me look in my notes 

here. 

MS. FIUME:  All right. 

DR. BELSITO:  No, I had when formulated 

not to be irritating is my conclusion. 

DR. LIEBLER:  The reason I said that is 

because when I see sometimes irritating, 

sometimes it's not and it's close to the 

concentration of use -- 

SPEAKER:  Right. 

DR. LIEBLER:  Then any particular 

product could be irritating depending on how it's 

formulated.  That's why I put that in. 

DR. BELSITO:  And penetration 

enhancement in the discussion, as well. 

Okay, Ivan's here.  So, we're going back 

to the cross-linked acrylates in which the last 

time we said that data were insufficient for those 

that had a benzene derivitization, and we've got 

two margins of safety; one that Ivan put together, 

one that the scientific committee put together.  

The scientific committee is saying oh, it doesn't 

matter if it comes from benzene and margins of 



safety, so fine, and Ivan's margins of safety are 

a little bit different.  So, duke it out, guys. 

DR. BOYER:  Well, the PCPC actually 

compared their exposure estimates to a value that 

was derived what EPA states is a concentration of 

benzene in drinking water that would represent 

the 10-6 risk, and that's considered de minimis.  

And, actually, they made a statement that if you 

assume that 10 percent of the residual benzene 

ingredient volatilizes during the manufacturing 

of a cosmetic product, the body lotion, for 

instance, that, in fact, the risks, looking at it 

that way would be below the 10-6 risk level of 0 

de minimis.   

And, actually, if you do that, the 

concentration approaches the upper range of 

concentration as it represents 10-6 risk, and so, 

it doesn't look like much, it's marginally above 

those concentrations of that concentration range. 

So, what I did was to do a standard EPA 

risk assessment, calculating the upper bound 

cancer risk estimate based on standard EPA 

protocols for doing those risk assessments, and 

I used the slope factors that EPA has issued for 



benzene, and unlike almost every other substance 

that I've seen when EPA's addressed them this way, 

EPA has issued two slope factors for benzene, and 

what they want to see is a risk estimate that lies 

between the risk estimates that those slope 

factors represent. 

So, I started from scratch, I took one 

of the highest concentrations of benzene in the 

ingredient, in the polymer, together with the 

highest concentration of the polymer used in 

these products, and used these slope factors to 

calculate risk estimates.  And what I found was 

that when you look at it that way, the risk 

estimates are substantially greater than 10-6, 

20-fold higher than 10-6, 25-fold and so forth, 

and that's assuming again, conservatively.  This 

has to be considered to be a screening level kind 

of risk assessment conservatively, upper 95 

percent exposure levels.  And daily use 

throughout an entire lifetime. 

Okay, so, basically, we don't know to 

what extent the residual benzene concentrations 

in the ingredients are actually volatized when 

the products are manufactured using those 



ingredients.  PCPC has shown 10 percent, and based 

on the calculations that I did, it seems as though 

you would have to reduce that residual benzene 

concentration by 96 percent or 8 percent or so 

forth, depending on what your assumptions are, 

your exposure assumptions are. 

So, we still don't have sufficient 

information to result, to refine the risk 

assessments to show definitively that the use of 

these products at a relatively high rate would 

result in a 10-6 risk or an exposure that lies 

between that acceptable range. 

DR. BELSITO:  But did you calculate a 

level at which benzene could be present, assuming 

your calculations where the risk would be 10-6 or 

lower? 

DR. BOYER:  Yes, I calculated based on 

the assumptions, PCPC's assumptions in 

particular.  I calculated just how much of the 

benzene would have to be volatilized to bring 

those cancer risk estimates down to 10-6.  And 

we're talking about not 10 percent, but closer to 

90 percent or so.  But we don't have the data.  

Another part of this is that -- 



DR. BELSITO:  Just let me step back.  

From your calculations, do we not have the data 

to say that cross-linked alkyl acrylates that are 

derived from benzene are safe as used if the 

residual benzene contents are less than or equal 

to a certain number? 

DR. BOYER:  We do have sufficient 

information from those calculations. 

DR. BELSITO:  From your calculations -- 

DR. BOYER:  Right. 

DR. BELSITO:  -- being more 

conservative than PCPC's. 

DR. BOYER:  Being done more in 

accordance with the standard risk assessment 

protocol. 

DR. BELSITO:  Okay, so, would industry 

have a problem if we went ahead and said safe as 

used, and we could use Ivan's restrictions, which 

are more stringent than industry's, or do you 

people on the panel who are more knowledgeable 

about benzene have further concerns or less 

concerns? 

DR. LIEBLER:  So, I think that's 

actually the best you'd probably get out of me 



because my first reaction to this was the PCPC's 

SSCs or risk assessment came in a little below, 

and then Ivan's calculations came in well above 

them, and, to me, that suggests that there was 

insufficient evidence to suggest that the -- to 

(inaudible) the safety in the ingredients 

containing benzene. 

DR. BOYER:  Well, and there is an 

explanation for that.  I mean, if you'll look at 

the daily intake, it looks like a small increment.  

Actually, I do find that (inaudible) 

concentration of daily exposure, there is an 

exceedance.  But when you actually calculate the 

risk, that's amplified.  Just daily exposure that 

results in the substantial daily -- 

DR. LIEBLER:  Is that where this slope 

factor comes in? 

DR. BOYER:  The slope factor, it 

represents the risk per unit dose. 

DR. LIEBLER:  Okay.  I mean, that was 

one characteristic of your calculation.  It 

wasn't the SSC, right?  It was not in the SSC? 

DR. ANSELL:  Well, I think it depends 

on what you do with the EPA risk assessment.  They 



had a lower dose and an upper dose, a lower slope 

factor and a higher slope factor.  If you use the 

range that EPA gives as it relates to drinking 

water with a 10-6 risk, becomes somewhere in the 

middle, but we're not at the lowest or we're below 

the highest. 

I guess the question that comes though 

is:  Can we take the EPA risk assessment and start 

just using bits and pieces of it?  We have an 

extremely conservative risk assessment, but I 

don't think our numbers are substantially 

different, it's what risk? 

If we use California Prop 65, then all 

these numbers are okay.  If we use the EPA water 

number, they're not okay.  So, what do we consider 

to be appropriate in this case?  The staff 

estimate would qualify pharmaceutical grade 

materials, which the USP establishes at.2.  So, 

it's what do we consider acceptable, the numbers, 

whether they range from 10-6, 7.2 times 10-6, or 

2.7 times 10-6, absent some idea of what 

ultimately is acceptable becomes very 

problematic.  And these are all, we felt, 

reasonable estimates. 



DR. LIEBLER:  All "reasonable 

estimates." 

DR. ANSELL:  I don't know how you -- 

DR. LIEBLER:  Right.  I mean, you're 

making relatively small differences in the 

beginning assumptions, you've basically between 

the SSC and Ivan's, you essentially have done 

several similar slight different variations of 

these calculations, and, to me, you still come out 

around this limit, which is the EPA intake, and, 

to me, you keep coming out around this limit, more 

it gets above the limit than below the limit.  

That's what bothered me.  That's where I came out 

on this, right, because I realize you can fill 

with this how much evaporates during preparation 

of the product versus how much is absorbed, et 

cetera, which slope you use, all those things.  To 

me, if I step back and look at it, I say most of 

these estimates are coming in slightly below or 

somewhat above that value that was used as a 

reference for unacceptable, and since most of 

those calculations come above that, I came to the 

conclusion that there's insufficient evidence to 

support the safety of the product that uses that 



material with benzene in it. 

DR. BELSITO:  Okay, so, your argument 

is because Ivan's would further lower the number 

and that scientific committee for PCPC came at a 

higher level of benzene contamination that still 

would be safe within or insufficient.  So, I 

understand what you're saying there, but for the 

purposes of argument, are you uncomfortable that 

even Ivan's assumptions could be wrong and, 

therefore, we would, using his calculations, if 

we set a limit of benzene in those products that 

we still might be too high with the benzene? 

DR. LIEBLER:  I hadn't even thought 

about that. 

DR. BELSITO:  See, my point was 

saying -- 

DR. LIEBLER:  Yes. 

DR. BELSITO:  Safe as used in using 

Ivan's calculations to set benzene limits in 

those alkyl acrylates that are benzene-derived. 

DR. KLAASSEN:  How are you determining 

here the daily benzene exposure? 

DR. BOYER:  Okay, we have data actually 

from the survey which point like PCPC's as far as 



the daily usage of body lotions. 

DR. KLAASSEN:  Okay. 

DR. BOYER:  And body lotions are, in 

fact, a product that have the highest afforded 

concentration of polymer in the survey.  So, we 

used that plus the concentration was the higher 

concentration of benzene in the polymer to 

estimate the daily exposure to benzene.  And what 

PCPC -- he did at that point was to compare that 

daily exposure to the daily exposure that you 

would get from drinking water if you used the 

highest drinking water concentration with 

benzene in EPA's range that represents 10-6 risk.  

