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P R O C E E D I N G S  

(1:21 p.m.) 

DR. BELSITO:  Shall we begin?  Okay.  

So, ethanolamines, in December, safe and present 

practice of use in concentration when formulated 

to be non-irritating and the nitrosamine caveat.  

Since that time, the Council has done the usual 

tweaking of the report and that's all been 

included.  And so, the biggest issue here, unless 

someone has come up with something they're 

concerned about, is that the discussion capture 

everything that we wanted it to capture.  I 

thought it was good.  I had a few edits, but 

nothing -- 

DR. SNYDER:  Yes, I like the way it's 

spelled.  So, in the abstract, this is only for 

rinse-offs, right?  So, should we qualify that -- 

MS. FIUME:  Yes, (inaudible) answer. 

DR. SNYDER:  Yes.  We said the panel 

concluded that ethanolamine salts are safe for 

use when formulating the non- irritating, but 

we're only saying it's safe for rinse-offs, 

correct?  Or as used or as indicated?  In Panel 

Book page 16. 



REPORTER:  As usual, I'm going to ask 

you to just to keep your voices up since we're 

making a recording.  Thanks. 

DR. BELSITO:  Well, there are no 

reported uses in leave-ons.  So, I mean, I guess 

the question becomes when there are no reported 

uses in leave-ons, do we say for rinse- offs?  

Usually, we've used that when there are both 

leave-ons and rinse-offs, something like 

methyldibromo glutaronitrile and we say safe for 

use in rinse-offs and in leave-ons to this 

concentration. 

DR. SNYDER:  But in the conclusion, we 

specifically say rinse-off product only. 

MS. FIUME:  That was requested by a 

panel member that that be concluded in 

parenthesis.  Because that was absolutely clear 

that it was only rinse-offs.  And I can do the 

same thing in the abstract. 

DR. BELSITO:  Yes. 

DR. LIEBLER:  So, when we say safe as 

in the present practices of use, the practices of 

use, does that refer to leave-ons and rinse-offs? 

DR. BELSITO:  Yes. 



DR. LIEBLER:  I've always thought that 

that incorporated that concept of the present 

practices of use, these used in rinse-off 

products. 

DR. BELSITO:  Right, that's what I 

always thought, which is why -- 

DR. LIEBLER:  Is it necessary to -- 

DR. BELSITO:  -- I'm surprised to see 

it in the conclusions since that's how it's used.  

I mean, traditionally, we've only made that 

dichotomy in the conclusion again when there have 

been both uses and we're restricting one 

separately from another. 

Now, I don't have a big problem with it; 

I don't think it's worth a lot of discussion, but 

I think we should be consistent and if in the 

future we deal with a product that's only used in 

a rinse-off, then that should go in the 

conclusion.  That's the way we're going to be 

doing it. 

MS. FIUME:  And I don't know if that 

request came because until it was clarified 

through FDA, there had been one leave-on use and 

then we found out that there wasn't anymore.  But 



I don't know if that's why the clarification was 

wanted. 

DR. BELSITO:  I see. 

MS. FIUME:  But it was requested. 

DR. BELSITO:  I don't know if it's in 

the conclusion; I think it should be in the 

abstract. 

MS. FIUME:  Okay. 

DR. BELSITO:  Anything else on 

ethanolamines?  Okay.  So, then the related 

ethanolamides, again, 

Tentative report and the conclusion 

that the ingredients were safe in the present 

practice of use when formulated to be 

non- irritating.  Again, the nitrosamine caveat.  

Again, some finessing of the documents from PCPC 

and the major issue here again, does the 

discussion reflect -- what do you think we want 

to discuss? 

DR. SNYDER:  Sorry, I meant to raise 

the boilerplate for the inhalation, which we need 

to discuss that, there's some significant 

rewording that we need to do with that document.  

So, that will need to be changed when we get to 



that.  So make a note that that needs to be 

changed when we get to that discussion. 

MS. FIUME:  And that will be in every 

report. 

DR. SNYDER:  Yes, correct. 

MS. FIUME:  Is it in text and 

discussion or is it in both places? 

DR. SNYDER:  Yes. 

MS. FIUME:  Okay. 

DR. BELSITO:  Yes, in both places.  

So, we're assuming that whatever we decide upon 

as a group tomorrow for the final inhalation 

boilerplate will be adjusted to all these 

reports? 

DR. SNYDER:  Correct. 

DR. BELSITO:  To me, the discussion was 

fine, I had nothing to add. 

Paul? 

DR. LIEBLER:  I think I did a good job 

on capturing that the concerns raised last time, 

I think, about the question of the metabolism and 

the skin, metabolism of ethanolamides to 

ethanolamine, and you've added the paragraph, 

Monice, on top of page 3. 



DR. BELSITO:  Yes. 

DR. LIEBLER:  The Panel Book page 3, I 

think it captures our consensus view. 

DR. BELSITO:  Right. 

DR. LIEBLER:  And then the -- 

DR. SNYDER:  So, I had kind of an 

overall question because we -- 

DR. BELSITO:  Where are you, Paul? 

DR. SNYDER:  I'm on Panel Book page 22.  

On that right below the list of the ingredients 

that are included in this report, it begins with, 

"Any addition."  We need to reference the old CIR 

reports and then I have kind of an issue with this 

other panel member regarding the referencing old 

panel reports studies within that panel report as 

a primary study.  We seem to be drifting into 

doing that.  And so -- 

DR. LIEBLER:  You mean referencing the 

report instead of the primary -- 

DR. SNYDER:  Correct.  So -- 

DR. BELSITO:  I think we had that 

discussion before and it's a journal issue. 

MS. FIUME:  I think there's one writer 

that's (inaudible).  My reference, the original 



report -- 

DR. SNYDER:  Right. 

MS. FIUME:  Unless I'm mistaken. 

DR. SNYDER:  Okay. 

MS. FIUME:  But my reference, the 

original report. 

DR. SNYDER:  All right.  But we need to 

be aware that we don't do that because I think 

those are summary reports of which if there's 

relevant data, then we need to capture that 

primary study that substantiates that. 

DR. LIEBLER:  It just depends on what 

fact you want to reference.  If you're referring 

to the interpretation or conclusion in the 

report, then you reference the report.  If you're 

referring to a specific piece of scientific 

literature that was cited in the previous report, 

then you cite the original literature. 

DR. SNYDER:  Correct. 

MS. FIUME:  Could you say that again? 

DR. LIEBLER:  Okay.  So, if you're 

referring to what the committee concluded or 

raised or discussed in a previous review, then you 

cite the previous report.  But if you're citing 



original research that was cited in the previous 

report, then you cite the original literature. 

MS. FIUME:  I thought from a previous 

discussion being that when we were citing 

previous reports, because we don't have the 

original date in hand that we were supposed to 

list it as a summarization of information from 

that report and attribute it to the CIR document 

is what I thought we discussed once before. 

DR. BELSITO:  I think what Dan is 

talking about, I think because there's a mixture 

of data down there is data that we submitted to 

CIR that has never been published.  It goes into 

our report and the only time it's ever been in the 

public domain is in that report. 

DR. LIEBLER:  Okay. 

DR. BELSITO:  All this confidential 

information we got. 

DR. LIEBLER:  A simpler version of my 

point is if you need to cite a specific result in 

the published literature, then you cite that as 

opposed to just a report that was discussed. 

DR. BELSITO:  So, for an instance, when 

we get back to the paraben issue, which is going 



to come up later, where there are discrepancies 

between really that would boil down to whether you 

do a NOEL or a N-O-A-E-L, and which level we're 

going to take because actually, we assumed it was 

more absorption than the Europeans, but they came 

to a lower value because they took a NOEL rather 

than NOAEL.  So, when we get down to the 

discussion, I think rather than going back to our 

paraben report, we have to quote the actual papers 

that were used in that report is what Dan is 

saying.  If it was published independently and 

peer-reviewed and we're referring to it, to refer 

back to the original publication, not our 

summary.  Yet, it was confidential information 

that was given to the CIR that exists in the public 

domain only in our report, then we have to just 

refer to the report. 

Is that a correct summary? 

DR. LIEBLER:  I think that's 

reasonable. 

MS. FIUME:  But I'm using the example 

from a different report, just this one 

that's -- so, when it's something like this. 

DR. LIEBLER:  Okay, so, this is like 



the italicized text from a previous report shown 

here and then you have a footnote for it and then 

it says from the final report on that ingredient. 

MS. FIUME:  Which is what that -- 

DR. LIEBLER:  Yes. 

MS. FIUME:  -- corresponds to. 

DR. LIEBLER:  And I think that's fine. 

MS. FIUME:  Okay. 

DR. LIEBLER:  Yes, that's fine. 

SPEAKER:  Right. 

DR. LIEBLER:  If anywhere in this 

document you say chemical X caused excess high 

wall formation in a rat, you should cite the paper 

where that actually was published. 

MS. FIUME:  Okay. 

DR. LIEBLER:  Even if it was previously 

cited in another CIR report. 

DR. SNYDER:  So, the last paragraph 

under "Use."  So, it talks about the 

mono-alkamines and mono-alkanolamines.  This is 

in my report and then it finishes with kind of a 

disconnect, the acetamide and asonamide MEA are 

the only ethanolamides in this category.  Is that 

the correct terminology there, Dan?   Are we 



mixing?  This is not the ethanolamine report, 

this is ethanolamide report. 

DR. LIEBLER:  Right. 

MS. FIUME:  I believe earlier on, the 

council wanted the reference back to this report, 

correct?  Isn't this the one that it wasn't 

originally in the report, but because of the 

possible content, you wanted the European 

information in the report? 

DR. EISENMANN:  I think that is part of 

the reason, yes, because of the limitation of 

ethanolamide for MEA, the (inaudible). 

DR. LIEBLER:  Right. 

DR. EISENMANN:  Yes, because of the 

limitation.  I think that's the reason why.  I 

remember more clearly for the TEA document than 

for this one. 

DR. BELSITO:  Well, actually, there 

will be low levels of the mono even in the di. 

DR. EISENMANN:  Right.  So, in other 

words, you -- 

DR. SNYDER:  And it's 0.000.  I mean, 

but I was confused by the last sentence where it 

says, "Acetamide are the only ethanolamines 



within this category." 

MS. FIUME:  Let me quote the EU data. 

DR. BELSITO:  So, you're wondering why 

those two and not the others, is -- 

DR. SNYDER:  Well, it's in the 

discussion of alkylamines and alkanolamines in a 

ethanolamide document and I'm just confused as to 

why that was relevant and then there seems to be 

a disconnect between that whole paragraph and 

then ending with the statement that acetamide and 

osanamide MEA are the only two ethanolamides and 

it's listed in this category. 

DR. LIEBLER:  Well, the paragraph 

makes sense as long as those two compounds are in 

that list, Annex 3 part 1, and I guess that's what 

Monice is checking.  Even though it says the list 

is mono-alkalines and mono-alkanolamines if 

they're salts.  If for some reason that those two 

compounds -- 

DR. SNYDER:  Yes, they couldn't make a 

link between that. 

MS. FIUME:  Sorry, it's really slow. 

DR. SNYDER:  While she's looking for 

that, I had another kind of (inaudible) question.  



So, as we grow these larger groups, is it 

sufficient enough to only have recorded in the 

minutes why we included or why we did not include 

an ingredient?  Because when we group families, 

we pull ingredients.  We have a (inaudible) 

discussion about pulling ingredients, but then 

the document never captures any of that 

information of why or why not an ingredient was 

not included in this document.  So, if somebody 

goes to one of these groups and something is not 

there, does that kind of give a false implication 

that there was something wrong with that 

ingredient or is it important?  I'm just asking 

as a panel member, is it important that we have 

any discussion of why certain ingredients were 

not included in a particular group document? 

DR. LIEBLER:  I think that'd be an 

open-ended nightmare of me trying to anticipate 

what ingredients ought to belong in a group that 

we did not include.  There are things that we 

decided not to include and then there were things 

that were never recommended that aren't included.  

I think it makes more sense to simply describe the 

rationale for what is there and that, I think, is 



largely captured by the chemistry and uses 

section for our reports. 

DR. EISENMANN:  I do, and, I mean, 

also, when I write up the report after a meeting 

that I share with industry, I did try to share what 

ingredients you took out of the report and the 

reasons why.  So, I do try to capture it in CIR 

developments.  So, I did try to make some sort of 

a record of it there rather than in the report. 

DR. SNYDER:  I mean, I think it's 

relevant information and it's only captured in 

minutes, and, so, then it was just a point of 

discussion, a point of approach here of the 

document, but if for all of the reports, as we do 

these large groups, the strategies of why we chose 

the group and the way we did and why we excluded 

certain ingredients. 

DR. BELSITO:  I think that the 

rationale for why we chose to group them as we did 

is in the reports.  I think Dan is correct when 

he's saying it becomes a real can of worms to 

say -- 

DR. SNYDER:  I understand. 

DR. BELSITO:  -- why we didn't 



include -- 

DR. KLAASSEN:  Things that we haven't 

thought about even. 

DR. BELSITO:  Right. 

DR. LIEBLER:  Or even things that we 

discussed and decided not to include.  I just 

think that that becomes extraneous.  I mean, it's 

of interest to somebody, I'll grant that, but I 

think in this report, it would be extraneous 

content. 

DR. BELSITO:  I mean, I think if it 

becomes of interest and someone queries, then 

Carol's capturing that data, that an answer can 

be relayed to whatever interested party wants to 

know why chemical X was not included in this 

group. 

MS. BRESLAWEC:  And the minutes are a 

matter of what the record -- 

DR. BELSITO:  Right. 

MS. BRESLAWEC:  The transcripts are. 

DR. BELSITO:  Right. 

MS. FIUME:  I'm not having luck 

bringing it up, so, can I get it for you for 

tomorrow and I'll double-check on it. 



DR. BELSITO:  Yes.  Anything else, 

Paul? 

DR. SNYDER:  Just related to the 

inhalation, one other thing. 

DR. BELSITO:  Yes.  Curt, Dan? 

DR. LIEBLER:  Couple little typos, 

that's it. 

DR. BELSITO:  Yes. 

DR. LIEBLER:  Nice job. 

DR. BELSITO:  Yes. 

DR. KLAASSEN:  Yes, no problem. 

DR. BELSITO:  Okay, anything more?  

Citric acid group.  Another one that we issued as 

a tentative final on December's citric acid, 

inorganic acids, alkyl esters, safe in a present 

practice of use and concentration, and we just 

need to review the discussion, and then, of 

course, Paul is going to say we have to update the 

inhalation.  I have to say, overall, these 

reports were just superb. 

DR. LIEBLER:  Yes. 

DR. BELSITO:  And they keep getting 

better, the bar keeps getting raised, but I had 

some minor typos in the discussion, but nothing 



substantive. 

DR. LIEBLER:  Yes, I had no changes; I 

thought it was terrific. 

DR. KLAASSEN:  I agree. 

DR. SNYDER:  So, the NTP bioassay that 

was supposed to be done in 2003, we still don't 

have access to that data yet. 

MS. FIUME:  No, I will double-check and 

make sure one last time.  The last time I checked, 

that was what they were considering doing, but I 

don't think it's ever been launched. 

