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P R O C E E D I N G S  

(8:02 a.m.)  

DR. BERGFELD:  I'm going to 

officially open the second day of the CIR 

Panel Meeting.  I'm realizing that yesterday 

was a team meeting and today is a full panel 

meeting.  This is our one-hundred and 

twenty-first meeting, and to remind you all, 

this is the thirty-sixth having celebrated the 

thirty-fifth last year. 

Last year in the team meetings we 

had a very illuminating 4-hour workshop on the 

structural activity relationships and what is 

available now as tools and what may be 

available in the future for us and we're 

certainly looking forward to having more help 

in this area.  Thank you very much for all 

those that participated in that workshop.  It 

was excellent.  Ivan, thank you so much for 

putting it together. 

We have 12 ingredients to look over 

today and to vote upon their safety.  In this 

particular group I want to extend our many 

thanks for the increase and continued high 



quality of these documents.  It's been a 

remarkable difference over the last several 

years.  We have been grappling with an issue 

of no-brainers and I think you'll be hearing 

about that, the add-ons in a variety of the 

ingredient documents.  Hopefully this will get 

a little bit clearer as we move through the 

documents today.  And also the read-across 

supportive information is getting a little bit 

confusing and I think that we'd better define 

these a little bit better. 

A most interesting thing has 

occurred also in the fact that we are 

beginning to merge old documents with new 

documents making sort of a consensus document 

which looks to me like it's really the future 

for us in many of our reports.  We've had a 

very busy morning yesterday and we had a very 

instructive morning, and today we'll go on 

with the approval of the various ingredient 

documents.  But first, we have to have 

approval of the minutes.  Is there a motion to 

approve the minutes? 

DR. BELSITO:  So moved. 



DR. BERGFELD:  Second?  Is there any 

discussion?  I call for the vote.  All those 

in favor please indicate by raising your hand.  

Thank you.  Alan is going to give the 

Director's Report. 

DR. ANDERSEN:  I'm going to be 

suitably brief.  I do want to specifically 

thank the presenters yesterday, Dr. Yang, 

presenting on the COSMOS Consortium, et 

cetera, Dr. Worth, Dr.  Arvidson and Dr. 

Blackburn.  It was an interesting to me 

amalgam of what used to be hugely different 

perspectives.  You think about where all of 

these people were coming from, academia, FDA, 

the European Commission Joint Research Center 

and corporate America, and yet what they 

presented was a unified approach to how one 

would make use of structure activity 

relationships.  They didn't have all the 

answers, but they are remarkably working 

together and it looks brighter than I would 

have thought possible.  I'd also like to thank 

Ivan for pulling that together.  If we 

endeavor to work on chapter 2 and get Ann 



Richard from EPA's computational tox group to 

come and talk at a meeting later this year we 

will have rounded out that area.  I think this 

is also the first time that we have had a, I 

don't want to call it didactic, but more take 

a step back and look at an area of science.  

We've not done that before.  We've had outside 

speakers come in and talk to us about focused 

issues, but in this case the panel's request 

to take a step back and let's look at this 

area I think was remarkable in its own right 

and was a very good thing to do. 

The other thing that you've just 

approved that we've done for the first time, 

in the minutes you'll notice that there are 

pictures.  I think that as more and more 

information is presented to the panel we are 

going to be using appropriate communication 

tools both in our announcements and in 

capturing the minutes and it looks pretty 

good.  It looks great on the website as a 

specific reason for doing that. 

Finally, to comment on the website 

itself, it was always intended to be a work in 



progress and whether I'm saying that in 

hindsight or not, it's in fact the way it 

works out.  But we are constantly improving 

the usability and functionality of that 

website so that the results of this meeting 

for example will be -- hoping this is wood, 

that's me knocking on wood -- just instantly 

obvious when you get on the website and want 

to look at what the heck happened at the March 

2012 meeting of the Expert Panel.  We're again 

working busily on a continuing basis to 

increase the functionality for all of the 

users of that website.  I think maybe the most 

recent change that we made was being able to 

re-input the quick reference table which when 

looked at it is approaching 150 pages, so 

maybe the word quick needs to be deleted from 

the title, but we have a reference source that 

really tells anybody that wants to know what 

the CIR Expert Panel has done with 2,547 

individual cosmetic ingredients.  Put that in 

your pipe and smoke it.  You guys continue to 

do well and we are posting the numbers that we 

expected to be able to do and you have my 



thanks. 