And that range actually originates from slope 

factor. 

DR. KLAASSEN:  Right. 

DR. BOYER:  So, what I did, and, again, 

EPA has two slope factors for benzene, and what 

I did was use both of those slope factors and 

actually calculate the risk, which is typically 

what FDA does, typically what EPA does, other 

regulatory agencies do.  They'll do a risk 

assessment, they'll estimate cancer risk.  It 

minerally is an upper bound risk; it represents 



at most what the risk might be.  It could very well 

be that any actual risk lies well below that, but, 

often, it is the basis for making regulatory 

decisions. 

DR. KLAASSEN:  Yes, okay. 

DR. BOYER:  Okay, so, we took the dose 

of the allowable concentration, which would be 

calculated from the range that EPA provided, and 

it was 2 to 20, and our calculation comes in at 

12.  And felt that based on the typical reported 

concentration of benzene, not the actual loss, 

and felt that if this represented a worst 

case -- it assumed no material was going to be lost 

during processing, it didn't look at the exposure.  

It looked at the exposure, but it didn't assume 

that any material was lost, although we used the 

typical concentration and not the specification, 

which was.4 and not.5, and figured that if it came 

in between 2 and 20 and we came in at 12, based 

on the EPA risk assessment that going through and 

taking an extremely conservative risk assessment, 

which is already a linear model, already has 

something approaching 100,000-fold safety factor 

in it, that we probably didn't need to go farther.  



If we do need to go farther, I would argue that 

the benzene concentration has to be based on 

exposures and not the amount of raw material. 

SPEAKER:  Well, the problem is that the 

12 micrograms per day is based on the assumption 

of a 50th percentile exposure to the lotion, 

whereas typically, the starting point for a risk 

assessment is the 90th percentile, and when you 

do it that way, the daily exposure exceeds 20 

micrograms per day. 

DR. KLAASSEN:  This is a difficult thing.  

Risk assessment isn't the real science.  When you 

do science, you have to use data within the points 

and you don't extrapolate almost nothing, and 

this is unfortunately what we are doing in this 

country at this time.  So, I guess my 

toxicological feeling is that there's absolutely 

no problem here.  And I would put this on my skin 

and my grandchildren's skin and everybody else 

forever and don't think I have problem. 

But where the real problem is, is the 

potential public perception, just like we had 

with arsenic on Dr. Oz last week, that with 

arsenic, those of you -- and, again, this is 



trying to -- this whole risk assessment business, 

you get to the feeling and the public gets to the 

impression that this number is real, and it's not 

a real number, it's a hypothetical number, and 

just as Ivan said, it could be off by 1,000-fold.  

And -- but how do you come to grips with all of 

this?  And especially from a cosmetic standpoint, 

but with public relations standpoint, we are 

letting people put this stuff on their baby's skin 

after they take a bath, yet we wouldn't let them 

drink it or have it in the bathwater.  Right?  Can 

you see this on Dr. Oz? 

DR. ANSELL:  Yes, although what goes on 

in the press, I mean, has no bearing on -- if we 

take California's number instead of the EPA's 

number, we'd come up with a completely different 

answer. 

DR. KLAASSEN:  So, what do they use? 

DR. ANSELL:  10-5. 

DR. KLAASSEN:  Oh, they go 10-5 instead 

of 10-6? 

DR. ANSELL:  Right.  In which case, 

everything would have been fine.  We felt that 

using the EPA was just one example.  But that's 



really the issue, so I'd be happy with some 

conclusion that manufacturers are aware of it and 

they should control to the minimum amount 

consistent with GMP's.  We could try to calculate 

a number, but you're going to end up in the same 

place as for what model you're going to use.  I 

mean, there's a lot of disagreement that this is 

the right model to begin with.  I mean, EPA uses 

it because it's hyper conservative. 

DR. BELSITO:  Right, but, I mean, so 

that's getting back to my point.  I mean, you used 

a less conservative model that would allow us to 

just simply come out and say safe as used with, 

what is it, 5 percent benzene that's been reported 

potentially in the products up to 5 percent? 

SPEAKER:  .5 percent. 

DR. ANSELL:  .5 percent. 

DR. BELSITO:  .5, okay.  So, it's been 

a long week, a long day, a long month.  Ivan has 

come up with the most conservative estimate that 

if these products contained what level did you 

assume? 

DR. BOYER:  We did it with.41 percent 

and the.5 percent. 



DR. BELSITO:  But if you backtracked 

your calculations, how much could be in there and 

still be safe? 

DR. ANSELL:  Well, you'd have to reduce 

it to.02. 

DR. BOYER:  That sounds right. 

DR. BELSITO:  .02. 

DR. KLAASSEN:  From 0.5 to 0.02? 

DR. ANSELL:  Right. 

DR. BOYER:  Right. 

DR. ANSELL:  Right, but we don't 

think -- 

DR. KLAASSEN:  Which is probably not 

easily done. 

DR. ANSELL:  Well, or not relevant 

because what we wanted to do was absent processing, 

absent any of that stuff, just doesn't look okay, 

and we felt that that was our worst case scenario.  

We didn't start cherry-picking the EPA risk 

assessment.  And, so, if you want to come in and 

argue that the 10-6 risk at the user level is 

acceptable, I mean, I think we would look at that.  

Well, I'd have to find out what that number comes 

out to be, but that's what we've done in the past. 



DR. BELSITO:  Well, but that's what Ivan 

is saying, that a 10-6 risk at the user level the 

way that EPA and he would do the calculations 

is.02 percent. 

DR. ANSELL:  No, that's what would be 

in the raw material.  It would not result -- 

DR. BELSITO:  Right. 

DR. ANSELL:  What I would like to do is 

if the panel believes the 10-6 is the right number 

and can agree upon a model, then we would 

calculate from that the amount of exposure that 

a person would be allowed per day.  And then put 

it to the manufacturer to process the material 

accordingly, but not go back to the raw material 

and saw the raw material has to be at.02 because 

the USP grade is.2. 

DR. BOYER:  Well, the USP is based on 

the application of topical medications and so 

forth, so the exposure, the amount that one's 

exposed to, is going to be very different.  So, 

I mean, I actually did the risk assessment on 

theirs, assuming that someone would use that kind 

of medication as they would a body lotion, and the 

risk estimate comes to about 2 times to the -6, 



and I think it's clear that simply taking into 

consideration the smaller amounts that someone 

would use even on a daily basis, that you're below 

that 10-6 threshold. 

DR. BELSITO:  Well, it could be used in 

multiple products several times per day.  We're 

not talking about an OTC, where you're not likely 

to use an antibiotic ointment, different 

antibiotic ointments all over the body several 

times a day. 

DR. ANSELL:  Well, our suggestion to 

resolve this would be to put in a proviso that when 

formulated, 2 percent less than 10-6 risk to the 

user. 

DR. BELSITO:  But you can't do that, Jay.  

So, I'm Proctor & Gamble and I have formulated 

product X to propose less than 10-6 risk of user, 

and I'm another company and I formulated another 

product that's going to be used at the same time 

on the same individual and my product poses less 

than 10-6.  But when combined, the two products 

used together on the same individual now have a 

risk greater than 10-6, also, so -- 

DR. ANSELL:  How does setting any 



specification result in that problem? 

DR. BELSITO:  Because I think if we use 

Ivan's calculation, is based off of maximum daily 

use of cosmetic product in a high-end user, no? 

DR. BOYER:  Correct.  Well, the other 

way to approach this is to obtain that data that 

would be needed to -- the uncertainty in the risk 

assessment -- 

DR. BELSITO:  Yes. 

DR. BOYER:  -- to refine the risk 

assessment using more reasonable estimates. 

DR. SNYDER:  I think that's a good point.  

I think that's where we're at.  I think we're at 

the same conclusion we were last time.  I think 

it's still insufficient with benzene -- 

SPEAKER:  Right. 

DR. SNYDER:  -- manufacturer of the 

(inaudible).  I think for the others, were safe 

as used, but for the benzene (inaudible) I think 

we're -- I mean, I don't think we want to push to 

unsafe.  I don't think that's where we want to go, 

but I do think that we are insufficient because 

I think there's just too many uncertainties, and 

the best we can do is to say insufficient. 



DR. LIEBLER:  It's insufficient because 

the risk assessment simply does not resolve the 

question. 

DR. SNYDER:  I mean, I think we're just 

chasing our tail here and (inaudible). 

DR. ANSELL:  Yes, but if I come back and 

say.04, is that.2?  I'm not sure that it's going 

to resolve the question as it relates to the 

uncertainty of the risk assessments? 

DR. LIEBLER:  But you can't come back 

and say that because that's not what the 

concentration is in the ingredient.  We've been 

given a range of concentrations, and the 

ingredient goes up to.41 percent. 

DR. ANSELL:  Well, suppose we were to 

say.2 is safe.  I mean, that's ultimately where 

we're trying to go, is some number.  And it's how 

are we going to judge that number? 