DR. SNYDER:  Okay. 

DR. BELSITO:  Okay.  Bis-diglyceryl 

polyacyladipate- and -1, and I guess we have an 

expert here who can help us 

If we have any questions here.  So, 

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

Lots of studies have been incorporated into the 

draft.  The chemistry is pretty scanty, 

including manufacturing and impurities.  And 

it's, I guess, used up to 28 percent in a lipstick 

and it's the highest concentration of uses in a 

lipstick.  And the question I have to my 

colleague is:  Do we need more oral or is the  



28-day oral and the 1 generation repro tox enough 

to satisfy those needs and to satisfy the needs 

of the fact that we don't know anything about the 

impurities in these, at least not from this 

report? 

MS. FIUME:  It's 36 percent in 

lipstick. 

DR. BELSITO:  Thirty-six, yes. 

MS. FIUME:  New -- corrected 

information came in. 

DR. BELSITO:  Okay, so, not 38, 36? 

MS. FIUME:  Thirty-six. 

DR. SNYDER:  I mean, the oral is a 

pretty robust study.  I think we get an NOEL on 

that at 1.8 grams per kilogram. 

DR. BELSITO:  Okay.  But it was only 

28-day.  Is that sufficient? 

DR. SNYDER:  Well, the repro study was 

negative 2 and then up to 1,000 up to a gram. 

DR. BELSITO:  And then I guess my 

biggest issue is here we're dealing with what 

clearly are just a bunch of fatty acid esters, but 

we don't know how they're manufactured, we don't 

know impurities.  They're used to 36 percent in 



a lipstick and do we need to be concerned? 

DR. SNYDER:  And all the new data was 

on that Softisan 649.  We didn't get any 

composition data on that (inaudible) contained. 

DR. LIEBLER:  So, I'm inclined to think 

that impurities are probably not going to be a big 

deal, but it would be easier to say that if we knew 

something about method of manufacture because 

then we'd know what's used to make these and how 

they're prepared and purified.  I also thought 

that some generic representation of the chemical 

structure would be good to have here.  You 

basically have this hexanedioic acid and you've 

got these two glycerol on the end and then you have 

the various fatty acyl substitutions.  So, those 

could all be our prime, our double prime, et 

cetera, but having some structure just to orient 

the reader would be very helpful and it wouldn't 

be hard to do. 

DR. BELSITO:  Well, I mean, this is the 

first time we're looking at this document or we 

can go insufficient for manufacturing and 

impurities and ask for both of them. 

DR. LIEBLER:  Yes. 



DR. BELSITO:  And if we have one and not 

the other, then we can make a decision. 

DR. LIEBLER:  Right. 

DR. BELSITO:  It's not like this is a 

final report. 

MS. FIUME:  Okay, so, it would be 

structure, impurities, and method of 

manufacturer.  Is there anything else that you 

want in the IDA? 

DR. BELSITO:  I mean, again, I'd just 

point out that its highest use is a lipstick and 

we have a 28-day oral and a 1 generation repro tox 

and those aren't my areas of expertise.  Are my 

other panel members comfortable with that? 

DR. KLAASSEN:  It turns out I didn't 

get this document, so, I can't support it or I 

didn't realize it until now.   

MS. FIUME:  Do you want me to go grab 

you the -- 

DR. KLAASSEN:  Oh, it's too late.  Too 

late now. 

DR. LIEBLER:  Yes, I was prepared to 

defer to Paul and Curt on the tox studies. 

DR. SNYDER:  But we had even more, 



right?  All of this Softisan 649 data, is that yet 

to be incorporated into the report or is it all 

incorporated? 

MS. FIUME:  It's all incorporated. 

DR. BELSITO:  It's all incorporated. 

DR. SNYDER:  Okay, so, we have -- 

DR. BELSITO:  There's no (inaudible). 

DR. SNYDER:  I mean, both those were 

pretty robust.  Repro tox was an OECD guidelines 

and one generation repro tox, it was completely 

negative.  So, I guess very low concern at this 

point unless we -- well, we don't have an 

absorption label. 

DR. KLAASSEN:  What's the molecular 

weight unless we put log? 

DR. LIEBLER:  We don't have anything 

(inaudible). 

DR. SNYDER:  Because, usually, we have 

a core and about 200 moleculars, I guess, and then 

4 fatty acyl chains of various composition on 

each.  So, they're in the 700+. 

MS. FIUME:  Yes.  With a log P is 3.95.  

Is that useful? 

DR. LIEBLER:  Pretty big, pretty 



greasy. 

DR. BELSITO:  And it's essentially 

insoluble in water. 

DR. LIEBLER:  Right.  Yes, I would 

guess absorption use is pretty minimal.  So, 

there's no data on that? 

MS. FIUME:  No data. 

DR. LIEBLER:  I mean, again, the 

pulling back, the tox data is (inaudible) very 

low.  I mean, they can't even get an LD50 on it.  

It's in excess of 2 grams, in excess of 5 grams 

or dermal/oral, and then we do have that 28-day 

oral and that repro study was negative.  I mean, 

at this point, I think I could live with it. 

SPEAKER:  Yes. 

DR. LIEBLER:  Once we see some of the 

other data regarding impurities and the chemical 

structure and I guess if that other group wants 

to add a dermal absorption, wouldn't be opposed 

to it.  At this point, I don't think we need 

(inaudible). 

DR. BELSITO:  I mean, I guess the 

question becomes why would you want dermal 

absorption if you have a negative repro? 



DR. KLAASSEN:  Yes. 

DR. LIEBLER:  Right. 

DR. BELSITO:  And you have negative 

genotoxicity, what are we looking for?  And you 

have the presumption that these are totally 

insoluble in water, so, there's no way they're 

going to partition into the skin. 

DR. LIEBLER:  Yes.  Agreed. 

DR. BELSITO:  So, I mean, I think the 

major question is:  How are they made and what is 

in them other than what we know about them?  So, 

let's go insufficient impurities, method of 

manufacture, we'd like some chemical structures.  

We'll see what we get and we'll deal with it when 

it comes back to us. 

Comments? 

SPEAKER:  Not on that part. 

DR. BELSITO:  Okay. 

SPEAKER:  Shouldn't be a problem. 

DR. KLAASSEN:  Great.  And, also, the 

reproductive and developmental study, they were 

giving a gram per kilogram daily and (inaudible) 

if there are any effects on reproduction or 

fertility or development and no signs of general 



toxicity.  So, it looks pretty clean. 

DR. BELSITO:  Okay, so, to something 

many of us just consumed, Cucumis sativus, also 

known as cucumber-derived ingredients.  It's the 

first time that we're seeing this.  Again, we got 

the constituents pretty well broken down for us.  

The data profile is pretty sparse, but, I mean, 

if we look at the major constituents, we pretty 

much looked at them before.  I mean, this is 

(inaudible), so one of the 20 top most- consumed 

vegetables in the U.S.  So, the biggest issue, I 

think, becomes skin and if we know the ingredients 

and we're not concerned about them on skin, do we 

have other issues?  I guess the only issue that 

I had in going through it is the fact that cucumber 

seed is reportedly not used and has a different 

function.  It functions as an exfoliant or 

abrasive or something like that, then the other 

extracts of cucumber.  So, do we keep that in the 

report or do we get rid of cucumber seed and since 

it's not reported to be used, not worried about 

it until someone tells us they want to use it? 

DR. LIEBLER:  I think since it has 

different uses and different properties, it could 



be removed in the report. 

DR. BELSITO:  Paul, keep it or remove 

it? 

DR. KLAASSEN:  I'd take it out. 

DR. BELSITO:  Comments from the 

industry about removing cucumber seed? 

DR. EISENMANN:  There's no 

(inaudible). 

DR. BELSITO:  Okay. 

MS. FIUME:  And the seed extract is 

okay since it's the same -- 

DR. BELSITO:  Yes. 

DR. SNYDER:  The composition and 

profile has heavy metals (inaudible) 

boilerplate. 

DR. BELSITO:  Well, the typical 

boilerplate's for plant-derived pesticides, 

heavy metal. 

MS. FIUME:  And pesticide also? 

DR. BELSITO:  Yes. 

DR. LIEBLER:  So, there was a rather 

surprising line under "Carcinogenicity" on page 

3, Panel Book page 9, first paragraph near the 

end.  Talking about these three protocol or 



evaluation of the abstract.  Protocol three 

abstract was applied immediately after croton oil 

dried.  However, this caused 60 to 80 percent 

mortality prior to tumor development.  And I just 

flagged a note there, what's going on? 

DR. KLAASSEN:  I wondered the same 

thing.  Really a -- 

DR. LIEBLER:  That looks a little scary 

in this report and I'm sure there's sort of an 

explanation or context. 

MS. FIUME:  I'll double-check and 

see -- 

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

there's any in the discussions of the paper if 

they offered any explanation.  It has something 

to do with the interaction of presumably the 

acetone vehicle with the croton oil 

tumor-promoter, and that stuff has got lots of 

ingredients in it and maybe the acetone 

facilitated the absorption of something that was 

very toxic. 

DR. BELSITO:  But they used a similar 

amount of acetone when the reduced the 

concentration of the cucumber. 



DR. LIEBLER:  Right. 

DR. BELSITO:  So, it's not a "vehicle" 

effect. 

DR. LIEBLER:  That's true.  Yes, I 

think we'll need some more information about 

that. 

DR. BELSITO:  Now, under the lipid 

class in table 4, for the fruit, they have 2.2 

percent and 1.2 diacylglycerols.  Does that 

bother anyone?  This is page 9, Panel Book 15. 

DR. LIEBLER:  And you raise that issue 

why, Don?  Because these are signaling 

intermediate -- 

DR. BELSITO:  Right. 

DR. LIEBLER:  -- molecules themselves? 

DR. SNYDER:  And Tom had raised that 

previously -- 

DR. BELSITO:  Right. 

DR. SNYDER:  -- as a concern for -- 

DR. LIEBLER:  Okay. 

DR. SNYDER:  -- increased (inaudible). 

DR. BELSITO:  But, on the other hand, 

2.5 percent at reduced tumor incident. 

DR. SNYDER:  Yes. 



DR. LIEBLER:  I think when topically 

applied in a very complex mixture with a small 

amount of this material, it's -- 

DR. BELSITO:  Below the TTC. 

DR. LIEBLER:  Right, yes.  Exactly. 

DR. BELSITO:  So, if I'm following our 

conversation, we're prepared to go safe as used -- 

DR. LIEBLER:  Yes. 

DR. BELSITO:  Get rid of the seed. 

DR. LIEBLER:  Right. 

DR. BELSITO:  Is that something we need 

to mention in the discussion, this content of 1.2 

diacylglycerols or see what Tom has to say? 

DR. SNYDER:  At this point, ask him the 

compound. 

DR. LIEBLER:  Yes. 

DR. BELSITO:  That was -- 

DR. LIEBLER:  Does our plant 

boilerplate say anything along the lines of that 

these extracts contain a variety of 

phytochemicals all present below concentrations?  

Some of these could exert significant biological 

effects, but the low levels preclude significant 

effects of these? 



DR. BELSITO:  We've done that for other 

plants in the discussion where they've contained 

phytosterols.  Was it yam or -- 

MS. FIUME:  It might have been what 

Alan did.  

DR. BELSITO:  Licorice? 

DR. EISENMANN:  Calendula. 

MS. FIUME:  Calendula. 

DR. BELSITO:  Calendula. 

MS. FIUME:  Calendula, anything 

calendula is the most practical thinking. 

DR. BELSITO:  Yes.  I mean, it might be 

a good idea to bring that in whenever there are 

phytosterols in that little -- 

DR. LIEBLER:  And I wrote a couple of 

phrases under the discussion section that could 

be worked on a little bit.  It's just to make that 

point.  You could point to individual 

ingredients in these extracts that are known to 

have biological effects when used alone or in 

enriched format higher concentrations, but the 

present use of this ingredient is abstracts with 

lower concentrations along with a lot of other 

stuff. 



MS. FIUME:  And you said you have 

language? 

DR. LIEBLER:  Well, sort of sketched 

something out, but I'm sure that you could work 

with that.  I just put a little Post-It here. 

MS. FIUME:  Yes. 

DR. SNYDER:  Probably want to use an 

all- encompassing general statement rather than 

pulling out individual -- 

DR. LIEBLER:  Yes.  This is -- 

DR. SNYDER:  Yes, as a general 

statement, yes.  That we put it in -- 

DR. LIEBLER:  If we put it in place of 

glycerols and the -- 

DR. SNYDER:  Yes. 

DR. LIEBLER:  -- phytosterols. 

DR. SNYDER:  I put it in the Discussion 

section. 

DR. BELSITO:  Yes.  So, Jim is going to 

do this tomorrow, but if there's a comment, I'll 

refer to you, Dan, for that. 

DR. LIEBLER:  Sure. 

DR. BELSITO:  And maybe if Monice could 

pick up the calendula and see how do we handle the 



phytosterols and that would be a good point for 

discussion on how to frame the document. 

Anything else?  Okay, so, we're 

dropping the cucumber seed, we're going safe as 

used, plant-derived material, the usual 

boilerplates of heavy metals and pesticides, ask 

Tom about his feeling about that content of 1.2 

diacylglycerol in the fruit, make sure that if it 

is an issue, it's appropriately discussed and 

come up with some type of boilerplate, so to 

speak, for the discussion when we're dealing with 

these plant-derived materials that have 

phytosterol. 

Alkyl esters.  So, this -- 

MS. FIUME:  And, Dr. Belsito, before we 

go on, did you see the wave 2 information was up 

to 5 percent, as well, for the cucumber?  Did you 

get the wave 2? 

DR. BELSITO:  Yes. 

MS. FIUME:  Okay. 

DR. BELSITO:  Oh, yes.  Okay, so, 

alkyl esters, this is a re-review.  In 1997, we 

issued a final report on cetyl esters, which safe 

as used.  And, so, the questions before us are 



whether we need to reopen the cetyl ester and if 

the answer to that is no, which I think it is, then 

the second question becomes:  Do we reopen to add 

a whole bunch of other alkyl esters that we 

haven't reviewed before?  And some that we have 

reviewed, do we make a family?  And I think we 

should reopen it and include all the other alkyl 

esters, including isopropyl linoleic, which we 

previously went insufficient because at that 

mode, we were in the okay, if you can't give us 

a non-irritating concentration, we'll go 

insufficient and now we've taken the approach 

when formulated to be non-irritating.  So, at 

least when I went back and re-reviewed the 

isopropyl linoleic, which is the one alkyl ester 

that we found insufficient, that was the 

reasoning. 

So, if my team feels like we should 

reopen it, then the question goes to Dan.  Are 

there any of these alkyl esters that you feel we 

should pick at? 

DR. LIEBLER:  Yes, so, I agree with you 

on reopening and my initial survey here suggests 

that we would include all the ingredients except 



for the hydrolyzed collagen compound and the 

seedates and the seedates and the seedates, I'm 

provisionally recommending that they be excluded 

because I don't really know what they are.  If 

someone can explain to me if they're highly 

enriched and purified for the ester components, 

then I'm okay with it, but if there's a less 

well-defined mixture, then I would suggest the 

seedates not be included.  Otherwise, collagen 

doesn't belong with this group. 