DR. BOYER:  Well, if you base it on a 

(inaudible) level assessment that is entirely 

based upon very conservative exposure 

assumptions, then you can set a level that you're 

fairly certain does 5 represent over 10-6 risk?  

If you can refine that risk assessment, refine the 



exposure assessment, you may be able to go up a 

little bit higher.  It really is a matter of just 

how much uncertainty you're willing to commit 

with as risk manager. 

DR. LIEBLER:  There's so much 

uncertainty in all of these.  When you just tweak 

a few (inaudible) you've got about four 

tweak-ables that we've talked about so far that 

I can recall, and, you know, if you let any of 

those five at a half or five whole, and you can 

make this number move around quite a bit.  So, I 

think, to me, that suggests that anyway you do 

this risk assessment, you come out close to an 

area where you're uncertain about the safety, and 

as long as that's the case, we are insufficient. 

SPEAKER:  All right. 

DR. SNYDER:  Yes, I mean, the whole 

discussion is leading me toward an area of not 

very high confidence in the safety conclusion of 

the risk assessment. 

DR. KLAASSEN:  Do we have, and I don't 

know, have we ever used this type of a carcinogen 

risk assessment for a chemical and have this 

problem?  For the cosmetic ingredient review? 



SPEAKER:  No. 

MS. FIUME:  We haven't done a risk 

assessment.  In carbomers, which is what industry 

asked us to look at, is it refers back to the EPA 

safe level and says, for example, that EPA has 

established for drinking water that 10-6 risk 

level for cancers between 1 and 10 micrograms per 

liter.  But now with using those numbers in our 

risk assessment, then we're looking at how we can 

shift them. 

So, as the writer sitting here and not 

the expert, I mean, everything I'm hearing is if 

we move this number or if we assume this much is 

volatilized, and that was one of the problems when 

CIR was looking at the risk assessment, is we 

don't know how much is in the finished product.  

Assumptions were made on what happens during the 

manufacture, and that's not been measured.  We're 

asked to use this number, but then when it's 

skewed, well, here, let's look at a different 

number.  So, I think what the panel is saying -- 

DR. SNYDER:  I think in our previous 

(inaudible) we had better numbers, we had more 

certainties as to what -- 



MS. FIUME:  For the carbomer? 

DR. SNYDER:  No, for -- 

MS. FIUME:  Other things, yes. 

DR. SNYDER:  -- the risk assessments. 

DR. BOYER:  And, you know, the other 

problem is if you do a risk assessment and the 

number's clearly above 10-6 or clearly below, 

there's really no issue.  It's fairly easy to 

answer that question, but in this case, in that 

range, you've got some values, some estimates 

that are right above that range and some within 

the range.  So, that's why this is a little bit 

more difficult. 

DR. BELSITO:  Okay, so, what I am 

hearing is, again, Curt saying insufficient, we 

just don't have the dataset skills that we need 

to assess the relative level of safety in benzene. 

Curt, what are you thinking? 

DR. KLAASSEN:  Well, I have mixed 

emotions on this one.  I guess I would, first of 

all, like to know what dose people really are 

being exposed to.  I mean, what you're doing is 

taking the number from your manufactured product 

and how much of that is really in the product that 



you put on the skin?  We don't know. 

And, secondly, what you put on the skin, 

how much gets into the blood of the person?  We 

don't know.  So, I mean, I think all of those could 

be refined. 

Now, my real problem is -- 

DR. BELSITO:  But then if it needs to 

be refined, the data is still insufficient.  So, 

it's insufficient for how much gets on and how 

much gets absorbed. 

DR. KLAASSEN:  Right, so, that's 

insufficient.  Now, I question if we should use 

an EPA risk assessment model for cosmetics period.  

I mean, there is a huge question right now if this 

linearized -- well, there has been since it was 

started, this linearized, multistage model that 

EPA uses should be used for anything, including 

for the EPA.  And this is really based on the fact 

that everybody thinks that radiation cancer is 

linear down to one molecule, in essence, and now 

it's turning out that a person that got a Nobel 

Prize for this many years ago with radiation, that 

even his data shows that that's not true. 

So, this whole thing is evolving and 



will continue to evolve, but it is being used by 

EPA at the present time for drinking water and for 

a number of other things.  This is going on and 

on.  But, at the same time, our legislators are 

saying that if we want to have an economy, we can't 

have all of these ridiculous regulations, so. 

DR. LIEBLER:  That's the TEA group, Curt.  

I think you're getting ahead of yourself.  

(Laughter) 

DR. ANSELL:  Well, EPA is now having an 

enormously hard time getting these estimates 

through IRIS because the assessments are 

routinely coming in with acceptable exposure 

levels below (inaudible) care, below 

background -- 

DR. KLAASSEN:  But it's a tough one, but 

I think we can go with the insufficient. 

DR. BELSITO:  Okay, so, that's where 

we're going.  I think we need to cut out the 

further discussion -- 

DR. KLAASSEN:  I agree. 

DR. BELSITO:  -- on this at this point.  

So, insufficient data for benzene concentrations, 

what we would like to know would be how much 



benzene is actually in the trade product, how much 

gets absorbed through the skin, and all of this 

information that allows us to not really be able 

to do current risk assessments. 

Okay, decyl glucoside, we've done DEA 

and related DEA containing amines or continuing 

ingredients.  So, back in June, tentative safety 

assessment for DEA, 17 DEA salts.  The revised 

conclusion, this was necessitated based upon 

insufficient data for the lauraminopropionate 

acid, part of DEA lauraminopropionic.  So, that 

made 16 safe as used and 1 insufficient.  No one's 

really changed that finding.  The only 

significant comment we received was how to phrase 

the nitrosamine.  We've already had that 

discussion. 

So, safe as used when formulated to 

avoid -- what's the language?  To prevent 

production? 

MS. FIUME:  Reformulated to avoid the 

formation of nitrosamines. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  And the suggestion was to 

remove DEA lauraminopropionate? 



DR. BELSITO:  Yes. 

DR. LIEBLER:  Which I'm fine with. 

MS. FIUME:  If that happens, is that a 

substantive change? 

DR. BELSITO:  I thought we had agreed 

to remove it last go around. 

MS. FIUME:  No, actually, if you look 

in the transmittal, I pulled the information from 

the transcript where the discussion said to keep 

it.  It's on the last two paragraphs of the 

transmittal page. 

DR. SNYDER:  It's okay in.   

DR. BELSITO:  It's okay in? 

DR. SNYDER:  That's what we said. 

DR. BELSITO:  But we just said that 

lauraminopropionate, if data is insufficient, 

and in another report, we just did today, 

sulfosuccinates. 

DR. LIEBLER:  Right.  So, this is one 

that should have been pulled out because the DEA 

part is what we're interested in this group.  

Lauraminopropionate is meant to be like myristate 

or stearate or one of those, but it's really not.  

I mean, it's quite chemically distinct; it's got 



the secondary amine in the middle of the chain.  

And it by itself is insufficient. 

So, I can't answer the question of 

whether or not it's a substantive change or not.  

I'm not sure what that means in the context of this 

panel still, so I don't know if I'm the person to 

say that.  I think it's chemically dissimilar 

enough that it doesn't belong.  And I don't know 

what that does for the process. 

DR. BELSITO:  Well, I guess because 

required that we go out for another comment period 

because it could be that there is someone who's 

interested in having DEA lauraminopropionate 

safe as used and they didn't contribute any 

additional data because their assumption was that 

we're going to go as a safe as used.  So, I guess 

it's an amended conclusion.  We're removing DEA 

lauraminopropionate, we're going safe as used 

when formulated to avoid production of 

nitrosamines, and that has to go out for another 

comment or we'll hear from Al tomorrow in the 

final session. 

DR. SNYDER:  Yes, we have to. 

SPEAKER:  Okay. 



MS. FIUME:  There was another issue. 

DR. ANSELL:  Yes. 

MS. FIUME:  Jay, do you 

want -- apparently, industry doesn't really put 

DEA into ingredients, usually it comes from DEA 

condensates, and the concentrations of DEA that 

end up in those ingredients from the condensates 

are higher than what is reported in this report.  

So, wording in the discussion or conclusion might 

need to be different. 

DR. ANSELL:  The two reports are linked, 

and this report record says the DEA report, and 

the DEA report has an error, or not an error, but, 

in fact, the correct usage table. 

MS. FIUME:  The .3 is from the 

survey; .64 comes from what is left when DEA amide 

was added to a rinse-off product. 

DR. ANSELL:  Right.  So, to the extent 

we reference .3 in here, I think this should 

actually be .64. 

DR. BELSITO:  I've been lost here, so. 

DR. ANSELL:  Yes, this -- 

MS. FIUME:  Based on the impurity level 

on the DEA amides, the actual concentration of DEA 



in cosmetics is higher than .3 percent. 

DR. BELSITO:  Okay, so, because DEA 

amides -- 

MS. FIUME:  Have DEA as an impurity. 

DR. BELSITO:  -- have DEA as an impurity 

as high as? 

MS. FIUME:  We had, what, 18 percent, 

I think in the -- 

DR. ANSELL:  No. 

MS. FIUME:  NTP settings. 

DR. BELSITO:  My brain -- 

MS. FIUME:  18.23 DEA was in the NTP 

study of cocamide DEA. 

DR. BELSITO:  18.3? 

MS. FIUME:  18.2. 

DR. BELSITO:  Two. 

DR. KLAASSEN:  In essence, that was a 

contaminant of 18 percent. 

MS. FIUME:  Yes.  Now, the conclusion 

does say when formulated to be non-irritating.  So, 

that becomes the gist of what it's safe as used 

that versus the concentration limit.  That might 

be a way to craft some language. 

DR. LIEBLER:  So, the problem is this 



report doesn't go high enough in concentration to 

be reference-able by DEA in its report? 

MS. FIUME:  Right, and we just received 

the information just in time for wave 2, and it 

was a small sampling with the DEA amides.  There 

are a lot of DEA amides that are in use.  So, I 

don't know the.64 or whatever came in is the 

highest use.  Jay, I don't know if you guys know. 

DR. ANSELL:  Let's see.  The notes I have 

are arguing.6, and that if we look at the DEA table, 

maximum reported concentrations now.64 in a 

rinse-off product, and maximum in a leave-on 

is.06, and that comes from the corrected table 

that was provided. 

MS. FIUME:  But I guess my question as 

I looked at it was do you know if that's a 

completely representative sampling because of 

the DEA amides, there's a lot of -- 

DR. BELSITO:  And what are we -- 

MS. FIUME:  There are a lot of in-use 

ingredients. 

DR. BELSITO:  I guess we need to 

enumerate, first of all, in terms of whether 

there's a new data conclusion.  And I just reread 



the conclusion, and we had said that DEA 

lauraminopropionate was insufficient.  So, we 

don't need to necessarily change our conclusion 

and reissue this if we can resolve it. 

The conclusion also says it's "safe for 

use in cosmetics when formulated to be 

non-irritating."  So, we didn't say safe for use 

in the current practices, yadda, yadda, which we 

refer back to a concentration of DEA in this 

report.  So, okay, so, what are we concerned about 

in terms of DEA toxicity?  Not to form nitroso 

compounds.  With that, we've finessed the 

language.  It's not the language we have here, but 

the intent was the same.  So, that's not really 

substantive.  Concerned about irritation, we 

already said when formulated not to be irritating.  

We didn't say in the present practices of use.  So, 

I'm not sure that we have to change this 

conclusion. 

MS. FIUME:  Because I think what 

industry's concern was is that the TEA and DEA 

amide report all refer back to the DEA conclusion. 

DR. BELSITO:  And the DEA conclusion 

simply says this is the DEA conclusion.  It 



doesn't have a conclusion. 

DR. LIEBLER:  Yes, it doesn't a number. 

DR. BELSITO:  It doesn't have a 

restriction. 

MS. FIUME:  Right.  It does not, right. 

DR. LIEBLER:  And that's the key. 

MS. FIUME:  That's the key.  It doesn't 

have a number. 

DR. LIEBLER:  So, the issue really 

becomes for us when we were just looking at DEA 

added explicitly as the cosmetic ingredient, the 

numbers were low.  And the toxicity for the low 

number was a non-issue.  So, safe as used, 

formulated to non-irritating.  Now, the 

contaminant levels in some of the DEA amides are 

higher than what they are in this report. 

DR. BELSITO:  Right. 

DR. LIEBLER:  And, so, we want to know 

does that now cause us any additional heartburn 

about the toxicity because we're not locked in by 

a number. 

MS. FIUME:  Right, which -- 

DR. LIEBLER:  We're not even locked in 

by present practices of use.  So, we just said safe 



as used -- 

MS. FIUME:  No, safe for use. 

DR. LIEBLER:  Yes, okay.  I guess the 

question is, is there anything in the toxicology 

for DEA that gives us heartburn about the bigger 

number contaminants in the DEA amides? 

DR. BELSITO:  Well, but cocamide DEA, 

which had 18.2 percent DEA contaminant was 

generally non-genotoxic in a number of assays, 

okay?  Carcinogenicity of dermally- applied 

cocamide, lauramide, and oleamide DEA was 

evaluated by NTP.  Negative.  Reproductive 

toxicity, diethanolamides, we have -- 

MS. FIUME:  Cocamide DEA was positive 

in the carcinogenicity study, but it was 

explained at the discussion. 

DR. ANSELL:  Because of DEA. 

MS. FIUME:  Well, the DEA among other 

things. 

DR. ANSELL:  Right.  And I think our 

suggestion is that if the DEA report is not 

applied to include the current FDA's product 

category for concentration of use based on DEA, 

then the DEA report or the DEA amide report will 



all match up.  But the DEA report says safe as used, 

and then if you look at the report, it only goes 

up to.3. 

MS. FIUME:  I think I had the same 

misunderstanding, Jay, because normally when you 

do safe as used, it's linked to the 

concentrations -- 

DR. ANSELL:  Right. 

MS. FIUME:  -- that was used in the 

present practice and the views, and that's not 

what the conclusion says.  It says, "Safe for use 

when formulated to be non- irritating." 

DR. ANSELL:  Okay. 

MS. FIUME:  So, it doesn't link it to 

the concentration. 

DR. ANSELL:  So, that resolves our 

problem. 

MS. FIUME:  Right. 

DR. ANSELL:  But we also suggest that 

the lauramide be deleted.  It was deleted from the 

TEA report. 

SPEAKER:  Right. 

DR. ANSELL:  Because it was felt to be 

too far removed, and if it came out of TEA, it 



should also come out of DEA. 

DR. BELSITO:  Well, we haven't gotten 

to TEA yet. 

DR. ANSELL:  Well, we suggest that the 

lauramide be removed because it's too far away.  

As you -- 

DR. SNYDER:  That's -- we've got to 

stray off of our normal conclusion.  I mean, 

normally, our conclusion is based upon the data 

presented to us based on category use, 

concentration of use, and tox data that obligate 

us.  I'm a little uncomfortable with saying just 

because we didn't say specifically in the present 

practice of the use, I mean, it's implied at every 

other conclusion that we made.  And I think if we 

go there, then that's (inaudible). 

DR. LIEBLER:  So, in the present 

practices of use means when they make a product 

and they put the DEA into it.  It doesn't 

necessarily mean when they make a product with 

cocamide DEA that's dirty and has a lot of extra 

DEA in it.  Right? 

DR. SNYDER:  Right. 

DR. LIEBLER:  So, there is a distinction 



there. 

MS. FIUME:  Yes. 

DR. SNYDER:  That's exactly the way 

I'd -- 

DR. LIEBLER:  But I think we need to 

make -- 

MS. FIUME:  And that's when it's applied 

to a concentration. 

DR. SNYDER:  We need to make that clear 

in the discussion, and that's saying it's -- 

SPEAKER:  Higher. 

DR. SNYDER:  It's hidden in there. 

SPEAKER:  No, no. 

DR. LIEBLER:  Yes, it needs to be in the 

DEA amide report in the discussion. 

SPEAKER:  Yes. 

DR. LIEBLER:  As opposed to the DEA 

report.  So, present practices of use is not put 

a bucket-load of DEA into a product. 

DR. SNYDER:  Okay. 

DR. ANSELL:  And if we update the table 

to current practices of use, that's where the.64 

comes in. 

DR. BELSITO:  You just lost me. 



SPEAKER:  Yes. 

DR. ANSELL:  At that point -- 

DR. BELSITO:  Let's talk about DEA, 

which is the chemical we're on. 

DR. ANSELL:  Yes. 

DR. BELSITO:  We haven't done DEA amides 

yet, okay.  So, we're talking about either keeping 

the conclusion as it currently is, which doesn't 

set any concentration limit, which doesn't refer 

to any concentration referred to in this text at 

all.  It simply says safe for use in cosmetics when 

formulated to be non-irritating, and the 

available data are insufficient with DEA 

lauraminopropionate. 

So, is it a substantive change to remove 

lauraminopropionate?  I'm not sure it is because 

we're simply saying the data are insufficient for 

it, we're going to take it out because we're 

actually now looking at it thinking it belongs 

with the lauraminopropionate group, and, by the 

way, if you really wanted it to be used, you had 

60 days to comment on it, and you didn't.  So, 

removing it from the report I don't think is a 

substantive change. 



We haven't set concentration limits, 

and that, Jay, you were talking about.64. 

DR. ANSELL:  That the residual and 

non-coloring shampoos -- 

DR. BELSITO:  We're talking DEA here now, 

not DEA amides. 

DR. ANSELL:  That's right. 

DR. BELSITO:  Not with the amides. 