I also had a red flag on the isopropyl 

sorbate.  The compound looks like a 

mikylreceptor so-called chemically- reactive 

species, and the sorbate sounds familiar to me and 

I'm not sure that there's precedent for it in 

other reviews that had been previously reviewed, 

any sorbate derivatives. 

DR. BELSITO:  Well, we've done 

ascorbic acid, right? 

MS. FIUME:  I think we have, yes. 

DR. LIEBLER:  Okay, so, it must be 

okay.  Anyway, the hydrolyzed collagen compound 

and the seedates, I would recommend not 

including.  The others, I was okay with. 



DR. SNYDER:  So, we have -- 

DR. BELSITO:  And when you -- 

DR. SNYDER:  I remember the seedates 

also being (inaudible). 

MS. FIUME:  Ascorbic acid (inaudible). 

DR. SNYDER:  Okay, thank you. 

DR. BELSITO:  What are referring to as 

seedate? 

MS. FIUME:  We reviewed seedates --  

DR. BELSITO:  Oh, yes.  Okay.  Oh, the 

seedate.  Seedate.  Yes. 

SPEAKER:  That's what I was thinking. 

DR. BELSITO:  Yes.  Yes.  I removed 

those, also, because -- 

DR. LIEBLER:  The seedates. 

DR. BELSITO:  Because the supposed 

bleaching activity. 

DR. LIEBLER:  Oh, okay. 

DR. BELSITO:  So, the lauryl, 

theobroma, and grandiflora, those three?  So, 

you're recommending that the lauryl, the 

myristyl, carpotroche, and the myristyl 

theobroma, those three be removed? 

DR. EISENMANN:  Also, decyl 



hempseedate, which we've never done hempseed oil. 

DR. BELSITO:  Well, there must a lot of 

data on that.  (Laughter) 

SPEAKER:  They're highly technical. 

MS. BRESLAWEC:  It's still being 

tested. 

DR. BELSITO:  Okay.  So -- 

DR. LIEBLER:  In another large box of 

potato chips. 

SPEAKER:  Get table 11 out. 

SPEAKER:  Table 11. 

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

all the seedates of which I've got four so far.  

DR. KLAASSEN:  What page? 

DR. BELSITO:  Page 53. 

DR. EISENMANN:  Now, what's the 

difference between something like a name that 

ends in seedate and you've got like babassuate, 

which is, again, a mixture of fatty acid from 

Babassu oil, I guess, or avocado? 

DR. BELSITO:  Well, I mean -- 

DR. LIEBLER:  I only suggested we do 

the ones literally that said seedate. 

DR. EISENMANN:  Okay. 



DR. LIEBLER:  I recognize that some of 

them that are like avacadoate, for example, 

that's avocado oils, but the -- 

DR. BELSITO:  What about rapeseedate? 

DR. LIEBLER:  I think I flagged it. 

MS. FIUME:  Potassium rapeseedate was 

part of -- 

DR. BELSITO:  The rapeseed oil report. 

MS. FIUME:  I think it's the vegetable 

oil report. 

DR. LIEBLER:  Oh. 

DR. BELSITO:  Yes. 

MS. FIUME:  Yes, so, we've done 

rapeseedate before. 

DR. LIEBLER:  Coco rapeseedate, yes. 

DR. BELSITO:  And hempseedate? 

MS. FIUME:  I don't think we have any 

precedence for that. 

DR. LIEBLER:  So, just to clarify for 

my purposes, the seedate is a purified extract 

which contains these alkyl esters?  Do we know 

that?  The main reason I flagged those to be 

removed is because I wasn't clear about that 

point. 



DR. BELSITO:  I think it's like -- the 

way I read it is the alkyl ester that's extracted 

from rapeseed -- 

DR. EISENMANN:  The fatty acids aren't 

from rapeseed. 

DR. BELSITO:  Right. 

DR. EISENMANN:  And then reactive with 

whatever. 

DR. BELSITO:  Right. 

MS. FIUME:  Yes.  So, this is the 

definition of the rapeseedate. 

DR. LIEBLER:  Okay, so, potassium 

rapeseedate is the potassium salt with fatty 

acids derived from brassica napus, rapeseed oil. 

SPEAKER:  But that's basically the 

oil.  So, okay, then that actually changes things 

in my view. 

DR. BELSITO:  Yes, I just got rid of the 

three, the myristyl carpotroche was only in 

seedate.  The myristyl theobroma and the florum 

seedate and the -- 

MS. FIUME:  Is it the lauryl 

carpotroche? 

DR. LIEBLER:  Carpotroche. 



DR. SNYDER:  Myristyl and lauryl 

(inaudible) both the theobroma and the 

carpotroche. 

DR. BELSITO:  Yes.  So, I got rid of 

the Brasiliensis and the grandiflorum seedates. 

DR. SNYDER:  Okay. 

DR. BELSITO:  And all of the florums 

because of this bleaching activity that was 

reported. 

DR. LIEBLER:  Yes, I got those flagged, 

too.  Okay. 

MS. FIUME:  So, is the hempseedate out 

of luck? 

DR. BELSITO:  I don't know. 

DR. LIEBLER:  No, actually -- 

MS. FIUME:  No. 

DR. LIEBLER:  The only seedates I 

flagged were the four that Don just mentioned.  I 

should have looked at my little notes here.  

DR. BELSITO:  Hempseedate? 

DR. EISENMANN:  We have reviewed 

hempseed oil before. 

MS. FIUME:  Yes. 

DR. EISENMANN:  So, I don't know 



what -- 

DR. BELSITO:  Okay.  Well, then take 

out hempseedate.  It sounds like a children's 

nursery rhyme, right?  Do-si-dos and (inaudible) 

seed oil. 

DR. EISENMANN:  What is the full name 

for the hempseedate? 

SPEAKER:  Decyl hempseedate. 

DR. LIEBLER:  Yes. 

DR. BELSITO:  First column, Panel Book 

53, page 33. 

DR. EISENMANN:  Thank you very much. 

DR. SNYDER:  So, what about this whole 

table here of the ingredients which (inaudible) 

and they're not used.  Reportedly used. 

DR. BELSITO:  Well -- 

DR. LIEBLER:  Bottom of page 54, 

correct? 

DR. BELSITO:  Yes. 

DR. LIEBLER:  So, what are you 

suggesting with those? 

DR. SNYDER:  Well, none of them are 

reported to be used.  None of the constituents 

have been reviewed.  Removed, but not used, but 



not reviewed. 

DR. BELSITO:  I mean, ethylhexanoic is 

octanoic and we've reviewed it and the original 

report was cetearyl octanoate.  And, in fact, 

ethyl hexanoate subsequently created some issues 

in terms of toxicity that we looked at when we 

re-reviewed it in 2004, 2005, in terms of 

reproductive and developmental toxicity that we 

ended up concluding was due to zinc deficiency in 

rodents and was not pertinent to humans.  The 

cetarol octanoate now cetyl ethyl hexanoate. 

So, we have done ethyl hexanoates 

before.  It was just called octanoate.  So, 

there's a second part that I think is critical 

because of the studies that occurred regarding 

developmental toxicity of cetarol ethyl 

hexanoate, and, in fact, when we reviewed it back 

in -- I just snagged this.  It was the old way of 

reviewing where we just listed chemicals, but if 

you look on the page -- I'm sorry, I don't have 

the page here, but we looked at that data and we 

thought it was species-specific zinc deficiency 

and had nothing to do with the humans and, 

therefore, we declined to reopen the cetarol 



ethyl hexanoate report. 

DR. LIEBLER:  Are you saying cetarol 

ethyl hexanoate and cetarol octanoate are the 

same or -- 

DR. BELSITO:  Yes. 

DR. LIEBLER:  No, they're not both -- 

DR. BELSITO:  CIR renamed them. 

DR. LIEBLER:  I mean, chemically, 

octal would be straight -- 

DR. BELSITO:  Octa. 

MS. FIUME:  Octanoic. 

DR. BELSITO:  Octanoic acid. 

MS. FIUME:  O-C-T-A. 

DR. BELSITO:  O-C-T-A. 

MS. FIUME:  N-O-A-T-E.  As I look down 

here, if I said the individual constituents 

haven't been reviewed, it was a one for one.  

Like, so, if it was ethyl hexanoic acid or 

octanoic acid, it wasn't specifically reviewed, 

it was put there.  It wasn't that the family had 

been reviewed.  So, I'm sorry if I'm misleading 

you on that.  It was a literal frontend, backend 

part of the name.  Has the constituent been 

reviewed?  And I can change that.  I can look at 



the family groups and move them up.  It was truly 

like I looked at the acid, I looked at the alcohol 

in those direct acids that didn't have a 

conclusion on the bottom. 

DR. BELSITO:  I see. 

DR. LIEBLER:  So, for caprylate, 

you're saying caprylic alcohol has not been 

reviewed, nor has caprylic acid? 

MS. FIUME:  Correct.  Well, let me 

check. 

DR. LIEBLER:  I'm just wondering.  

That doesn't seem right. 

MS. FIUME:  The alcohols caprylic? 

DR. LIEBLER:  Right. 

MS. FIUME:  Unless it has a different 

name, it's not even in the -- unless I spelled it 

wrong. 

DR. LIEBLER:  Oh, well. 

MS. FIUME:  It's not in the database. 

DR. LIEBLER:  If you spelled it right, 

caprylic acid and caprylate. 

DR. SNYDER:  So (inaudible) qualify on 

page 25.  Page 25. 

DR. BELSITO:  Let's wait  for them to 



finish up there.  

DR. LIEBLER:  Okay. 

MS. FIUME:  Yes.  So, a family of it 

may have been reviewed, but the specific acid or 

the specific alcohol were not. 

DR. LIEBLER:  So, caprylic acid could 

have been present in a family that was reviewed? 

MS. FIUME:  Yes. 

DR. LIEBLER:  But the specific 

compound wasn't? 

MS. FIUME:  Yes.  I mean, I know that's 

true for the ethyl hexanoate and the 

neopentanoate. 

DR. LIEBLER:  So, back to Paul's 

original question about -- 

DR. BELSITO:  But in a sense 

though -- I'm sorry to interrupt you. 

DR. LIEBLER:  Yes. 

DR. BELSITO:  They were reviewed 

because, for instance, in our re-review of 

cetearyl octanoate, which substantively was 

called cetearyl ethyl hexanoate, we, for 

instance, looked at this paper by Penneman on the 

effects of 2-ethylhexanoic acid on reproduction 



and postnatal development in (inaudible) rats.  

That was the whole issue of repro tox and went 

through it and looked at it and came up with a 

conclusion that that effect was due to a zinc 

deficiency that was peculiar to those rodents and 

we looked at this paper by Collins, et al., on 

(inaudible) sodium 2- ethylhexanoate. 

So, in a way, although we didn't do 

ethylhexanoic acid, maybe because it's not in the 

dictionary, we did look at effects because, 

presumably, there will be some metabolism in the 

skin that will result in the product of ethyl 

hexanoic acid.  So, I think if we somewhat 

reviewed ethyl hexanoates in some fashion, then 

I don't think you can be absolutely certain, but 

we must have considered the toxicological effects 

of the acid. 

MS. FIUME:  Okay.  So, then, I will 

revamp that list, but then it makes it 

considerably shorter because -- and I guess not 

knowing the chemistry to make sure that they do 

overlap the behenates, the neopentanoates, 

ethylhexanoates, they would all bump up then. 

DR. LIEBLER:  Right. 



DR. BELSITO:  I mean, I was of the 

opinion that with the exception of the four 

theobroma, grandiflorum, and carpotroche 

Brasiliensis, and primarily because they 

reported to have bleaching activity, we could 

probably keep all of these and -- 

DR. LIEBLER:  Yes. 

DR. BELSITO:  And at industry's 

request, we'll take out hempseedate. 

DR. EISENMANN:  And the other one is 

collagen, right? 

DR. LIEBLER:  Hydrolyzed collagen. 

DR. SNYDER:  Right. 

DR. BELSITO:  And that's because, Dan, 

you just -- because we've done hydrolyzed 

collagen. 

DR. LIEBLER:  Yes, it's true that we 

have; it's just that it's so very different 

chemically from everything else on this list. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  It's got entirely 

different properties. 

DR. BELSITO:  So, we're taking six -- 

DR. LIEBLER:  This is the main list. 



DR. BELSITO:  Right. 

DR. LIEBLER:  This is the ones that 

have been reviewed. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  Just four or five or six 

of them.   

DR. EISENMANN:  Monice, one question 

for you. 

MS. FIUME:  Yes. 

DR. EISENMANN:  The ingredients that 

cetyl esters were based on, are those in here?  I 

can't remember.  I thought maybe there's still a 

few.  I just wondered if you wanted to pull a 

bunch of ingredients, as the based ingredients 

are in here.  I know you've reviewed them and I 

think they've been re-reviewed, but I was not 

convinced that they were in here. 

MS. FIUME:  You mean the mixture that 

was actually in cetyl esters? 

DR. EISENMANN:  Yes, the individual 

components that are part of cetyl esters or other 

esters, if you look at the original report, there 

wasn't much data and the original cetyl esters 

report was for dual author ingredients. 



MS. FIUME:  What we did in determining, 

which were included, and that's why there's two 

lists, if they were re-reviewed, we didn't bring 

them back in here.  The panel has done it.  We 

have in the past because we looked at it and a 

re-review was done on the ingredient.  That's 

what table 2 is, the list of previously-reviewed 

ingredients in another safety assessment that 

weren't being included as add-ons. 

DR. BELSITO:  I think they should all 

be brought in. 

MS. FIUME:  And some of the words 

recent as five years ago, but you would like to 

see them all brought in? 

DR. BELSITO:  Yes. 

MS. FIUME:  Okay. 

DR. BELSITO:  Again, we've had this 

discussion before.  I mean, let's bring all the 

alkyl esters in and there's strength in number of 

data and then we covered them all rather than, oh, 

three years from now, we have to do another alkyl 

ester, why don't we add it in? 

DR. LIEBLER:  Right. 

DR. BELSITO:  And I think my feeling is 



as we move through this, if there are ones out 

there that we reviewed that aren't due for 

re-review that belong in a document, they should 

go in the document. 

MS. FIUME:  All right.  So, that will 

bump the number up by 58. 

DR. LIEBLER:  Who's counting?  

(Laughter) 

DR. SNYDER:  So, isopropyl linoleic.  

(inaudible) one that we all reviewed before doing 

re-review of 1992 report -- 

DR. BELSITO:  Right. 

DR. SNYDER:  It went out insufficient. 

DR. BELSITO:  Yes, but it was 

insufficient for irritation. 

DR. SNYDER:  For irritation, okay. 

DR. BELSITO:  And we now deal with that 

by saying when formulated to be non-irritating. 

DR. SNYDER:  I just did not know what 

the insufficiencies -- 

DR. BELSITO:  Yes. 

MS. FIUME:  So, now, Carol because the 

definition just says that the mixture of esters 

of 14 to 18 carbon fatty acids in alcohol, they 



should all be covered now, right, bringing in 

those 58? 

DR. EISENMANN:  I think so. 

MS. FIUME:  Okay. 