MS. FIUME:  Because, by default, 

they're linked.  They're linked by default 

because -- 

DR. ANSELL:  All we want to do is update 

the table, concentration of use table.  We've 

provided -- 

DR. LIEBLER:  Is this the concentration 

of use table in the DEA report? 

DR. ANSELL:  In the DEA report. 

MS. FIUME:  And you would have received 

that or you should have received that in the wave 

2 information. 

DR. BELSITO:  And if I did, it should 

have been in my book. 

DR. SNYDER:  There was lots of stuff in 

that wave language. 



DR. LIEBLER:  Somewhere in the middle. 

DR. BELSITO:  Or I may have put it in 

the wrong book. 

DR. SNYDER:  In other words, wave 2 

contains stuff (inaudible) DEA amides, 

cross-linked acrylates, DEA formaldehyde. 

DR. BELSITO:  Okay, Jay, so -- 

DR. SNYDER:  So, rinse-off, .64 percent, 

leave-ons, .13. 

DR. ANSELL:  .64 on rinse-off. 

SPEAKER:  Yes. 

DR. SNYDER:  Yes. 

DR. ANSELL:  If we put that into this 

report. 

DR. SNYDER:  Yes.  But that wasn't wave 

2, new concentration of use. 

SPEAKER:  Right. 

DR. LIEBLER:  Okay, we can put it in the 

report, but it doesn't change our main 

conclusion. 

DR. ANSELL:  No, not at all. 

SPEAKER:  No, it doesn't change the 

conclusion, but, okay -- 

SPEAKER:  It's a minor issue. 



DR. BELSITO:  Okay. 

DR. KLAASSEN:  Well, I mean, to them, 

it's a big issue. 

SPEAKER:  Yes. 

DR. BELSITO:  So, DEA, not -- 

SPEAKER:  Right. 

DR. BELSITO:  Not the laureth. 

SPEAKER:  Right. 

DR. BELSITO:  Under DEA rinse-off, it's 

going to be.009 to 0.64. 

DR. ANSELL:  Correct. 

DR. BELSITO:  Is that what you're 

saying? 

DR. ANSELL:  That's right. 

DR. BELSITO:  And the 0.64 comes 

under -- 

DR. ANSELL:  Shampoo. 

DR. BELSITO:  -- hair non-coloring.  Is 

that correct? 

DR. ANSELL:  Yes. 

DR. BELSITO:  Okay, and that's the only 

change you want to make? 

DR. ANSELL:  We, again, would like to 

come back to the lauramino.  That's the only -- 



DR. BELSITO:  We're going to drop it, 

but I don't think it's a substantive change. 

DR. ANSELL:  No, neither do I. 

DR. BELSITO:  I think this is still 

final, and we don't have to reissue it because we 

gave industry and anyone who wanted to support the 

safety 60 days since we said in our original 

conclusion that it was insufficient. 

DR. ANSELL:  Yes. 

DR. BELSITO:  Now we're just dropping 

it, and we're not commenting on it at all.  So, 

we'll see what Alan says, okay? 

So, this is going out as a final.  We're 

updating the concentration of use.  The only issue 

is we're removing DEA lauraminopropionate from -- 

DR. SNYDER:  But we need to be very clear 

that it's based upon not used. 

DR. BELSITO:  Right. 

DR. SNYDER:  Okay. 

DR. BELSITO:  Based upon it's not used 

and all that good stuff.  Maybe we'll see it on 

the menu tonight. 

(Laughter) 

DR. LIEBLER:  Oh, nobody is going to 



order it. 

DR. BELSITO:  No? 

DR. LIEBLER:  It's not used. 

DR. BELSITO:  Okay.  Okay, so, now we're 

going to the DEA amides.  Back in June, we issued 

a tentative amendment safety assessment, 

conclusion, safe when formulated to be 

non-irritating.  We include the nitrosamine 

caveat, and, of course, we now have the new caveat 

when formulated to avoid production of 

nitrosamines.  It's editorial, Alan tells us.  The 

issue we have already heard is that things like 

DEA cocamide can contain more DEA than DEA when 

it's used as an actual ingredient in cosmetics, 

but we've seen the safety data.  And Monice was 

right, the hour is late, but the carcinogenicity 

studies did suggest that dermally applied, there 

may be issues.  But -- 

DR. ANSELL:  They're ascribed to the 

free DEA content. 

DR. LIEBLER:  Right. 

DR. BELSITO:  Was due to the presence 

of free DEA. 

DR. ANSELL:  Well in excess of what 



we're proposing. 

DR. BELSITO:  Okay, so, now, then what 

we're saying is, is that cocamide DEA -- so, we 

need to be careful about cocamide DEA.  So, we 

previously said that DEA should be formulated not 

to be irritating.  We didn't say in the current 

concentrations of use.  So, now, we have a 

Catch-22 where there's no catch to the 22 because 

we haven't set a limit for DEA here.  We simply 

said not irritating.  Now we have an endpoint 

that's carcinogenicity that -- 

MS. FIUME:  Is explained in the 

discussion. 

DR. BELSITO:  No, the discussion, 

Monice, as I'm reading it, says we're going to 

solve this by limiting DEA to the limit we set for 

DEA.  We haven't set a limit for DEA. 

DR. ANSELL:  Does it say set by DEA or 

referenced in the DEA report?  I think my notes -- 

DR. BELSITO:  No, it says, "The panel 

was concerned with levels of free DEA.  It was the 

opinion that the clear evidence of carcinogenic 

activity of cocamide reported equivocal evidence 

for cocamide in female rats.  Some evidence of 



lauramide DEA was due to the presence of free DEA.  

This opinion was supported by the fact that 

carcinogenicity studies of cocamide DEA, 

lauramide, oleamide, the level of 

carcinogenicity activity in the DEA amides 

corresponded to the amount of free DEA found in 

the test substance." 

"For the reasons described above, the 

panel stated that the amount of free DEA available 

in DEA amides must be limited to no more than that 

considered safe by the Panel, as described in the 

current CIR report of DEA." 

DR. ANSELL:  Which we -- 

DR. BELSITO:  We don't describe a safe 

level. 

DR. ANSELL:  Well, the.06.  A.6 is the 

maximum use -- 

DR. BELSITO:  No, but our conclusion 

doesn't say that, Jay.  Our conclusion says, "Safe 

as used when it's formulated not to be 

irritating."  We don't say safe as used in the 

current practices, yadda, yadda. 

DR. KLAASSEN:  Why do we usually say 

that -- 



DR. ANSELL:  Yes. 

DR. KLAASSEN:  -- and haven't said it 

on this one? 

DR. BELSITO:  Well, I don't know.  But 

the fact remains is we haven't set a concentration 

limit here. 

DR. LIEBLER:  If we say -- 

DR. BELSITO:  Our limit has been set by 

something nebulous that it can't irritate. 

DR. LIEBLER:  So, if we say that back 

in the DEA report, if you say safe in the current 

practices, that puts the number on -- 

DR. BELSITO:  Right, it puts a number -- 

DR. LIEBLER:  And then this statement 

becomes valid. 

DR. BELSITO:  Yes, but the current way 

we have it is not valid. 

DR. LIEBLER:  So, now, we got it figured 

out that we need to go back and fix that. 

DR. BELSITO:  So, now we need to go back 

to DEA, which still leaves us with four reports 

to go. 

DR. LIEBLER:  All we need to say is safe 

in current practice of use instead of safe to 



non-irritating. 

DR. BELSITO:  Okay, so -- 

DR. ANSELL:  Because that was our plan, 

to get these linked. 

SPEAKER:  Right. 

DR. ANSELL:  Was to update the use table, 

have amides reference the DEA report, which now 

includes the current use levels that, presumably, 

the panel is happy with, and then we move on. 

DR. KLAASSEN:  And what is this 

concentration or dose? 

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

problem, .64 in a rinse-off. 

SPEAKER:  In a rinse-off. 

DR. BELSITO:  Okay, so, .64 DEA in a 

rinse-off.  So, now -- 

DR. KLAASSEN:  I'd hate to mention this 

to you, but if we do a risk assessment on DEA, that 

number would be 0.000064. 

DR. LIEBLER:  All right. 

DR. SNYDER:  I agree. 

DR. LIEBLER:  Can I pass this over to 

Paul?  

DR. BELSITO:  Why are you doing this, 



Curt? 

DR. KLAASSEN:  That's why I say we 

should not do risk assessment on (inaudible). 

DR. ANSELL:  Because it doesn't use 

100-fold, it doesn't use 1,000-fold. 

DR. LIEBLER:  It didn't work. 

DR. ANSELL:  It's 100,000-fold. 

DR. LIEBLER:  It's a nice calculation, 

but it didn't help us. 

DR. KLAASSEN:  Another fact, 50 percent 

of the drugs that are on the market in the United 

States are carcinogens. 

DR. BELSITO:  Okay, but we're not doing 

drug safety, we're doing cosmetics, and it's now 

4:40, and we have three more reports.  So, we're 

back to -- 

DR. KLAASSEN:  Let's just keep going, 

but I (inaudible).  

DR. BELSITO:  Safe as used in the 

current yadda, yadda, yadda, concentrations and 

whatever, I don't know.  But to get back to the 

DEA amides at this point, I think the issue is 

still going to be if this cocamide DEA contains 

4 to 8.5 percent free DEA.  So, let's make the math 



easy, but it contains 8 percent free DEA, and 

cocamide DEA can be used up to 6 percent, 7 percent 

in a rinse-off.  So, 7 times 6 is.42?  Is that right?  

On a rinse-off.  That gets us below the.6 level.  

Is that right? 

SPEAKER:  Yes. 

DR. BELSITO:  I'm just trying to make 

sure that, I mean, we -- 

DR. ANSELL:  This is what Carol has told 

me, and she's always right. 

DR. BELSITO:  I'm just trying to make 

sure that we're not doing something stupid in 

saying these are safe as used, and then it turns 

out that the DEA levels that we're saying could 

potentially be present in these products are 

higher than the DEA levels we've -- 

DR. SNYDER:  Six percent of 8 percent 

(inaudible) not 42, right? 

DR. BELSITO:  It doesn't matter, it's 

below the.6. 

DR. LIEBLER:  Still under the line, 

we're good. 

DR. ANSELL:  Well, even if the 

calculation was wrong, the report is concluding 



that it must conform.  So, those products would 

not be acceptable if they result in -- 

DR. LIEBLER:  So, the calculation is 

fine, the calculation gets us under the number, 

and the language fixes them between the two 

reports. 

DR. ANSELL:  Right. 

DR. LIEBLER:  We're good. 

MS. FIUME:  Cocamide DEA (inaudible) 

18.2 percent.  DEA. 

DR. ANSELL:  But the conclusion is that 

18 percent is okay.  It says, "no more than that 

considered safe by the panel, as described in the 

current CIR report on DEA."  So, that was limited 

to the.6. 

MS. FIUME:  All right, but I just 

thought we were double-checking the numbers as 

well as the wording. 

DR. BELSITO:  Well, it depends upon how 

we word the conclusion.  So, I guess, Jay, could 

you read the suggested conclusion? 

DR. ANSELL:  Well, I think we were happy 

with the one that's in here, which is "the reasons 

described above."  Well, the conclusion.  Well, 



it's in the discussion.  "For the reasons 

described above, the panel states that the amount 

of free DEA available in DEA amides must be 

limited to no more than -- considered safe by the 

panel, as described in the current CIR report on 

DEA." 

DR. BELSITO:  But our conclusion is not 

that.  Our conclusion is that "the cocamide-DEA 

and the 32 diethanolamides, listed above, are 

safe when formulated to be non-irritating."  And 

the concentrations that we list in some cases 

could potentially exceed the DEA content.  So, we 

need to re-change that conclusion. 

Okay, "The CIR Expert Panel concluded 

that cocamide-DEA and the 32 diethanolamides 

listed below are safe when the amount of free DEA 

available in DEA amides is no more than that 

considered safe by the panel and when formulated 

to be non-irritating," or something like that.  

The conclusion as it's written now is cocamide DEA 

can contain 18.2 percent of free DEA is not quite 

valid.  So, I think this needs to go out, the 

conclusion needs to be changed, and it needs to 

go out for another -- I see what you're trying to 



do, but this current conclusion doesn't link it 

to the DEA report at all. 

DR. SNYDER:  Is it something that 

(inaudible) work. 

DR. BELSITO:  What won't work?  What I'm 

saying now or -- 

DR. SNYDER:  No. 

DR. BELSITO:  -- what's here? 

DR. SNYDER:  No.  Yes, I think we need 

to be a little direct in what we're saying.  I 

think just trying to say something that's linked 

to something else doesn't clearly state that it's 

problematic for me. 

DR. BELSITO:  Well, I think we're 

linking up here in the discussion.  I think we need 

to link it in the conclusion, as well.  So, the 

conclusion needs to be changed, that we concluded 

that cocamide DEA, yadda, yadda, are safe when the 

amount of free DEA available in final formulation 

of the DEA amides is limited to no more than that 

considered safe by the panel for DEA and when 

formulated to be non-irritating or something like 

that. 

DR. SNYDER:  So, having just looked at 



the DEA report, what is the limit then? 

DR. BELSITO:  Limit is.67. 

DR. SNYDER:  Free DEA? 

DR. BELSITO:  DEA and rinse-offs, and 

was there even a leave-on? 

SPEAKER:  Point -- 

MS. FIUME:  .06. 

SPEAKER:  Yes, point -- 

DR. BELSITO:  .06 in a leave-on.  So, 

those are the limits we set. 

DR. SNYDER:  Can we just (inaudible)? 

DR. BELSITO:  No. 

DR. SNYDER:  No. 

DR. BELSITO:  I don't think we 

should -- I mean, we could state them.  I think 

that implies that we have data suggesting that.7 

is -- 

DR. SNYDER:  Not. 

DR. BELSITO:  -- unsafe. 

DR. SNYDER:  Not.  I know, right.  Right. 

DR. BELSITO:  And we don't. 

DR. SNYDER:  I know. 

DR. ANSELL:  And that's how we ended up 

with the.3, was because -- 



DR. SNYDER:  It's a slippery slope. 

DR. BELSITO:  It's a very slippery 

slope. 

DR. ANSELL:  I just I wish this was like 

9:00 in the morning the first day.  (Laughter)  I 

just don't think we're clearly stating this 

linkage here in how we're making some -- 

MS. FIUME:  Are you talking about direct 

numbers, Dr. -- 

DR. BELSITO:  Yes. 

MS. FIUME:  I know in one of the key 

discussions, numbers were purposely not use 

because if it's re-reviewed again and the numbers 

were to change -- 

SPEAKER:  Correct. 

MS. FIUME:  There were too many linkages.  

So, numbers purposely were not used the last time. 

DR. SNYDER:  But we're using a number 

here to say that the set of bases of safety for 

a linked ingredient because we're using the.64 as 

a basis to say this is safe. 

DR. BELSITO:  No, I think the reason 

we're doing that is that we didn't get any 

carcinogenic signals with DEA other than for -- is 



this the one that's choline metabolism? 

MS. FIUME:  Yes, it is. 

DR. BELSITO:  Yes, okay. 

MS. FIUME:  It's the data linked to 

choline deficiency -- 

DR. BELSITO:  Yes, choline metabolism. 

MS. FIUME:  -- and absorption. 

DR. BELSITO:  And, so, we were fine with 

that explanation, and then we're getting 

carcinogenic signals with all the amides, and, so, 

I guess the question to you guys are is it just 

because they're very high levels of DEA?  That's 

the whole choline story all over again and we 

really don't care, in which case we can go with 

our conclusion or is it that DEA, when it gets up 

to those levels, is carcinogenic and by 

mechanisms other than choline efficiency? 

DR. SNYDER:  Well, I think we did it on 

liver tumors based on choline deficiency. 

DR. BELSITO:  Right. 

DR. SNYDER:  But the renal tumors we 

said was epigenetic and we don't really 

understand that.  It potentially could be an 

epigenetic effect on the renal tubule epithelial. 



So, I think Monice has done a nice job 

in capturing the discussion and everything, but 

what I'm uncomfortable with is if we link this 

amide report with the DEA report, if we at some 

point re-review the DEA report and also the 

concentration of uses onto double, 1.2 percent, 

now, all of a sudden, we have a report that isn't 

under consideration that's linked to the report, 

and now, all of a sudden, we re-reviewed it and 

the concentration uses changed, it doesn't change 

our conclusion there, but it's linked to this 

report.  Is that going to be problematic for us? 

DR. BELSITO:  Not -- because if the 

concentration of DEA, I mean, you're saying DEA 

goes up to 1.2. 

DR. SNYDER:  Right. 

DR. BELSITO:  So, if DEA goes up to 1.2, 

then it's going to trigger a reveal on our part 

because we didn't review it for safety at that 

level.  Correct?  It's going to be used in so many 

products. 

DR. SNYDER:  Because sometimes do 

re-reviews in which we see that use concentration 

has changed. 



DR. BELSITO:  Right. 

DR. SNYDER:  But we -- 

DR. BELSITO:  We have data to suggest 

it's safe, then we have data to suggest that 1.2 

percent in the cocamide DEA is safe.  I mean, if 

our concern was with cocamide and lauramide and 

pesticide amide DEA are the DEA levels, then 

limiting their safety to whatever we find safe 

with DEA is the way to go. 

DR. SNYDER:  Right.  I guess my 

preference would just be to have them all be 

standalone documents, not have them all be linked.  

I mean, we bring the data in from the reports, just 

report safety in individual ingredients, but to 

link them like that, I'm just a little 

uncomfortable with it. 

DR. BELSITO:  We can't say renally. 

DR. LIEBLER:  I guess they can't really 

be standalone because the contaminant in DEA 

amides is an ingredient in DEA.  You can't change 

that. 