DR. BELSITO:  And on page 6 of the 

document, page 6 of the book, Panel Book 26, so, 

I mean, I'm ready to bring them all in in just safe 

as used (inaudible).  But there's mention of 

penetration enhancement, and so, I think that 

that needs to be brought out. 

At the top of the page, penetrate alkyl 

esters of indomethacin.  So, in the discussion, 

penetration enhancement, and I think even though 

we dealt with it in the original re-review of 

cetarol ethylhexanoate, the reproductive and 

postnatal toxicity of the ethylhexanoic acid 

should be brought back up in the discussion of 

this and it was very well covered in our decision 

not to reopen cetarol octanoate.  That 

2-ethylhexanoic acid, maternal liver toxicity 

begins a cascade of effects.  It includes 

Metallothionein induction, zinc accumulation of 

liver, and zinc deficiency in a developing embryo 

and that it's not pertinent to humans. 



So, I would bring that into this report 

since it's not the only ethyl hexanoate that's 

going on.  There have been issues raised about 

reproductive toxicity of ethyl hexanoate acid.  

The panel, here's the deal. 

DR. SNYDER:  Yes, that was my comment, 

too, because we talked about the category 3 

(inaudible) category, category 3 n page 25 of the 

Panel Book.  So, we need to explain why we're not 

concerned about that in the discussion. 

MS. FIUME:  And then I did want to 

explain what I did to make sure if the report goes 

forward to the next stage that you're okay with 

it.  In the past, when we've relied on previous 

data, we've summarized the reports that were 

summarized in the previous document.  So, with 

the number of ingredients that we're for lack of 

a better word reading across too, rather than 

reiterating that again and again, that's why 

there are a couple versions of the data profile.  

So, I just want to make sure you're okay with all 

that data being re-summarized again to go in the 

journal again as summary information as the 

report goes forward.  Is that okay? 



DR. SNYDER:  Yes, that looks good. 

DR. BELSITO:  Okay, so, six deletions 

from Table 1A, creation of a new table where the 

alcohol or the acid may not have been reviewed, 

but the ester or some related family has been 

reviewed, and safe as used, discussion, 

penetration enhancement, and the repro, why we 

don't think the repro toxicity of isohexanoic 

acid is an issue, as we discussed in our decision 

not to reopen cetyl ethylhexanoate. 

MS. FIUME:  And then bring in the 

additional 58? 

DR. BELSITO:  Sure, yes. 

DR. ANDERSEN:  Now, and what was that 

data count again, you deleted? 

MS. FIUME:  Deleted 6, added the 58. 

DR. ANDERSEN:  Added 58. 

DR. EISENMANN:  But who's counting? 

DR. ANDERSEN:  Got to love it. 

DR. EISENMANN:  But they're already 

(inaudible). 

DR. BELSITO:  Oh, but it looks good in 

the yearly count. 

DR. ANDERSEN:  You got it. 



DR. BELSITO:  Okay, so, what's our next 

one?  Aerosols, okay.  Well, Paul is chomping at 

the bit, so, I'll let him take over this.  You 

have the floor, Paul. 

DR. SNYDER:  Well, in the boilerplate, 

I think that the -- 

DR. BELSITO:  So, we did receive -- 

DR. SNYDER:  Yes, a memo. 

DR. BELSITO:  -- a memo. 

DR. SNYDER:  Same thing.  After the 

"Therefore, most particles incidentally inhaled 

from cosmetics would be (inaudible) thoracic 

region."  The use of "thoracic" is probably not 

appropriate there.  So, I think what we're really 

trying to talk about -- 

DR. ANDERSEN:  Page -- 

DR. SNYDER:  Well, this is just an 

annual report.  It's the same in all the reports. 

DR. BELSITO:  Let's go to the alcohol 

report (inaudible) aerosol report. 

DR. ANDERSEN:  The top of page Panel 

Book page 66, Paul, is where you'll find -- 

DR. SNYDER:  Okay, there we go. 

DR. ANDERSEN:  -- the language. 



DR. SNYDER:  Yes.  So, it's the top of 

that page.  "However, the potential inhalation 

toxicity is not limited to respirable particles, 

droplets deposited in lungs, inhaled particles, 

droplets deposited in the (inaudible) thoracic 

region (inaudible) may cause effects."  Well, 

that language is different than what we have been 

using in the reports.  Or there's a disconnect 

between that and this language. 

DR. BOYER:  And it's very possible 

because as we revise these or try to distribute 

it to the writers, but there may be some catching 

up. 

DR. LIEBLER:  So, the key thing is the 

language in this book -- 

DR. SNYDER:  Right, so -- 

DR. LIEBLER:  -- as opposed to 

what's -- 

DR. SNYDER:  I think what we're trying 

to capture there is the inhalation root of 

exposure and exposure can occur anywhere along 

the respiratory tree and the most significant 

exposure, obviously, is going to be respired into 

the lungs.  Okay, but systemic exposure can occur 



through anywhere along the respiratory tract.  

Curt raised the issue that you have exposures into 

the brain through the olfactory mechanism last 

time.  So, I think there's a disconnect between 

two things we're trying to say, that there's 

localized effects, primarily of an immediate in 

nasopharyngeal region. 

DR. EISENMANN:  Well, in this section, 

the focus should be exposures -- 

DR. SNYDER:  Correct, yes. 

DR. EISENMANN:  Do you agree with that? 

DR. SNYDER:  Yes.  Yes. 

DR. EISENMANN:  Okay. 

DR. SNYDER:  Correct.  Exposures, 

correct. 

DR. EISENMANN:  Exposures.  So, I 

mean, that is really the main concern. 

DR. SNYDER:  Right. 

DR. EISENMANN:  That this should be 

exposure and not have anything to do with effects.  

The Use section. 

DR. ANDERSEN:  These two, the two 

sentences starting with "However." 

DR. EISENMANN:  Yes. 



DR. ANDERSEN:  And the second one being 

"Inhaled," both sentences have either toxicity or 

toxic in them, and I know how those words got 

there, but those are probably not appropriate for 

a cosmetic use section.  So, we're going to need 

to tweak those to get toxicity out.  I think it's 

a fair way to say it. 

DR. KLAASSEN:  Okay, so, if this is 

only going to be about exposure, then what really 

happens is, as was just mentioned, the main 

concern of it getting all the way down to the 

Alveoli to be absorbed, the chemical that's 

deposited in the nasopharyngeal area, we actually 

have cilia that bring that up and deposit it and 

it eventually goes in the GI tract.  So, there is 

some GI absorption from that that comes from the 

nasopharyngeal.  If that's what we're trying to 

say here, but it's not much. 

DR. BELSITO:  But Alan's point is that 

these paragraphs we're working on now are part of 

the cosmetic use section, not the discussion 

section where we say okay, toxicity could occur 

from inhalation into the nasopharyngeal or upper 

respiratory tracts, as well, but I agree with Alan 



that it doesn't belong in the cosmetic use 

section.  We're not talking about toxicity 

there.  And then I think in the cosmetic use 

section, we should really end it at would not 

enter the lungs to any appreciable amount.  And 

if it's a deodorant use, we could add what's in 

blue below that, that there's some evidence 

indicating the deodorant sprays, a larger 

fraction.  I mean, so -- 

DR. ANDERSEN:  I would recommend that 

now that this issue has been raised, we could keep 

the second sentence, that sentence that starts, 

"However."  I'd argue could be deleted in its 

entirety. 

DR. KLAASSEN:  Yes. 

DR. ANDERSEN:  Ducking because Ivan 

hasn't thrown anything at me yet.  And the next 

sentence, "Inhaled droplets/particles can be 

deposited in the nasopharyngeal and thoracic 

regions of the respiratory tract." 

DR. BELSITO:  Period, yes. 

DR. EISENMANN:  But you more or less 

said that in the sentence before. 

DR. SNYDER:  Yes, I think, it's already 



clear. 

SPEAKER:  We did? 

DR. EISENMANN:  Therefore, most 

droplets, and so, yes, I was originally going to 

suggest that and then I read it. 

SPEAKER:  Deposited in the nasal -- 

DR. SNYDER:  I think you're right 

(inaudible) and just stop the period right there 

after "appreciable amount" and then go with the 

deodorant. 

DR. ANDERSEN:  Good point, Karen. 

DR. SNYDER:  Yes, (inaudible).  

However. 

DR. BELSITO:  I mean, if it's used in 

a deodorant spray, we use the next to the last 

sentence. 

DR. SNYDER:  Yes. 

DR. ANDERSEN:  Is thoracic region 

important to capture?  Because it wasn't in that 

initial phrase. 

DR. KLAASSEN:  It would be better to 

say nasopharyngeal bronchial region. 

DR. BELSITO:  Yes.  So, 

nasopharyngeal and bronchial regions, plural. 



DR. KLAASSEN:  Correct. 

DR. BELSITO:  And would not enter the 

lungs.  Is it not better to say would not enter 

the alveoli line? 

DR. KLAASSEN:  I think you could say -- 

DR. ANDERSEN:  Well, we're saying 

would not be respirable, and then we put it in the 

comment line that -- 

DR. BELSITO:  Okay. 

DR. BOYER:  Or you could say pulmonary 

region, better than lungs.  So, two regions. 

DR. SNYDER:  I think the respirable 

is -- 

DR. BOYER:  I like plain speak. 

DR. SNYDER:  -- more user-friendly 

because people (inaudible) reports talk about it 

not being respirable and that way, we're not 

mixing terms.  So, I think when we talk about 

being respirable meaning inhaled all the way into 

the lungs, so, I don't have a problem with leaving 

that language (inaudible).  And you 

parenthetically say would not enter the lungs. 

SPEAKER:  Okay. 

DR. BELSITO:  Okay.  So, under the 



cosmetic use section, we're fine, we're deleting 

two sentences there before the blue section, if 

it's in the deodorant spray or aware that it's in 

a deodorant spray or we're not aware and it could 

be, we'll have those next sentences and we're 

adding nasopharyngeal and bronchial regions.  Is 

that correct?  Okay. 

Discussion sections.  For tentative 

reports, for file reports, and re-review 

summaries. 

DR. SNYDER:  So, here, I think is the 

issue I was raising before with regard to 

localized exposure versus systemic exposure, and 

I think that you're inserting the word, at least 

in this (inaudible) under the tentative reports, 

the last sentence reads, "Coupled with the small 

actual exposure in breathing zone and the 

concentration which the ingredients are used, 

this information suggests that the incidental 

inhalation would not be a (inaudible) road of 

systemic exposure that might lead to localized 

respiratory effects or systemic (inaudible)."  

Something along that line. 

DR. BELSITO:  But you don't need 



systemic because the exposure is local for 

respiratory and systemic on absorption. 

DR. SNYDER:  Okay. 

DR. BELSITO:  So, it's implied. 

DR. SNYDER:  Okay.  It was different 

than what it was here. 

DR. BELSITO:  Yes. 

DR. SNYDER:  And just take out toxic 

systemic effects. 

DR. KLAASSEN:  How good is that data in 

Reference 28?  Apparently, we're making this 

conclusion about the deodorant sprays as an 

essence, the smaller particles.  I mean -- 

DR. BOYER:  It's a limited database.  

They did one test, three samples for hairspray, 

three samples, different products of deodorant 

sprays, and they based their calculation on that, 

and it's actually very conservative modeling that 

they did with the distribution.  So, it's 

limited; it's very conservative, as well.  But 

they did indicate that based on that study, there 

is a substantial and significant difference 

between deodorant spray distribution. 

DR. KLAASSEN:  I wonder why that is.  



Because of the ingredient or the spray? 

DR. BOYER:  Well, most likely, it has 

to do with the ingredient composition of 

hairsprays versus deodorant sprays.  You've got 

more volatile substances in the deodorant spray.  

You have a larger portion of polymers in the 

hairspray.  You get a very rapid evaporation of 

the volatiles and particulates in both cases, but 

you're going to get much smaller -- and we tested 

the theory, you're going to get much smaller 

particle size, much smaller particle size 

distribution with the deodorants as compared to 

hairspray.  So, it seems to make from my point of 

view.  But we don't know.  It's a very limited 

sample size and we don't have any other data -- 

DR. BELSITO:  I mean, it does make 

sense.  As you pointed out, I mean, if you look 

at hairsprays that are QBP, acrylic copolymers, 

large molecules coming out of a can to begin with 

whereas deodorant sprays are going to be aluminum 

acetate, much smaller molecules.  Maybe a 

fragrance. 

DR. EISENMANN:  Deodorants, I mean, 

won't have (inaudible), won't have the 



(inaudible). 

DR. BELSITO:  Right, deodorant won't, 

you're right.  It's an antiperspirant, so it'll 

be pure fragrance really and alcohol-based. 

DR. EISENMANN:  But if they were 

testing antiperspirant deodorant products, 

right?  I'm pretty sure (inaudible) make that 

distinction. 

SPEAKER:  I think that's right. 

DR. BELSITO:  I mean, most 

deodorants -- 

DR. EISENMANN:  So, for the -- 

DR. BELSITO:  -- aren't the sprays 

anyway.  I don't think. 

DR. LIEBLER:  At least the ones that 

you and I use aren't.  (Laughter) 

DR. ANDERSEN:  I think the reason for 

having this in here was to be conservative. 

DR. BELSITO:  Yes. 

DR. ANDERSEN:  That we're not making 

too much out of it.  There's some evidence.  So, 

it's a small red flag. 

DR. BELSITO:  Yes. 

DR. ANDERSEN:  Maybe deodorants have 



smaller particle sizes.  I think that's a fair 

thing. 

DR. BELSITO:  Yes. 

DR. ANDERSEN:  And this could 

disappear as more information becomes available. 

DR. BELSITO:  Right.  Okay.  So, for 

tentative reports, we're okay except we're 

getting rid of toxic.  So, it'll just say 

respiratory or systemic effects. 

Final reports and re-review summaries. 

DR. SNYDER:  Nothing. 

DR. BELSITO:  Nothing, nothing.  

Anything?  Good. 

DR. ANDERSEN:  This is the first 

boilerplate that is, as I mentioned in the other 

group, formulated.  It'll be different in each 

report, but it'll still be boilerplate because we 

are describing what information should be 

provided so that if there were some inhalation tox 

data, it's going to read differently than if there 

were no inhalation tox data, and it actually looks 

like of neat.  Wilbur handles his in the alkyl 

sulfosuccinates very nicely with the talking 

about what we added versus didn't add.  So, it 



requires you to think as opposed to just did a cut 

and paste.  Modular formulated. 

DR. LIEBLER:  Modular. 

DR. ANDERSEN:  With that. 

DR. BELSITO:  Okay, so, all of the few 

changes we agreed upon will appear in all of the 

final documents we locate today and the documents 

going into the future. 

Okay, our nemesis is back.  

Formaldehyde and methylene glycol.  Dr. Andersen 

received an e-mail from Alexandra Scranton, the 

director of Science and Research for Women's 

Voices for the Earth, who was somewhat concerned 

that our decision was arbitrary, particularly 

given our approval of formaldehyde in 

nail-hardeners at 2.2 percent and the number of 

consumer complaints that had been submitted to us 

and which we incidentally looked at, and if you 

remember, I was quite concerned about a quimica 

alemana that we subsequently analyzed and found 

out that it had only 2.2 percent formaldehyde. 