DR. BELSITO:  Right, and it's huge; it's 

18 percent. 

Well, I think that we'll hear from the 



other group.  I think, hopefully, no one has 

airplanes before noon because I think, I mean, we 

have to hear where they go.  This is a final, and 

it'll have to be retracted, and, hopefully, 

everyone will have their comment.  I think I'm 

happy linking it to the DEA report, but I think 

that means we have to reissue it. 

MS. FIUME:  I have a question.  I hate 

to bring it up, but I'm going to have to write up 

at some point.  There are inhalation uses on some 

of these.  Same type of boilerplate we had talked 

about earlier. 

DR. BELSITO:  Yes. 

MS. FIUME:  Okay. 

DR. BELSITO:  It's the boilerplate 

that -- 

MS. FIUME:  For the discussion, as well. 

DR. BELSITO:  Yes.  But CIR, PCPC, Curt, 

and Dan and if anyone on the other group want to 

hash out before we get around to the next go around.  

I think we're not going to come up with something 

appropriate today.  I think everyone's mind is as 

fried as mine. 

DR. LIEBLER:  Do you want to work on the 



boilerplate or the benzene risk assessment?  

Which one do you prefer? 

MS. FIUME:  I'd do (inaudible). 

DR. BELSITO:  Okay.  All right, so -- 

DR. ANDERSEN:  I'd say benzene 

assessment -- 

DR. LIEBLER:  Never mind. 

DR. ANDERSEN:  -- actually to get to 

Curt. 

DR. BELSITO:  So, we're going to reword 

the conclusion here to link to DEA, and it's going 

to have to go out again and you're going to refine 

the respiratory boilerplate. 

So, TEA, do we have the same issue? 

MS. FIUME:  Yes. 

DR. BELSITO:  So, we need to do TEA 

before we do TEA amides?  Oh, they were in the same 

table.  No, they're together. 

DR. ANDERSEN:  They're together for 

now. 

MS. FIUME:  Yes, TEA, there can't be 

amides of TEA (inaudible). 

SPEAKER:  Right. 

DR. BELSITO:  Oh. 



DR. ANSELL:  Because they're already 

(inaudible). 

MS. FIUME:  Yes, they're already 

(inaudible). 

DR. BELSITO:  Okay, so, TEA, so, they're 

safe as used, and we just need to change the 

language about the nitroso compounds, and that's 

considered editorial, correct? 

SPEAKER:  You bet. 

DR. BELSITO:  Any other comments on TEA? 

DR. LIEBLER:  Same new respiratory 

boilerplate, right? 

DR. BELSITO:  Yes.  Okay.  Anything 

more? 

DR. KLAASSEN:  I just have a question.  

Like on page 30, we have different kinds of typing 

and underlining and lines on the side.  Is this 

supposed to tell me something? 

DR. ANDERSEN:  The lines on the side 

were supposed to flag it as new information that 

you should focus on.  And I don't remember what 

the (inaudible). 

MS. FIUME:  The other line is if it's 

not the entire thing has changed, so, it's just 



a summary of information, just drawing your 

attention to the summary.  I'll give you the 

entire page of differences. 

Under "Non-Cosmetic TEA," that type is 

a summary of information from the original report.  

Then under the "Toxicokinetics," the italics are 

the summary data for that section. 

DR. KLAASSEN:  And that will always stay 

in italics? 

DR. BELSITO:  Yes. 

MS. FIUME:  Yes. 

DR. KLAASSEN:  Okay.  Okay, that's fine.  

I was a little confused when I got to this page 

(inaudible). 

DR. SNYDER:  But the comment I had was 

on page 17, Panel Book's page 42.  It is the second 

paragraph under "Discussion."  To just make a note 

to yourself to put in the specific date of that 

DEA report and that is the most current, put in 

the specific date referencing that report.  

Because it's just really imperative these are all 

going to be linked (inaudible). 

DR. ANDERSEN:  I think we actually 

talked about that and decided to fudge it, but I 



take your point.  That makes it hard to find. 

DR. SNYDER:  Yes.  Just to reference it. 

MS. FIUME:  We can't reference it 

because it's a discussion. 

DR. SNYDER:  Oh, yes? 

MS. FIUME:  I mean, we can refer to it, 

but can't reference it. 

DR. SNYDER:  Okay.  Oh, okay. 

MS. FIUME:  Does that make sense? 

DR. SNYDER:  Yes. 

MS. FIUME:  Okay, so, this does not 

create the same concern as the DEA amides, this 

discussion? 

DR. SNYDER:  Not based upon the 

conclusion. 

MS. FIUME:  Okay. 

DR. SNYDER:  As it's currently written.  

No way two or three information are related to TEA, 

correct? 

MS. FIUME:  Correct. 

DR. SNYDER:  I mean, the nitrosamine 

statement is the old one, right? 

SPEAKER:  Right. 

MS. FIUME:  Yes. 



DR. SNYDER:  So, that needs to be 

changed?  Okay.  Conclusion's okay. 

DR. BELSITO:  Which conclusion? 

DR. SNYDER:  For the TEA. 

SPEAKER:  TEA. 

DR. BELSITO:  Okay. 

DR. SNYDER:  We can reword the 

nitrosamine -- 

DR. BELSITO:  Nitrosamine, yes.  Okay.  

So, MEA and MEA-containing ingredients, so, this 

was the one where we had MEA and then the MEA 

amines. 

I guess one of the issues, I mean, the 

MEA I was okay with.  Safe as used, the MEA amides, 

the problem was that we had a whole bunch where 

we set concentration limits, and, quite honestly, 

I think they're all probably because that was when 

the panel was in the mode to set a limit for the 

highest non-irritating study we had seen and not 

simply go with when formulated, not to be 

irritating.  But I didn't have the time or the 

energy to go back and look at all those reports 

and see why we set limits.  If, in fact, that's 

why those limits were set, then I would be 



comfortable with going with safe as used when 

formulated not to be irritating.  If there are 

other tox endpoints that resulted in those limits, 

I wouldn't be so comfortable.  I just don't know. 

MS. FIUME:  And, actually, because they 

were split out in all the other reports, I wanted 

you to easily be able to focus on the MEA-related 

toxicity data versus what might be pulled out of 

the report. 

DR. BELSITO:  Right. 

MS. FIUME:  So, that was the main reason 

that I had split it up. 

DR. LIEBLER:  And I had thought that we 

were just proceeding along those lines with the 

MEA, MEA salts is one report, and the MEA amides 

is another report. 

DR. BELSITO:  Right. 

DR. LIEBLER:  So, okay. 

DR. BELSITO:  Okay, but the salts, say 

the MEA in the salts, safe as used. 

DR. LIEBLER:  Yes, except for a couple 

of deletions, I would think.  Again, inconsistent 

with our previous stuff with the DEAs, the 

previous meeting on the DEA, delete the phosphate, 



the alkyl phosphate, and also to delete the alkyl 

substitute ethanolamines. 

And I just had a question.  I haven't 

seen sulfite in any of our ingredient reviews 

since I've been on the panel.  I don't know, I 

always think of sulfite allergies in the 

wine-drinkers, but I don't know, is that a red 

flag for us?  Is that a sulfite, the tail wagging 

the dog in terms of hazard or any problems there?  

That's a question more than a suggestion.  I don't 

know.  MEA sulfite.  Any (inaudible) on that? 

DR. BELSITO:  Okay, so, which ones are 

you deleting here? 

DR. LIEBLER:  So, under the organic 

substitute, inorganic acid salts, just delete the 

MEA dicetearyl phosphate. 

DR. BELSITO:  Okay, but you're leaving 

the lauryl in? 

DR. LIEBLER:  Leaving the lauryl and the 

laureth.  Because the sulfates are okay.  They're 

supposed to have been previously reviewed.  The 

lauryl sulfate, laureth sulfate -- 

DR. BELSITO:  Okay. 

DR. LIEBLER:  -- have previous review, 



right?  The phosphates have not been, right?  I 

think that's correct.  And then the alkyl 

substituted ethanolamines have really different 

properties. 

DR. BELSITO:  Get rid of all of them? 

DR. LIEBLER:  The whole group go. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  And we have made -- 

DR. BELSITO:  And the protein salts 

you're okay with? 

DR. LIEBLER:  We haven't done the 

proteins, have we? 

MS. FIUME:  We haven't done silk for 

sure. 

DR. LIEBLER:  I would say delete them 

because, again, MEA is not the deriving behavior 

of those compounds, it's the silk or the collagen. 

DR. BELSITO:  Okay. 

MS. FIUME:  The collagen has been 

reviewed, but -- 

DR. LIEBLER:  It has been reviewed, but 

it's -- 

MS. FIUME:  Yes. 

DR. LIEBLER:  So, and I think this is 



consistent with the logic we use when we pair down 

the DEA salts as an ingredient last time we met. 

DR. BELSITO:  Okay, so, for inorganic 

acid salts, we're keeping ethanolamine, 

obviously, but hydrochloride, deleting MEA 

sulfite. 

DR. LIEBLER:  That's a question.  Is 

there a problem with sulfite?  Is there any issue 

that -- otherwise, I'll keep it in.  I just wanted 

to know.  I just -- okay, nobody's registering on 

that, so, fine, keep it. 

DR. BELSITO:  Okay.  With the organic 

acid salts, you were fine with all of them? 

DR. LIEBLER:  Correct. 

DR. BELSITO:  We're getting rid of the 

protein salts? 

DR. LIEBLER:  Correct. 

DR. BELSITO:  For the organic 

substituted inorganic, we're getting rid of the 

dicetearyl phosphate, but leaving the other two? 

DR. LIEBLER:  Correct. 

DR. BELSITO:  And we're getting rid of 

all the alkyl substituted ethanolamines? 

DR. LIEBLER:  Correct. 



DR. BELSITO:  And then proceeding with 

the safe as used. 

DR. LIEBLER:  Yes. 

DR. BELSITO:  Okay.  And then for the 

amides, that's page 25 of the book.  The grouping, 

Dan, are you comfortable with the glycol ethers? 

DR. LIEBLER:  Sorry, I'm catching up to 

this.  Okay. 

MS. FIUME:  You can see it at Panel Book 

25, if that helps at all. 

DR. LIEBLER:  Report 25, I'm sorry.  

Okay.  Yes.  I'm okay with the glycol ethers. 

DR. BELSITO:  Okay.  I'm going to try 

to MEA in the salts.  There's a possible 

inhalation use now for ethanolamine.  And we had 

previously said that it was not safe for aerosols, 

had we not?  That was our prior conclusion?  Page 

34, CIR Panel Book 45, "Incidental Inhalation 

Spray," three reported uses or 3 percent 

concentration use, rather. 

MS. FIUME:  We previously said that it 

should only be in rinse-off products.  And now 

it's used in the hair color spray, aerosol at 3 

percent. 



DR. BELSITO:  Right. 

MS. FIUME:  Okay. 

DR. BELSITO:  We previously said it 

should be used only in rinse-off products. 

MS. FIUME:  Yes. 

DR. BELSITO:  So, do we have data to 

support its use at 3 percent in a spray? 

MS. FIUME:  And I don't know if this is 

applicable as to why it should not be used in a 

spray, but on page 11, Panel Book page 22, it has 

an effect on bronchial constriction. 

SPEAKER:  Yes. 

DR. BELSITO:  Right. 

MS. FIUME:  A 3.3 percent ethanolamine 

solution. 

DR. BELSITO:  Well, you know what, I 

think that we still have one more ingredient to 

go through.  This was really more of an issue of 

deciding what goes into these reports, to open it 

and to add ingredients.  So, I think we are opening 

it, we are splitting the reports, we have the MEA 

and salts that we're recommending with the MEA, 

amides, and glycol ethers that were please be 

aware when you're reading the report the next time 



that there's a reported leave-on use, which we 

previously did not comment on, and let's look at 

the data as we read it and see if it's worth it, 

and I would say close out MEA and MEA amides right 

now. 

SPEAKER:  Agreed. 

DR. BELSITO:  Okay. 

MS. FIUME:  Dr. Belsito, for the MEA, 

being that it's going to come back, do you want 

it insufficient data announcement for 

inhalation? 

DR. BELSITO:  No, quite honestly, I 

noted it.  I didn't go back and look at the older 

report to see why we said rinse-off.  Maybe it was 

simply because it was only used in rinse-off.  I 

mean, did we have toxicity data to suggest it 

shouldn't be used in a leave-on? 

I don't have any of that information 

available to me.  I think, again, when we come back 

and look at it, I mean, I think at this hour, the 

panel is charged only to decide that, yes, we want 

to reopen it and these are the ingredients we want 

when we reopen it, and, by the way, there seems 

to be a new use, as well, which is another reason 



to reopen. 

MS. FIUME:  Okay. 

DR. BELSITO:  Okay, last one, citric 

acid.  Yes, we've already done the inhalation, 

we've already solved that problem, punted that, 

right? 

So, citric acid, safe when formulated 

to be non- irritating or safe as used?  Those were, 

very briefly, conclusions that I came to. 

DR. LIEBLER:  Safe as used. 

DR. BELSITO:  And you had already signed 

off on the ingredients that were added in with 

this, right, Dan? 

DR. LIEBLER:  We did it last time. 

DR. BELSITO:  Right. 

DR. LIEBLER:  Yes.  I did have a question 

about the comparison of citrate to citric acid to 

alpha hydroxy acids.  So, it sort of is an alpha 

hydroxy, but it's structurally quite different 

from the other alpha hydroxys.  And I made a couple 

comments in my draft that the report seems to give 

a mixed message about whether it is -- 

DR. BELSITO:  Alpha or beta. 

DR. LIEBLER:  -- considered an alpha 



hydroxy, should it be considered one of them or 

something distinct?  And I just made that point, 

and I would say it should be something distinct 

and not lumped in, but the discussion draft would 

need to give a reason for why that is because it's 

not only alpha hydroxy, it's beta hydroxy 

(inaudible) look at.  So, it's a unique 

functionality. 

SPEAKER:  I had a question, if we want 

this aluminum citrate. 

SPEAKER:  I had the same comment.  So, 

we had aluminum, copper, heavy metals.  

(inaudible) heavy metals.  We don't have any 

purity data under the manufacturer, so. 

DR. BELSITO:  But it's only aluminum and 

copper, that bother you, zinc and ferric, 

manganese, magnesium don't bother you? 

SPEAKER:  No, I mean, I think they're 

all -- 

DR. BELSITO:  All the metals bother you?  

What are you worried about? 

SPEAKER:  Well, we have no impurity data, 

so, I don't know in the manufacturer of these 

what's the impurity level in the -- 



DR. BELSITO:  What impurities are you 

worried about?  Because, in the past, when we've 

been worried about impurities, we simply said 

they shouldn't contain these impurities. 

SPEAKER:  Okay, that's okay. 

DR. BELSITO:  So, you're worried about 

lead?  Arsenic?  I mean, I don't know. 

SPEAKER:  I didn't have a concern on 

this, but metals, I mean, I suppose the other 

impurities can be other metal salts.  It's still 

a metal that would be the issue.  I didn't have 

an issue. 

DR. BELSITO:  I mean, we can put that 

in the discussion, but I've never really worried 

about -- I mean, we don't really worry about 

underarm antiperspirants containing aluminum 

chloride being contaminated with lead. 

SPEAKER:  You might look at table four.  

I don't know whether that would provide any 

confidence. 

DR. BELSITO:  If I could see straight 

right now, I might look.  (Laughter) 

SPEAKER:  CIR Panel Book page 9.  Home 

stretch.  Calcium citrate is made using calcium 



hydroxide and calcium carbonate. 

DR. BELSITO:  Right. 

SPEAKER:  So, my concern was actually 

on CIR panel page 27, where they talk about these 

so-called toxicity studies of aluminum citrate.  

I think, at best, 12 of the citrate document.  So, 

I was wondering looking at it is really not the 

citrate, but the aluminum.  Oral administration 

of 1 gram of aluminum citrate. 

DR. BELSITO:  But aluminum citrate is 

one of the ingredients. 

SPEAKER:  Yes, I know, but, apparently, 

I liked that. 

DR. BELSITO:  But there were no toxic 

effects.  The aluminum concentration was 

statistically significantly increased and still 

nothing happened. 

MS. FIUME:  The other question I would 

raise about aluminum citrate, and I don't have the 

book with me, (inaudible) other side, is that NTP 

is conducting a study.  Is there anything there 

that you would need for any conclusions? 

SPEAKER:  On aluminum citrate? 

MS. FIUME:  Yes, before going forward 



on that particular ingredient, and I just kind of 

raise it. 

DR. BELSITO:  I mean, I think the only -- 

SPEAKER:  Have they finalized? 

MS. FIUME:  No, they haven't finished 

still. 

DR. BELSITO:  The only issue that I know 

of with aluminum is the Internet rumor that was 

never substantiated with Alzheimer's. 

MS. FIUME:  Right.  Alzheimer's, right. 

DR. ANSELL:  Well, there's also an issue 

of aluminum salts with patients with end stage 

renal failure. 

SPEAKER:  Yes. 

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

think that in the levels that we're looking at in 

terms of aluminum, where are we, table three?  No, 

table 6A, aluminum citrate.  I guess we have no 

reported levels, do we? 

SPEAKER:  No. 

DR. BELSITO:  Used in a mucous membrane 

product, the dermal contact.  Three leave-ons, 

one rinse-off.  I'm not concerned.  Okay.  So, 

we're going safe as used, we're not using the 



non-irritating caveat.  We're just going safe as 

used, correct?  Okay.  I think we're done. 

(Whereupon, at 5:10 p.m., the 

PROCEEDINGS were adjourned.)  

*  *  *  *  * 
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