So, the question is:  I mean, look at 

it again, do we feel that we have addressed our 

concerns about safety and specifically nail 



products going at 2 percent?  Arguments being 

that it's going to get on the skin, that you can't 

control it, yadda, yadda, yadda.  I think we 

addressed them all.  We had air sampling in nail 

salons before they opened, after they opened, 

while they were open, in the breathing zone, out 

of the breathing zone, in the middle of the 

breathing zone.  I think we addressed 2 percent 

in nail products as well as we could. 

DR. SNYDER:  So, this letter went back 

to them already? 

DR. ANDERSEN:  No. 

SPEAKER:  No. 

DR. SNYDER:  Okay, so, you're looking 

for comments about that wording or -- 

DR. ANDERSEN:  Yes. 

DR. SNYDER:  So, I had a couple of 

comments.  On CIR Panel Book page 5, under draft 

responses, specifically comment two, I would like 

to suggest that the statement, "Any changes in 

(inaudible) products in particular that exceed 

the limits or (inaudible) products can be 

considered by the panel as violating the panel 

recommendations," I think we should have a 



sentence after that that says that unless they 

provide safety data to support the higher levels 

because I think there is an opportunity to 

provide -- depending upon -- 

DR. ANDERSEN:  Yes. 

DR. SNYDER:  Well, that's -- 

DR. ANDERSEN:  Good point because 

that's always an option. 

DR. SNYDER:  Yes. 

DR. ANDERSEN:  If you want to use it at 

a higher concentration, give us the data. 

DR. SNYDER:  And then in the 

conclusion, I kind of had a little bit of a softer 

conclusion somewhere around the lines of CIR 

panel appreciates, it utilizes all available 

data, all available information related to use 

and safety when reviewing a particular ingredient 

or group of ingredients.  In this instance, all 

of the proposed concerns have already been 

addressed in the most recent safety assessment 

and refer no changes to the current document.  

Something (inaudible).  

DR. BELSITO:  So, I'm reporting on this 

in full session, Paul.  So, you plan to report 



since you're the one that's finessed it all. 

DR. SNYDER:  Fine. 

DR. BELSITO:  In general, we agree it 

does not need to be reopened and maybe the 

responses need to be finessed, but they're 

appropriate. 

DR. SNYDER:  Yes. 

DR. LIEBLER:  I concur. 

DR. BELSITO:  Anything more with 

formaldehyde?  Okay.  So, parabens.  We got 

asked by Helyna and the PCPC to come back and look 

at these again because the SCCS has just updated 

their opinion specifically regarding propyl and 

butyl paraben and lowering the acceptable amount 

for one or any mixture of the two to.19 and this 

was based actually on there is no new data.  Okay, 

we have looked at all the same data they have 

looked at.  The major difference, and I thought 

I wrote down a page number, the major difference 

has to do in calculation of the margin of safety.  

We both did calculations of margin of safety and, 

in fact, in our calculation -- this is 

page -- numbers didn't come out very well in my 

book.  It looks -- 



DR. LIEBLER:  Panel book 73. 

DR. BELSITO:  Yes, maybe, I don't know.  

It's the opinion on parabens of the SCCS. 

DR. LIEBLER:  Oh, the SCCS comments? 

DR. BELSITO:  Yes. 

DR. LIEBLER:  That's 4.6. 

DR. BELSITO:  Yes, 4.6. 

DR. LIEBLER:  Panel book 106. 

DR. BELSITO:  Yes.  So, if you look at 

their calculations, which are at the bottom of 

that page, just before number 5 opinion, okay, 

dermal absorption, they used 3.7 percent; we 

actually used 50 percent in our calculation.  

Intended concentration of the finished product, 

we both used.4 percent; body weight was the same, 

cumulative exposure to preservatives was the 

same.  The major difference was they took a NOEL 

of 2 milligram/kilogram per bodyweight per day.  

We took a NOAEL of 1,000 milligram/kilogram per 

day.  So, we ended up with a great margin of 

safety; they ended up with a margin of safety of 

46.6.  To get it to 100, they reduced the 

concentration to.19. 

So, I'm a dermatologist.  Do we go with 



a NOEL or a NOAEL in terms of doing or margin of 

safety and this all has to do with endocrine 

disruption and repro toxicity, which is not my 

area of expertise.  So, I turn it over to Paul 

then and Curt at this point.  I think I've 

explained where the differences have occurred. 

DR. LIEBLER:  So, I looked at this and 

I was trying to find the reference that the SCCS 

document cited.  I'm referring to the 1,000 

milligram/kilogram exposure, the NOEL. 

DR. BELSITO:  Well, we used that. 

DR. LIEBLER:  Oh, we used that. 

DR. BELSITO:  We used 1,000. 

DR. LIEBLER:  Right, so, they referred 

to that as an inadequate study.  They criticized 

the study and the test. 

DR. EISENMANN:  Right, and there was a 

reason why the study that was done that way.  It 

was because there was an original study done in 

Japan that found the facts, and they were trying 

to repeat the study exactly the same -- 

DR. LIEBLER:  Oh, as an attempt to 

repeat the Oishii studies? 

DR. EISENMANN:  Yes. 



DR. BELSITO:  Yes. 

DR. LIEBLER:  Okay, so, I was tracing 

my way through the literature on this, and it was 

clear that the CIR document comes up used as 1,000 

and in the SCCS document, they cite that as the 

Holderman, et al., study, but I was confused 

because of the CIR document, there's no 

literature citation for anything by Holderman, et 

al. 

DR. EISENMANN:  They might have been 

cited (inaudible) instead. 

DR. LIEBLER:  Maybe that was it.  So, 

it was confusing because it wasn't clear in the 

CIR document where the citation came from, and 

that page where the CIR presents the MOS 

calculation, it says why the 1,000 was selected, 

but there's no citation for it.  So, that part was 

just confusing to me, and I don't know if that 

means we need to do anything because I can see the 

reason for the difference.  Obviously, it's 

whether you use that Fisher study to make per 

kilogram or you use the "Holderman study," 1,000 

per kilogram. 

DR. BELSITO:  Without sensitization or 



irritation.  I wash my hands, says Pontius 

Pilate. 

DR. ANDERSEN:  Well, the paragraph on 

Panel Book page 73, and I couldn't find the actual 

reference quickly either.  That was the Paul 

Snyder Memorial paragraph -- 

DR. SNYDER:  Okay. 

DR. ANDERSEN:  That essentially said 

look, guys, all this sperm stuff is not a 

particularly good endpoint.  So, Europe, go sit 

on it. 

DR. SNYDER:  I mean, the sufficient 

study that they're using for the basis was a 

single subcutaneous injection and only looked at 

the minimal epithelium (inaudible) or sperm 

production, and so, we had a lengthy discussion 

about that at the panel meeting and talked about 

that the other study that was done by the 

(inaudible) actually did testicular staging and 

much more robust study.  And at that time, we 

thought the robustness of the study and the 

negative results at the 1,000 milligram were 

significant enough where we used for our 

analysis.  I think the only other issue is that 



I think we need to address both that specification 

of that study and then the dermal absorption being 

so great because we did not have or at least we 

didn't reference those janjua, J-A-N, janjua. 

DR. BELSITO:  But it doesn't matter.  

We assumed dermal absorption was 50 percent. 

DR. SNYDER:  Okay. 

DR. BELSITO:  So, we overestimated 

even compared to the Europeans.  The Europeans 

gave it 3.4 percent. 

DR. LIEBLER:  And I think that 50 

percent is a reasonable estimate given that the 

reported data on absorption of these compounds, 

the metabolism is all over the map. 

DR. BELSITO:  Right.  But, in reality, 

parabens are probably poorly-absorbed in human 

skin because in contact dermatitis, there's 

what's called the paraben paradox, and that's 

where parabens, if you tape strip the stratum 

corneum, you can induce sensitization quite 

easily, but, in reality, the incidents of 

sensitization to parabens as used in cosmetics is 

the lowest of any of the preservatives listed 

inside there.  So, in guinea pig maximization 



test, that was predicted to be a huge allergen, 

and it just hasn't developed that right. 

So, I mean, I guess the question is:  Do 

we need to do anything?  I mean, I think PCPC just 

wanted us to be aware of what's happened in Europe 

and make a decision whether we want to change our 

mind or not.  Is that correct? 

MS. BRESLAWEC:  Yes. 

DR. LIEBLER:  That doesn't seem to me 

that there's a basis for doing that. 

DR. BELSITO:  So, that's it.  We 

looked at it and we don't even have to make a 

comment, do we? 

DR. ANDERSEN:  Well, there's piece 

two, which is Denmark has banned use of parabens 

for children under three. 

DR. BELSITO:  Three months. 

DR. ANDERSEN:  No, three years. 

DR. BELSITO:  Three years of age.  

Three years.  

DR. ANDERSEN:  Yes.  And my reading of 

that second SCCS document said we can find no 

basis for the Danish position, but it does seem 

like there's not a lot of data on exposure to any 



population under six months of age.  So, they at 

least opened a small door, but they didn't take 

a step through it.  They just made the comment. 

DR. LIEBLER:  And most of that 

discussion was simply speculation about the lack 

of development of biotransformation enzymes that 

might affect handling the compound. 

DR. ANDERSEN:  Yes, and focusing on the 

Danish apparent adoption or the precautionary 

(inaudible) since we don't know the answer to some 

of those questions unless err on that side.  So, 

I didn't count that as new data either. 

DR. LIEBLER:  Well, that changes our 

outcome. 

DR. ANDERSEN:  For infants, we already 

had an almost 6,000 margin of safety. 

DR. BELSITO:  Yes. 

DR. ANDERSEN:  By our approach. 

DR. SNYDER:  It would be interesting to 

look at -- there are three papers here that I 

circled about this different absorption 

distributing factors due to impurity of the young 

children. 

DR. KATZ:  What page? 



DR. SNYDER:  Page 7 of the second SCC 

document (inaudible) document on skin 

production. 

DR. LIEBLER:  It's Panel Book, Paul. 

DR. SNYDER:  In Panel Book.  Oh, Panel 

Book -- 

DR. BELSITO:  It's (inaudible) Panel 

Book. 

DR. SNYDER:  It's the second one 

that's -- 

DR. BELSITO:  It's the introduction 

for the scientific rationale for the Danes 

(inaudible). 

DR. LIEBLER:  Okay, (inaudible) 

children.  I just -- it was nothing we ever 

discussed, but it might be -- is it relevant 

looking at as a panel perspective?  I was never 

aware they were different. 

Paul, you were saying page 6 of that 

report? 

DR. SNYDER:  Page 7. 

DR. BELSITO:  Page 7. 

DR. LIEBLER:  Page 7. 

DR. SNYDER:  The first bullet point. 



DR. BELSITO:  3.1 introduction. 

MS. BRESLAWEC:  Are you talking about 

the Holderman studies? 

DR. BELSITO:  No, we're talking about 

the second part of the SCC opinion on restriction 

in children. 

MS. BRESLAWEC:  All right. 

DR. BELSITO:  3.1. 

DR. ANDERSEN:  Makri, Renwick, and 

Schwenk are the three separate citations. 

DR. BELSITO:  Yes. 

DR. SNYDER:  For different absorption 

rates for young children. 

DR. BELSITO:  No, not absorption.  No, 

no, they're talking about metabolism. 

DR. KLAASSEN:  I think so, too. 

DR. BELSITO:  There is good data to 

show that except that in premature infants, 

absorption through infant skin is not 

significantly different than absorption across 

adult skin.  Now, of course, there were 

differences in the fact that in a diaper, you have 

occluded skin.  There are differences because of 

the larger body surface area and weight, but no, 



what they're talking about here is not 

absorption, it's metabolism.  Elimination 

kinetics. 

DR. ANDERSEN:  There is pretty good 

evidence in both in laboratory and humans that 

babies don't metabolize as well as adults as far 

as their livers are concerned, and that's a pretty 

well-known phenomena. 

DR. SNYDER:  I just raised it because 

there were two or three references there that -- 

DR. BELSITO:  Right.  That we've never 

seen. 

DR. SNYDER:  We've never seen before. 

DR. ANDERSEN:  Well, and down further, 

the Boberg citations.  Go down three more 

bulletins, are new to us. 

DR. SNYDER:  Yes.  Yes.  So, it might 

be just useful to enhance our knowledge base about 

some of those primaries. 

DR. ANDERSEN:  Well, since the council 

very practically used the word "reexamine" and 

didn't ask us to reopen it, we could take the time 

out and reexamine those three papers. 

DR. BELSITO:  Well, five papers. 



DR. ANDERSEN:  Five. 

DR. BELSITO:  The Boberg, as well. 

DR. ANDERSEN:  Yes. 

DR. SNYDER:  Well, in that light, also, 

there's a hypothetic.  On page 27 on that same 

document, the Prusakiewicz. 

DR. LIEBLER:  Prusakiewicz. 

DR. SNYDER:  Prusakiewicz 2007 is not 

in our report as is the Shaw and (inaudible) is 

not in our report.  And so, there are some others. 

DR. ANDERSEN:  Arguably, fleshing out 

the stuff that has not been seen before -- 

DR. SNYDER:  Well, I mean, again, as 

you said, and I'm not proposing reopening, but 

certainly looking at if there's new available 

data we have not looked at before, it doesn't 

necessarily mean that we're going to reopen.  We 

can just take a look at it. 

DR. ANDERSEN:  Yes.  So, you're not -- 

DR. BELSITO:  So, but there are seven 

papers you want to look at.  Just the papers?  I 

mean, how do you want to deal with this, Paul?  

So, you're asking for the three papers that deal 

with metabolism in kids, the two papers that are 



new to the paraben, the disruption by Boberg, and 

then the Prusakiewicz or however you pronounce it 

and the -- 

DR. SNYDER:  Shaw. 

DR. BELSITO:  -- Shaw and (inaudible). 

DR. SNYDER:  Yes, the write-up -- can 

just maybe look at those, write a little brief 

synopsis, and we could then -- 

DR. BELSITO:  Well, there are seven 

papers.  Why didn't the writer just send us the 

seven papers?  Why write a brief synopsis?  I 

mean, aside from our review of the seven papers 

whether we need to pursue anything further. 

DR. ANDERSEN:  Yes, except what I was 

planning on doing was asking Ivan to do that and 

his perspective might end up being useful. 

DR. BELSITO:  Okay, where's Ivan? 

SPEAKER:  He's not here. 

DR. ANDERSEN:  He was right here.  

(inaudible) I mean, I think what -- 

DR. BELSITO:  You leave the room, you 

get an assignment.  (Laughter) 

DR. ANDERSEN:  The first issue is a 

more global issue.  It's not necessarily related 



to parabens.  I mean, it is and it isn't, but it's 

also related to a review assessment if there are 

differences in metabolism that we're not aware of 

or something. 

DR. BELSITO:  Yes. 

DR. KLAASSEN:  Okay, let me tell you.  

So, in regards to the first three, I mean, I'm sure 

that's what those papers are about.  And we can 

actually come up with 20 or 30 papers at least to 

show what's known about drug metabolism in 

children compared to adults, but it's not 

specific to the parabens, of course. 

Now, these two articles that are kind 

of specific to parabens, the Boberg papers, one 

is update on uptake distribution, metabolism, and 

excretion of endocrine disrupting the activity of 

parabens could be useful and then a second one is 

a possible endocrine disrupting effects of 

parabens.  So, we probably aren't going to learn 

a lot from that, but I think it's probably wise 

to go through and look at these lateral ones at 

least that are -- and maybe for people that aren't 

aware of what's known about drug metabolism in 

children to become a little aware of that. 



DR. BELSITO:  And, so, maybe what we 

could ask Ivan to do since he's not here is not 

only take a look at those three papers, but do a 

little bit of a literature search on what's known 

about metabolism in skin of young children and 

bring that to the panel and then the writer of this 

report can just get the two papers that Paul is 

requesting so that we can look at them without 

doing anything to the paraben report.  So, 

basically holding it, doing a little paper which 

would benefit all of us in terms of the chemicals 

we look at for the use in baby products and just 

updating us on the two papers we didn't see on 

endocrine disruption. 

DR. ANDERSEN:  Okay, and just to close 

the loop, the other group is going to suggest that 

this might create a spinoff not related to 

parabens, but maybe there is a useful discussion 

like we did with aerosols, talking about dermal 

penetration in infants.  Just the point that Don 

made, this is a special population and if we know 

something, maybe we ought to tell people. 

DR. KLAASSEN:  Dermal penetration and 

metabolism. 



DR. BELSITO:  Right. 

DR. KLAASSEN:  I would suggest -- 

DR. ANDERSEN:  Yes, yes. 

DR. KLAASSEN:  I mean, these other 

metabolism papers that are referenced here 

basically deliver. 

SPEAKER:  Right. 

DR. ANDERSEN:  But it's a packaged 

deal. 

DR. KLAASSEN:  Yes, yes. 

DR. ANDERSEN:  So, just don't be 

surprised if you hear that separate suggestion or 

another summary document, if you will. 

DR. KLAASSEN:  Well, we need to be 

educated. 

SPEAKER:  That's fine. 

DR. BELSITO:  Anything more on 

parabens?  Okay, re-reviews.  Methyldibromo 

glutaronitrile,  that goes back to the Yellow 

Book.  So, last time we decided not to reopen, 

even though you are (inaudible) we said doesn't 

seem to be an issue for us.  We think a lot of your 

data is irritation.  I'm still fine with that and 

I thought the re- review, I think we're hitting 



our stride.  I like it. 

DR. KLAASSEN:  Okay. 

DR. LIEBLER:  Agreed. 

SPEAKER:  Good. 

DR. BELSITO:  Okay, alkyl PEG 

sulfosuccinate, is that right? 

SPEAKER:  Yes.  

SPEAKER:  Blue, blue book. 

DR. BELSITO:  Blue, blue. 

SPEAKER:  Really bright blue. 

DR. BELSITO:  Oh, yes. 

SPEAKER:  Really bright book. 

DR. BELSITO:  True blue. 

DR. KLAASSEN:  They got true colors for 

blue this time. 

DR. BELSITO:  Yes. 

DR. KLAASSEN:  I was wondering if there 

was some significance to that. 

DR. ANDERSEN:  Yes, there is. 

DR. KLAASSEN:  There is? 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  I will make it a very 

short story. (Laughter)  Four times a year, we 

prepare Panel Books to mail out to all you folks.  



Four times a year, the freaking production 

machine breaks.  Guess which four times of the 

year it breaks. 

DR. SNYDER:  Not surprising.  

(inaudible) make it break. 

DR. ANDERSEN:  It's your fault. 

DR. LIEBLER:  But not my fault. 

DR. KLAASSEN:  You use Kinko copies. 

DR. ANDERSEN:  Yes.  But we have a few 

extra legal copies that had to be made on short 

notice. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  And that's happened a 

couple of times and their blue doesn't match our 

blue. 

DR. BELSITO:  So, alkyl PEG 

sulfosuccinates, in December, safe and present 

practice of use concentration when formulated to 

be non-irritating, we had a bunch of updates that 

were highlighted from material safety data 

sheets, one of which indicated that the 1.4 

dioxane was maxed at.001 percent.  We had already 

dealt with that in the document and the other, 

that formaldehyde was maxed at.056 percent and 



this was specifically in -- I will say in a minute 

which of them because my comment was that the 

disodium laureth sulfosuccinate, right, 

Wilbur -- 

MR. JOHNSON:  Yes. 

DR. BELSITO:  That formaldehyde.  

And, so, the question is:  How do we deal with it 

because it's reported to be used into the 10 

percent in hair non-coloring and at 2 percent in 

hair coloring, and, so, my concern is are these 

products then going to be heeded?  Are we back to 

the keratin issue and formaldehyde?  And let's 

assume that they are, are we concerned about.056 

percent at 10 percent, which now gets you down 

to.0056 percent being heeded.  I just throw that 

out.  I didn't think so, but -- 

DR. LIEBLER:  So, this is from the 

MSDS, right? 

DR. BELSITO:  Yes.  These are all from 

Material Safety Data Sheets. 

DR. LIEBLER:  Right.  There are no 

supporting data at all. 

DR. BELSITO:  No. 

DR. LIEBLER:  We have other data on 



systemic tox, which indicates a lack of systemic 

tox.  So, I supported removing it.  Removing the 

text that's underlined. 

DR. BELSITO:  Removing all of the 

information from MSDS sheets? 

DR. LIEBLER:  Removing that one -- 

DR. BELSITO:  But why would you remove 

that and not all the other new stuff that came from 

MSDS? 

DR. LIEBLER:  No, no, I didn't get a 

chance to finish.  Removing that one, removing 

the one at the top of the next page. 

DR. EISENMANN:  Removing the no data 

statement from them is better. 

DR. LIEBLER:  Correct. 

DR. EISENMANN:  And sometimes, they 

create a topic saying there's no data.  There are 

no data, because they're saying "There are no data 

that shows (inaudible)."  Well, then they mean 

there's no data. 

DR. LIEBLER:  Right. 

DR. EISENMANN:  Not that there's a 

negative out there, there's a negative study. 

DR. LIEBLER:  Yes.  So, I don't think 



we should be repeating that type of thing on 

reports. 

DR. EISENMANN:  Right.  But the fact 

that the.056 percent formaldehyde, that's useful 

information from the MSDS. 

DR. LIEBLER:  Yes. 

DR. BELSITO:  So, I mean, I think the 

issue is I don't think it changes the safety 

necessarily.  I think the issue becomes we have 

the discussion and Wilbur has two parts to it, 

both of which deal with formaldehyde.  So, one of 

those last two paragraphs in the discussion have 

to go away.  I thought using the one that says, 

"According to an updated MSDS on disodium 

sulfosucciante, this chemical may contain 

formaldehyde at a maximum level of 0.056 percent.  

Aware of this, the panel felt that this was below 

any threshold for toxicologic concern, period." 

DR. SNYDER:  Great. 

DR. BELSITO:  Particularly when 

diluted to the 10 percent or whatever. 

DR. SNYDER:  Oh. 

DR. BELSITO:  The final formulation. 

DR. SNYDER:  Did you capture that, 



Wilbur? 

MR. JOHNSON:  Yes. 

DR. BELSITO:  Anything else on this 

document?  Okay.  Okie-doke. 

MR. JOHNSON:  One question about the 

(inaudible) with respect to all the underlying 

text?   

DR. BELSITO:  Unless they say there was 

no data. 

DR. SNYDER:  On Panel Book page 41 -- 

DR. BELSITO:  Okay, so, let's go 

through it for Wilbur. 

MR. JOHNSON:  Okay. 

DR. SNYDER:  This last sentence says, 

"It also stated that there were no available data 

to indicate this chemical could (inaudible) be 

toxic (inaudible)."  Okay, that's where you're 

saying those need to go away, but it says there 

were no data. 

MR. JOHNSON:  Okay.  But the whole 

paragraph is going to be deleted for that? 

DR. BELSITO:  No. 

MR. JOHNSON:  Just those sentences 

where it says -- 



DR. BELSITO:  Additional details were 

not provided, period.  So, they said that it 

could cause respiratory irritation if misted or 

vapors that generate (inaudible). 

MR. JOHNSON:  Okay. 

DR. EISENMANN:  For everything that's 

irritant.  Anything that's an irritant, that's 

what they put. 

DR. BELSITO:  Right.  I mean, the 

disodium laureth sulfosuccinate, LD50 stays.  I 

mean, pretty much.  Disodium laureth 

sulfosucciante, page 8, Panel Book 46, that also 

looks as if there is no data available, which 

means that, as Carol said, there may be no 

studies. 

DR. EISENMANN:  Right. 

SPEAKER:  Yes, with no data taken out. 

DR. EISENMANN:  Right, that's how they 

say no data. 

DR. BELSITO:  Right.  So, take that 

out.  You're with me, Wilbur? 

MR. JOHNSON:  Yes, I deleted that.  

DR. BELSITO:  Yes, page 10, Panel Book 

48. 



DR. KLAASSEN:  They are noted. 

DR. BELSITO:  That that out.  That's 

it. 

DR. KATZ:  What I would ask is, as 

you're deleting the MSDS in some places, but not 

completely, and you've taken it out of the 

discussion at the end of the conclusion, there 

seems to be a disconnect as to why to have it at 

all.  Does it offer anything that you feel that 

you need the information there?  And from what 

it's saying in the words that you've left, it 

doesn't say anything.  I just kind of raised it 

and threw it out for you to decide what to do with 

that.  There just seems to feel like there's a 

disconnect.  You've added in the MSDS 

information at some parts, but you're not paying 

any attention to it as part of the discussion and 

conclusions, so, why do you need it? 

DR. BELSITO:  Good point. 

DR. LIEBLER:  So, we're taking out the 

ones where it would be MSDS is quoted as saying 

there are no data. 

DR. BELSITO:  Right. 

DR. KATZ:  Right. 



DR. LIEBLER:  That makes perfect 

sense. 

DR. KATZ:  Right, but in some of the 

others where it's kind of there as a sentence, 

just kind of tapped in as something new, but you 

don't address it ever again and it doesn't offer 

anything in terms of what you're going to conclude 

anyway, I'm just asking the question do you really 

need it?  If you feel you need it, it's a complete 

mistake, that's fine, but I'm just sort of asking 

a question. 

DR. BELSITO:  Well, in case of 

formaldehyde, we certainly need to say that we 

were aware that it's been reported to be present 

in disodium laureth.  But I hear what you're 

saying.  I mean, we get this non-specific stuff 

like okay, yes, this can be severely irritating 

to the eye at 100 percent, meanwhile, we have 

other data showing that as used in cosmetics, 

we're okay.  So, why do we put that data in when 

it's really no data, it's a statement. 

DR. KATZ:  That's right, and you're not 

addressing it again. 

DR. BELSITO:  Yes. 



DR. ANDERSEN:  I've been silent 

letting the discussion play out.  I think within 

CIR, there is a growing discomfort with MSDS 

statements that aren't backed by real data.  So, 

as we move in the future, I think we would be more 

of Linda's mind.  These presented some tougher 

calls in terms of wait a minute, based on data on 

components or similar materials, that sounds a 

lot like it's based on some data.  So, we tend to 

err on the side of inclusion, but, frankly, most 

statements in Material Safety Data Sheets are not 

backed by data and we have seen the light and we'll 

probably be shying away from those in the future. 

DR. LIEBLER:  So, the default is now to 

be very skeptical of them, whether or not to 

include -- 

DR. ANDERSEN:  I think that's where we 

come out.  And it depends who you ask among CIR 

staff, but I think the smart money says these are 

likely to not be productive sources of dates.  It 

isn't going to stop us from working through them 

and finding, as Wilbur did, somebody saying oh, 

we've got some formaldehyde in this.  That sent 

up a red flag to red flag it.  So, we'll data mine 



them, if there's something really significant, we 

won't try to hide it, but it's somebody's opinion. 

DR. BELSITO:  Right. 

DR. LIEBLER:  Unless there's a 

Reference 22 in the MSBS that says here's where 

the data came from, then we'll include it, but 

we'll probably not going to cite the MSBS because 

site reference. 

DR. KLAASSEN:  And they're basically 

written by lawyers and not by scientists. 

DR. ANDERSEN:  One hopes.  But, yes, I 

would agree with you. 

DR. KLAASSEN:  Not written for 

scientific purposes. 

DR. BELSITO:  So, Wilbur, last 

deletions occur on page 11 in the summary. 

MR. JOHNSON:  Yes. 

DR. BELSITO:  Where the bottom two 

paragraphs have the inserts.  You see what I'm 

talking about? 

MR. JOHNSON:  Yes. 

DR. BELSITO:  The top two on that page 

are fine, we've kept them in, but the bottom two 

(inaudible). 



Anything more on alkyl PEG 

sulfosuccinates?  Seeing no one raise their 

hand.  Okay.  Sugars, galactomannans.  This is 

another dark blue. 

DR. ANDERSEN:  Electric blue. 

DR. BELSITO:  Okay, so, last time, safe 

and present practice of use in concentration.  

Council comments were addressed.  Trigonella 

foenum-graecum used in curry was asked to be 

deleted because it's not a galactomannan.  And 

then we need to make sure the discussion that 

Wilbur has crafted for us is okay. 

So, I guess my question back to the 

Council on this trigonella foenum-graecum is 

you're just asking that that reference about its 

presence in curry be removed.  You're not 

suggesting that trigonella foenum-graecum 

hydroxy propyl trimonium chloride be removed? 

DR. EISENMANN:  Correct.  I asked Ann 

Marie (inaudible) about -- there was a memo that 

does that affect her opinion on what the flavor 

or fragrance was when we were discussing this the 

last time. 

DR. BELSITO:  Right. 



DR. EISENMANN:  And she said that in 

the curry flavor, it's not polysaccharide, that's 

what it's based on.  So, I really don't think that 

they're reacting to the polysaccharide in the 

curry, but if you want to leave that in, that it's 

just a minor case report and doesn't really have 

anything to do with the ingredients that's left 

(inaudible) which is the trimonium. 

DR. BELSITO:  So, we're talking about 

page 14 of the report, Panel Book 84.  The last 

paragraph is the one that PCPC is suggesting be 

struck whereas the one above it with the immediate 

allergy to the seed powder in a 36-year-old 

female. 

DR. EISENMANN:  I think it's less clear 

about what that actually is.  That's probably not 

the material that I think is less clear. 

DR. BELSITO:  So, your point is that 

curry, which I'm assuming is extracted from 

trigonella. 

DR. EISENMANN:  Yes, it's a flavor 

ingredient that's used in curry that is from the 

fenugreek-trigonella compound -- 

DR. BELSITO:  Okay. 



DR. EISENMANN:  And that's not talking 

polysaccharide -- 

DR. LIEBLER:  But there are many other 

things in curry. 

DR. EISENMANN:  Correct. 

DR. LIEBLER:  Yes. 

DR. EISENMANN:  Correct. 

DR. BELSITO:  So, what was it? 

DR. LIEBLER:  Right. 

DR. BELSITO:  Colonel Mustard in the 

library with a rope.  So, we're deleting it or no? 

SPEAKER:  Yes. 

DR. BELSITO:  I don't care one way or 

the other, quite honestly. 

DR. KLAASSEN:  Take it out. 

DR. BELSITO:  Okay. 

DR. EISENMANN:  Well, if we take it 

out, the paragraph on the next page also belongs 

to that study. 

DR. BELSITO:  Yes, okay. 

DR. KLAASSEN:  Take out the two 

paragraphs.  Okay. 

DR. BELSITO:  Okay.  So, we've done 

that.  Is everyone now happy?  Are we going to an 



Indian restaurant tonight? 

DR. ANDERSEN:  (inaudible) curry 

anyway.  It tastes great. 

SPEAKER:  No, we're not going to an 

Indian restaurant. 

DR. BELSITO:  Okay.  Anything more on 

galactomannans? 

DR. EISENMANN:  One more general issue 

to settle. 

DR. BELSITO:  What? 

DR. EISENMANN:  Ingredient 

definitions. 

DR. BELSITO:  Okay. 

DR. EISENMANN:  In this report, 

they're not (inaudible) dictionary definitions.  

I mean, they're not wrong, but they're not 

dictionary definitions.  I would just like you 

guys to state whether or not you want dictionary 

definitions in the books.  I think they're 

appropriate for reports and partly because, I 

mean, you're reviewing cosmetic ingredients.  

The next time you re-review, by that time maybe, 

the dictionary will change their definition.  

It's nice to have a record of the definition as 



it was when you reviewed it, of the name and the 

definition. 

DR. BELSITO:  I think they should be 

dictionary definitions. 

MS. BRESLAWEC:  Okay.  We have no 

problem with and encourage the actually much more 

descriptive definitions that have been provided 

a little by CIR.  We would just like to make sure 

that the INCI dictionary definition which is not 

in many cases particularly useful, but we want to 

provide for a matter of record. 

DR. BELSITO:  Alan, you were waving. 

DR. ANDERSEN:  We will certainly add 

the dictionary definitions.  But we're not going 

to have the dictionary definitions be the only 

description because they are too often 

inadequate.  So, I'm comfortable with Bart 

making the effort to give you what we think are 

good, solid definitions, but it would be 

disingenuous to ignore that the International 

Cosmetic Ingredient Dictionary Handbook has said 

it's this.  That's fair.  So, we'll add what the 

dictionary says it is and -- 

DR. LIEBLER:  And where does that go? 



DR. ANDERSEN:  Someplace.  (Laughter) 

MS. BRESLAWEC:  Probably in table 1. 

DR. ANDERSEN:  Table, okay, not in the 

introduction paragraph. 

MS. BRESLAWEC:  No, since table 1 

cites -- 

DR. ANDERSEN:  Yes. 

MS. BRESLAWEC:  -- the dictionary as 

the source of the definition. 

DR. LIEBLER:  Okay, that can be the new 

place. 

DR. SNYDER:  Well, there is a section 

of definitions in the report, though.  

MS. BRESLAWEC:  As long as it's in the 

table, we're okay. 

MR. HELDRETH:  Maybe (inaudible) went 

forward (inaudible) packs is to have the INCI 

definition in there and then my ultra-definition 

in italics and then there's something that points 

to that so that you have both there and it's clear 

which is which. 

MS. BRESLAWEC:  Again, we have 

absolutely no objection.  We welcome the 

definitions that are more descriptive, in fact, 



of the ingredient.  We just feel it's necessary 

to have the INCI definition. 

MR. HELDRETH:  Sure, I understand. 

DR. ANDERSEN:  I also think it serves 

a purpose.  When the public sees cyamopsis 

tetragonolobus guar gum is the gum derived from 

(inaudible).  Enough of those circular 

definitions, and somebody will write a letter 

saying what do you guys think you're doing?  

Carol made a joke earlier when she said maybe 

later, the definitions will change.  So, that's 

my joke. 

SPEAKER:  All right, good. 

DR. BELSITO:  Okay, ammonium 

hectorites.  Again, another safe in present 

practice of use, concentration from December.  

We got some new use concentrations for 

Stearalkonium, but the data were consistent, 

nothing surprising.  Are we all okay with the 

discussion as written?  I was fine with it.  I 

had no comments. 

DR. SNYDER:  This is a good segue for 

the chemist in the discussion.  The second 

paragraph, "Concluded that lithium is tightly 



bound and not likely to leach."  Is there a more 

scientific way or a way to state that or is "leach" 

(inaudible) chemistry or released or just simply 

stating that lithium molecules (inaudible)? 

DR. LIEBLER:  You could say 

disassociate, but I don't think that's really any 

better than.  Perhaps, you could say is not 

likely to leach from these compounds. 

DR. BELSITO:  That's what we said. 

DR. LIEBLER:  No, it just says, "and 

would leach," period.  "Is not likely to leach."  

Actually, I don't think there's any reason we need 

to (inaudible). 

DR. LIEBLER:  Yes, just a query. 

SPEAKER:  Yes. 

DR. BELSITO:  Okay, any other any 

queries? 

DR. LIEBLER:  No. 

DR. BELSITO:  Okay, done.  Okay, 

polyether lanolates.  This is a re-review.  

Okay, so, again, it's the usual stuff.  Is there 

any reason to reopen what we need to re-review?  

No.  Do we want to reopen it to add on a bunch of 

ingredients and go to 38?  Sure.  Those were my 



comments. 

DR. LIEBLER:  Yes, I said reopen, add 

the other ingredients. 

DR. BELSITO:  And probably safe as used 

unless comes out of the blue when we add them. 

Now, Dan, are there any ingredients 

that you don't want to add looking at that list? 

DR. LIEBLER:  No, nothing to exclude. 

DR. SNYDER:  So, this was the one where 

on page 5, Panel Book page 13.  Under 

Carcinogenicity, "PEG-8 was not carcinogenic 

when administered orally, intraperitoneally, or 

subcutaneously."  And then that reference is an 

old CIR report. 

DR. LIEBLER:  Also, cite the primary 

reference for that.  That's what I think. 

MS. BECKER:  Yes, and this was from the 

summaries from the reports.  But that would be 

fleshed out for the next version. 

DR. LIEBLER:  Right. 

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

all the suggested add-ons and Carol's making sure 

and Bart are making sure there are no other 

chemicals we should add on.  We're not leaving 



some poor baby at the orphanage.  Okay. 

DR. LIEBLER:  And then first three 

years in applying this in the (inaudible) area, 

that's the thing.  (Laughter) 

DR. BELSITO:  Okay.  Amino acids.  

Okay, well, I guess it sounds like sort of a 

no-brainer, but one of the impurities, and I 

forget which one was listed.  Is it methanol?  

Does that bother anyone?  The fact that we really 

don't have any manufacturing or impurities for 

any of them?  Does that bother anyone?  It can be 

some animal sources which I never even mentioned 

because the EU says that it's not likely that the 

animal sources will have anything, but not even 

told there are animal sources. 

DR. EISENMANN:  For the individual 

amino acids, they're primarily made by 

fermentation and not -- 

DR. BELSITO:  Well, it'd be nice to get 

some data. 

DR. EISENMANN:  Well, there's a 

published paper that I was able to find that -- 

MS. BURNETT:  No, because I didn't mean 

like the source that will be added in the next 



iteration of the report on method of 

manufacturing. 

DR. EISENMANN:  So, the opinion that's 

been found is primarily about the source amino 

acid.  So, in the dictionary, there's also a 

keratin amino acid.  That was the opinion of 

(inaudible) and keratin amino acid is a material 

that's -- 

DR. BELSITO:  Deriving from keratin. 

DR. EISENMANN:  -- from chicken 

feathers. 

DR. BELSITO:  Okay. 

MS. BURNETT:  I plan on taking that 

paragraph out of this report and putting it into 

the next report -- 

DR. EISENMANN:  Right. 

MS. BURNETT:  -- that I'm writing.  

The source amino acid report, which this is my 

opportunity now to ask the audience if you have 

any information on the source amino acids or on 

hydrolyzed proteins, please provide them to me 

because I'm having difficulty finding any 

information now. 

DR. BELSITO:  What do you mean "source 



amino acids?" 

MR. HELDRETH:  Basically taking animal 

or plant sources, such as oligopeptides or any 

polypeptides or proteins and hydrolyzing them all 

the way down to amino acids. 

DR. BELSITO:  As opposed to 

synthesizing them? 

MR. HELDRETH:  Opposed to synthesizing 

and also here, we're talking about mixtures of 

amino acids and the beta amino acids, which are 

different in their connectivity of the amine 

group from the amino acid you have in front of you. 

DR. BELSITO:  So, what are we looking 

at?  I mean, we're not looking at all amino acids; 

we're not looking at keratin-derived amino acids? 

MS. BRESLAWEC:  My understanding was 

what the panel asked for was to start the amino 

acids and then decide which way it's going to go.  

So, I thought the discussion -- 

DR. ANDERSEN:  Yes, there's a second 

shoe -- 

DR. BELSITO:  Which is about to drop. 

MS. BRESLAWEC:  -- (inaudible) study. 

DR. ANDERSEN:  -- (inaudible) 



requested. 

MR. HELDRETH:  And then this group fits 

together as the classic alkyl amino acids that 

aren't considered GRAS. 

DR. ANDERSEN:  Yes. 

MR. HELDRETH:  Where a source amino 

acid, that's another story.  You're talking 

about mixtures.  They might not even be alkyl 

amino acids.  It's another group. 

MS. BURNETT:  So, this report is the 

cornerstone for the next reports that are coming 

down the pike. 

DR. BELSITO:  So, the next report will 

be a separate report? 

MS. BURNETT:  Yes. 

MR. HELDRETH:  Yes. 

DR. BELSITO:  So, how are we going to 

refer you to this report?  Fermented amino acids? 

DR. LIEBLER:  Alpha. 

DR. BELSITO:  Non-natural amino acids. 

MR. HELDRETH:  Well, these are 

natural -- 

DR. LIEBLER:  These are -- 

DR. BELSITO:  Synthesized amino acids? 



MS. BURNETT:  These are alpha, 

natural-occurring -- 

DR. LIEBLER:  I think these are just 

the alpha-amino acids.  They may be reduced by 

different mechanisms, that's why I think defining 

that and also having some additional information 

on their purities would be useful here.  In the 

introduction, last three of the three paragraphs 

in the introduction, it says, "With the exception 

of glycine in defining the naturally occurring 

amino acids are all alpha."  Also, they're also 

alpha-amino acids.  

DR. BELSITO:  Right. 

DR. LIEBLER:  Well, that's 

stereochemistry.  Alpha just refers to the 

position of the amino group relative to the 

carboxyl. 

MR. HELDRETH:  Well, if I (inaudible) 

the sentence here. 

DR. LIEBLER:  Yes. 

MR. HELDRETH:  It's what comes after 

the comma, that with the exception of these, 

they're all (inaudible) is what that sentence is 

trying to say. 



DR. LIEBLER:  Yes, I know, but it's not 

clear.  It makes it sound like that those two 

aren't alpha-amino acids.  I mean, that's not 

what you meant to say, so. 

MR. HELDRETH:  We'll take it out. 

DR. LIEBLER:  Okay.  But I think the 

title of the report could be alpha-amino acids 

because it doesn't include beta amino acids. 

SPEAKER:  Yes, then add a Greek symbol 

(inaudible) amino. 

DR. BELSITO:  Oh, wow.  And, 

Christina, I just want to compliment you for you 

how you handled wave 2.  It made my life so 

incredibly easy. 

SPEAKER:  Yes, it was good. 

MS. BURNETT:  Just to let you know, 

before we mailed out wave 2, but after I made the 

table, the Council provided even more data.  But 

we're holding off adding that until the next 

draft.  So, you'll see that next time. 

I can't remember all that detail.  I 

know the other group had concerns at testing 

concentrations of use.  So, I'll have to go back 

and look.  I don't know if I'll get a chance to 



before tomorrow morning, but one of them is used 

up to 18 percent, as reported (inaudible) -- 

DR. BELSITO:  What do you mean? 

MS. BURNETT:  -- test data that proved 

that should (inaudible). 

DR. BELSITO:  Yes.  And there, 

arginine is used at 18 percent. 

MS. BURNETT:  So, there is more data 

and there's possibly more data after that, too.  

I don't know, but the council expects there's 

still more stuff, so. 

DR. BELSITO:  But it's rinse-off.  I 

mean, give me a break. 

MS. BURNETT:  Right. 

DR. BELSITO:  I mean, 2 percent is the 

leave-on, and we have 2 percent margining.  I 

noted that, but so a 1 to 10 dilution, you're down 

to 1.8 percent and who cares? 

DR. EISENMANN:  Well, they probably 

wouldn't test it. 

DR. BELSITO:  But Bob's team, they're 

just not paying attention again.  They're just 

not paying attention.  What happened -- 

MS. BURNETT:  I think that they do it 



to throw us off or they just -- 

DR. BELSITO:  I think you need to look 

at the aggregated age of the panel and the fact 

that -- 

SPEAKER:  Good. 

SPEAKER:  Ouch. 

SPEAKER:  Good. 

SPEAKER:  That's right.  (Laughter) 

DR. BELSITO:  (inaudible) minutes 

anyway. 

DR. SNYDER:  I'd like to suggest that 

we strike the analog data.  I don't think that 

adds anything and I'm sure there's lots of other 

analogs.  So, why are we only -- on page -- 

DR. BELSITO:  Page 5.  

DR. SNYDER:  It's in here. 

DR. BELSITO:  Here? 

DR. LIEBLER:  With respect to 

impurities, is the purity of these alpha-amino 

acids for cosmetic use should be similar to those 

for dietary supplements?  Is there anything that 

you could look up or say about that because we 

really have nothing on impurities -- 

MS. BURNETT:  I think in the council 



comments, you had something about looking at the 

(inaudible). 

DR. EISENMANN:  Yes, and I will ask the 

material of commerce is what's in like food 

chemicals (inaudible) -- 

DR. LIEBLER:  Right. 

DR. EISENMANN:  -- food chemicals. 

DR. LIEBLER:  Yes, that's what I would 

think. 

DR. EISENMANN:  That's what I would 

think. 

DR. LIEBLER:  And if that's a typical 

range, that could be specified here. 

DR. EISENMANN:  Right. 

DR. BELSITO:  Okay, so, if I understand 

what we're doing, is we're going to proceed with 

this, alpha-amino acids.  It's going to come back 

with some additional concentration of use data 

that the council provided or additional data --  

MS. BURNETT:  No, HRIPT. 

DR. BELSITO:  HRIPT, I' sorry. 

DR. EISENMANN:  On products 

containing -- 

DR. BELSITO:  Right.  We're going to 



look at hopefully obtaining some method of 

manufacturing in impurities.  We're going to 

somehow differentiate it from this other amino 

acid report that we're writing in the 

introduction by saying we are looking at pure 

alpha-amino acids or something because I don't 

understand what the differences are at this point 

until I see the next report. 

DR. LIEBLER:  The other report will be 

mixtures of (inaudible). 

DR. BELSITO:  Oh, so, like oligomers 

or? 

DR. EISENMANN:  No.  No, there are two 

reports.  One is a mixture of amino acids, so they 

still can (inaudible) all the way to amino acids. 

DR. LIEBLER:  Right. 

DR. EISENMANN:  And the other one will 

be partially.  So, they'll be -- 

DR. LIEBLER:  Okay.  Those are all 

peptides. 

DR. EISENMANN:  Proteins, right.  

Right. 

MS. BURNETT:  They're being performed 

on the same (inaudible). 



DR. LIEBLER:  Okay, yes. 

DR. BELSITO:  Now, is there any reason 

why if you have a cosmetic product containing 

phenylalanine that that would need to be labeled? 

DR. SNYDER:  Allergy to MSD. 

DR. BELSITO:  No, for -- 

DR. KLAASSEN:  I doubt it.  Absorption 

can be -- 

DR. EISENMANN:  I just wondered if you 

wanted some background information on 

(inaudible) in the report like -- 

DR. BELSITO:  How are we getting 

background?  I guess I'm asking the FDA does any 

product that contains phenylalanine need to be 

labeled caution, this contains phenylalanine? 

DR. KLAASSEN:  Well, NutraSweet is. 

DR. KATZ:  For anything that's 

consumed -- 

DR. KLAASSEN:  Right. 

DR. BELSITO:  Consumed, but topical -- 

DR. KATZ:  Topical, I've never heard of 

that being required.  But for anything that would 

be considered, you would have to have a label. 

DR. BELSITO:  Right. 



DR. LIEBLER:  It's right here 

someplace.  It should be. 

SPEAKER:  It needs to be. 

DR. LIEBLER:  If it's not here, I'm 

giving this to Melinda right away. 

DR. BELSITO:  Okay.  I just threw that 

out because -- 

DR. EISENMANN:  Well, and the other 

one, I was wondering if you want something in 

there on (inaudible) acid and some background -- 

MS. BURNETT:  (inaudible) there. 

DR. EISENMANN:  But, I mean, not 

concerned for topical application of 

(inaudible). 

DR. LIEBLER:  I mean, if you wanted, 

you could mention it in Discussion.  The panel 

noted that -- 

DR. EISENMANN:  Because that was one of 

the data (inaudible) industry and I didn't 

exactly know how about if anybody would add 

that -- 

DR. BELSITO:  They being Mark's team? 

DR. EISENMANN:  No -- 

DR. ANDERSEN:  No, when we put the SLR 



out -- 

DR. EISENMANN:  -- CIR staff. 

DR. BELSITO:  Oh. 

DR. ANDERSEN:  We flagged -- 

DR. EISENMANN:  And my comment was 

mainly getting some background information on 

those two issues to identify really what you 

needed.  I guess some people might flush when 

they eat MSG.  I don't know. 

DR. BELSITO:  Get headaches. 

DR. EISENMANN:  Yes. 

DR. BELSITO:  Causes (inaudible) 

habilitation, you actually get a headache, you 

get flushing, some people get -- 

DR. EISENMANN:  So, would you be 

concerned about that when they put it on the skin 

(inaudible) low levels? 

DR. LIEBLER:  I mean, at the most, you 

can mention in the discussion -- 

DR. ANDERSEN:  Sure. 

DR. LIEBLER:  -- that these are known 

to be issues with those two amino acids and, yes, 

the panel felt that the absorption of these from 

cosmetic products would be significant enough to 



merit concern. 

DR. BELSITO:  Okay.  Yes, I mean, I 

guess we can -- I mean, we shouldn't make it look 

like we buried our head in the sand and weren't 

even aware of those issues.  So, yes.  But not a 

whole lengthy thing because -- 

DR. EISENMANN:  Well, that's what I was 

going to say, upon the review and -- 

DR. BELSITO:  Yes.  Exactly. 

DR. EISENMANN:  Per PKU, there's like 

the level of alamine -- 

DR. SNYDER:  Surely, there has to be 

some data on people who prepare and get in contact 

with them, I mean, if it was -- 

DR. BELSITO:  What, with monosodium 

glutamate? 

DR. SNYDER:  Yes. 

DR. BELSITO:  Well, that's an 

idiosyncratic reaction.  So, I don't remember 

what causes it, but it's like the Asians tend to 

flush more with alcohol because of enzyme 

deficiencies that are genetic. 

MS. BURNETT:  The little research I did 

on MSG, said it wasn't really MSG causing the 



problem, that they couldn't actually isolate what 

the issue was.  So, it went up in the air.  I 

didn't find anything concrete. 

DR. ANDERSEN:  We presume that all the 

categories that were captured are mucous membrane 

and incidental ingestion, a.k.a. lipsticks.  No 

use, no reported uses for phenylalanine and for 

MSG, 0.2 percent in that mucous membrane 

category/incidental ingestion.  And I don't know 

how that compares to what is ingested in a Chinese 

dinner. 

DR. BELSITO:  Okay, anything more on 

amino acids? 

SPEAKER:  No. 

DR. BELSITO:  Okay, PEGylated oils. 

DR. ANDERSEN:  Before we get off of 

this, are you reporting on this? 

DR. BELSITO:  On amino acids? 

DR. ANDERSEN:  Yes. 

DR. BELSITO:  No, Jim is. 

DR. ANDERSEN:  Okay.  I'm trying to 

figure out what the work product is out of this.  

Are we doing a tentative -- 

MS. BURNETT:  Yes. 



DR. BELSITO:  Safe as used. 

DR. ANDERSEN:  Safe as used.  Thank 

you. 

DR. BELSITO:  Okay, so, same question.  

Re-review based upon new data and you need to 

reopen, no, add-ons, yes, but I guess I had a 

question on PEG-2 and PEG-3 because the PEGs, we 

only went down to four. 

DR. ANDERSEN:  We actually went down to 

three, triethylene glycol. 

DR. BELSITO:  Okay.  But we haven't 

gotten down to two. 

MR. HELDRETH:  Yes, that's with the 

PEG. 

DR. BELSITO:  Right. 

MR. HELDRETH:  As PEG, no. 

DR. BELSITO:  Right.  So, can we do 

PEG-3? 

DR. ANDERSEN:  Well, the ingredient 

that you would name PEG-3 is actually called 

triethylene glycol in the dictionary. 

DR. BELSITO:  PEG-2, I'm sorry.  

Because PEG-2 castor oil is one of the suggested 

add-ons.  As is PEG-3 castor oil.  Page 12 of the 



Panel Book. 

DR. ANDERSEN:  Yes, yes, I'm just 

trying to remember what we said in the PEG report 

itself. 

DR. BELSITO:  I don't know.  I looked 

up the PEG report and the information I got was 

that it went down to PEG-4. 

DR. ANDERSEN:  Yes.  Yes, PEG-4, for 

PEGs, that's the lowest as described. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  PEG-3 uses different 

terminology and there is no PEG-2 as a cosmetic 

ingredient.  No, I'm sorry, there is.  

Diethylene -- 

DR. BELSITO:  Glycol. 

DR. ANDERSEN:  And that's been 

separately reviewed. 

DR. BELSITO:  Has it been? 

MR. HELDRETH:  Not by us. 

DR. ANDERSEN:  Not by us.  Oh, I 

thought I was, okay. 

MR. HELDRETH:  But we didn't do 

triethylene glycol, which would be PEG-3. 

DR. ANDERSEN:  We can add that to the 



table then. 

DR. BELSITO:  So, do we need to put this 

on hold and do diethylene glycol first? 

DR. ANDERSEN:  Not on a PEG.  

(Laughter) 

DR. BELSITO:  Not on a PEG.  Is PEG-2 

castor oil used at all? 

MS. BURNETT:  The hydrogenated oils 

(inaudible) uses. 

SPEAKER:  It's the hydrogenated. 

DR. BELSITO:  It would be a shame to 

leave that little PEG-gy out in the cold, wouldn't 

it? 

DR. SNYDER:  This little PEG-gy. 

DR. BELSITO:  It's been a long day. 

DR. SNYDER:  Yes. 

SPEAKER:  This little PEG-gy had none. 

DR. BELSITO:  I mean, our concern with 

cutting off at PEG-4 was what, ethylene glycol, 

monomer residual?  Is that it? 

DR. ANDERSEN:  No, that's all that's 

described in the dictionary. 

MR. HELDRETH:  The nomenclatures are 

different (inaudible). 



DR. ANDERSEN:  Yes.  For some reason. 

MR. HELDRETH:  If it's 3, it's called 

triethylene glycol and I think diethylene glycol. 

DR. ANDERSEN:  Correct. 

DR. BELSITO:  So, but why did we when 

we did the PEGs and said if it's PEG number N, it's 

okay and we don't care anymore, why did we do 

diethylene and triethylene glycol with the PEGs? 

DR. LIEBLER:  We weren't thinking. 

DR. ANDERSEN:  It's probably closer 

into the radar as where the diethylene and the 

triethylene nomenclature typical. 

DR. BELSITO:  I mean, are we concerned 

about greater absorption in diethylene versus 

triethylene or more ethylene glycol and 

diethylene? 

DR. LIEBLER:  It's really a moot point 

with these because the dominating feature is this 

big triglyceride.  So, these PEGs are ornaments 

on the ends of the carboxylic acids.  And, so, in 

that context, I mean, PEG-2 versus PEG-3 or PEG-2 

versus like PEG-5, for example, significant 

difference, but PEG-2 castor oil versus PEG-5 

castor oil, I would think a very significant 



difference because I think neither of those can 

be triple absorbed, but basically triglycerides 

with the addition of the PEG on the -- 

DR. BELSITO:  End. 

DR. LIEBLER:  On the end of the 

carboxyl, right, and (inaudible). 

DR. BELSITO:  So, are you saying, Dan, 

that the absence of a review on PEG-2 does not stop 

you from adding PEG-2 castor oil to this report? 

DR. LIEBLER:  Right. 

DR. BELSITO:  So, you don't want to 

throw out any of them? 

DR. LIEBLER:  Oh, no, I had a couple 

others I wanted to throw out. 

DR. BELSITO:  Oh, okay. 

DR. LIEBLER:  But we hadn't gotten 

there yet. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  I wanted to throw out the 

PEG-2 -- 

DR. BELSITO:  Hold on, hold on. 

DR. LIEBLER:  Yes. 

DR. BELSITO:  Page. 

DR. LIEBLER:  So -- 



DR. BELSITO:  The list starts on page 

7, Panel Book 12. 

DR. LIEBLER:  Yes, Panel Book page 

10 -- 

MS. BURNETT:  That's the (inaudible). 

DR. LIEBLER:  Yes, table 1, right-hand 

column, the fifth line down, PEG-200 

hydrogenated -- 

DR. BELSITO:  Wait a minute, where are 

you? 

MS. BURNETT:  Panel book -- 

DR. LIEBLER:  Panel book page 10, table 

1. 

MS. BURNETT:  The first table, table 1. 

DR. LIEBLER:  Panel book page 10, okay. 

DR. BELSITO:  Okay, first table, yes, 

okay. 

DR. LIEBLER:  Okay, right-hand column, 

fifth line down, PEG-200 hydrogenated castor oil 

IPDI copolymer.  That's an isophorone 

diisocyanate copolymer, and it seemed like it 

didn't belong on this list. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  And then the other one I 



flagged was the reaction to the others, but of the 

oils that had not been previously reviewed.  So, 

the esters from the oils that had not been 

previously reviewed.  And I guess my question is:  

Should we remove those if those oils had not been 

previously reviewed?  I don't have chemical 

reasons to throw them out, but I'm just wondering. 

DR. BELSITO:  So, when we reviewed the 

vegetable oils, these didn't come up because they 

weren't used as pure vegetable oils?  Is that it? 

MS. BURNETT:  Or in the case of 

cannabis, you could say not going to touch it with 

a 10-foot pole. 

DR. BELSITO:  In the case of what? 

MS. BURNETT:  Cannabis, we didn't want 

to touch it.  We were looking at it at the 

original point in time, they were edible oils when 

we first made the list because edible and that 

they are GRAS and that's how we were able to make 

the list. 

SPEAKER:  Well, isn't that a 

(inaudible)? 

(Laughter) 

SPEAKER:  It's GRAS. 



MS. BURNETT:  It is GRAS. 

SPEAKER:  It's edible. 

MS. BRESLAWEC:  We would not object if 

oils that -- if the ones without the oil component 

being reviewed would be removed. 

DR. EISENMANN:  Because you made such 

an effort in that report to find a composition of 

each one, but now you don't necessarily have a 

record of the composition of those. 

MS. BRESLAWEC:  Right. 

MS. BURNETT:  And there was a motion in 

the other group that if you want to do that, then 

you need to have the fatty acid profiles and then 

it went back and forth as well, then that wouldn't 

be a no-brainer if we don't have that stuff 

already. 

DR. BELSITO:  Right, so, it wouldn't 

be.  So, okay, all the asterisked ones go away.  

Although, I don't know, I liked rosa rubiginosa 

seed oil.  Sort of reminded me of Rosa Mae 

(inaudible). 

DR. EISENMANN:  What about did you vote 

Passiflora one?  I guess so. 

DR. BELSITO:  What? 



DR. EISENMANN:  There's a mixture of 

agula and Passiflora and Granada. 

MS. BURNETT:  I know we did the agula.  

I don't know.  I can't remember.  I guess it's in 

here. 

DR. EISENMANN:  We may have.  Yes, 

it's edible. 

MS. BURNETT:  The report (inaudible). 

DR. BELSITO:  Okay.  So, all the 

asterisked ones go away and the IPDI copolymer 

goes away. 

SPEAKER:  Right. 

DR. LIEBLER:  So, are we okay with 

PEG-2 castor oil? 

DR. BELSITO:  If you tell me you're 

okay with it, Dan.  You're the man. 

DR. LIEBLER:  Okay.  If it's nothing 

more than an ornament, I agree.  I mean, I think 

that since it's on the big structures, it's not 

as much of an issue as it would be in particle 

smaller structures.  It might be like absorbed 

and metabolized. 

DR. BELSITO:  I mean, I'm concerned 

about cleavage and the surface of the skin or -- 



DR. LIEBLER:  (inaudible) really will 

come out. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  But if we have to duke it 

out tomorrow, we'll do it (inaudible). 

DR. BELSITO:  So, the deletions are 

from page 5, Panel Book 10.  Okie-doke I think 

that's it.  Reopen is going to be safe as used. 

SPEAKER:  Yes. 

DR. ANDERSEN:  And we have victory.  

We made it. 

(Whereupon, at 4:00 p.m., the 

PROCEEDINGS were adjourned.) 

*  *  *  *  * 



 



CERTIFICATE OF NOTARY PUBLIC  

DISTRICT OF COLUMBIA  

I, Irene Gray, notary public in and for the 

District of Columbia, do hereby certify that the 

forgoing PROCEEDING was duly recorded and 

thereafter reduced to print under my direction; 

that the witnesses were sworn to tell the truth 

under penalty of perjury; that said transcript is 

a true record of the testimony given by witnesses; 

that I am neither counsel for, related to, nor 

employed by any of the parties to the action in 

which this proceeding was called; and, 

furthermore, that I am not a relative or employee 

of any attorney or counsel employed by the parties 

hereto, nor financially or otherwise interested in 

the outcome of this action. 

  

 

(Signature and Seal on File) 

----------------------------------- 

Notary Public in and for the District of Columbia 

My Commission Expires: April 30, 2016  