DR. BERGFELD:  Then we'll proceed to 

the actual review of these documents.  We're 

going to go to the final reports, Dr. Marks, 

starting ammonium hectorites. 

DR. MARKS:  I move that we issue a 

final report of ammonium hectorite 

ingredients, these four ingredients, with a 

conclusion that they are safe in the present 

practices of use and concentration as 

described in this report. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Is there any 

discussion?  Seeing none, I call for the vote.  

All those in favor please indicate by raising 

your hand.  Unanimous.  Is there any 

discussion regarding the document itself?  

Then moving on the second document, Dr. 

Belsito, the alkyl PEGs? 

DR. BELSITO:  Aklyl PEG 

sulfosuccinates.  Back in December we came to 

a tentative conclusion of safe in present 

practice of use and concentration when 

formulated to be nonirritating.  Since that 



time Wilber has inserted information from 

various MSDS sheets and there are a couple of 

issues.  With some it says there are no data.  

All of that information should be deleted.  It 

simply means that nothing is known.  However, 

it was stated that disodium laureth 

sulfosuccinate contained formaldehyde up 

to.056 percent and dioxane.  We had already 

dealt with the dioxane issue.  However, we had 

not dealt with the formaldehyde issue.  I 

think we can go ahead with the conclusion as 

it was stated, but in the discussion we have 

to point out to encourage industry to keep 

those levels as low as possible but point out 

that.056 percent was not of concern because 

this is used at 2 percent in leave-ons and 10 

percent in wash-offs and it's below the 

threshold of toxologic concern. 

DR. BERGFELD:  That's a motion.  Is 

there a second? 

DR. MARKS:  Second. 

DR. BERGFELD:  Is there any further 

discussion before we call for the vote?  

Seeing none, I'll call for the vote.  All 



those in favor?  Unanimous.  Moving on to the 

third ingredient, galactomannans.  Dr. Marks? 

DR. MARKS:  I move we issue a final 

report on the galactomannans, that they are 

safe in the present practices of use and 

concentration described in the safety 

assessment, and these ingredients are listed 

on Panel Book page 93.  There is quite a 

number of them.  There are a couple of 

discussion points we had or actually editorial 

changes.  On page 84, delete the underlined 

sentences at the bottom of Panel Book page 84.  

Then on Panel Book page 91, signifying 

inorganic materials as an impurity.  These are 

some editorial changes, but again move that we 

issue a final report that these ingredients 

are safe. 

DR. BERGFELD:  So moved. 

DR. BERGFELD:  Is there any 

discussion?  Seeing none, I'll call for the 

vote.  All those in favor of approving this 

ingredient?  Unanimous.  Is there any further 

discussion regarding the document, editorial 

changes, et cetera?  No?  Seeing none, moving 



on then to the ethanolamines.  Dr.  Belsito? 

DR. BELSITO:  Again back in December 

there was a tentative final as safe in the 

present practice of use and concentration when 

formulated to be nonirritating with a 

nitrosamine caveat and we're going to go ahead 

with that motion. 

DR. BERGFELD:  Is there a second? 

DR. MARKS:  Second.  In the 

conclusion it says they're rinse-off products. 

DR. BELSITO:  Right. 

DR. BERGFELD:  Is there any other 

discussion?  Go ahead.  Don? 

DR. BELSITO:  We noted that and we 

did have a little bit of discussion because 

when we say safe as used, it's only used as a 

rinse-off.  Typically when we put something 

about rinse-offs in the conclusion it's 

because it's been safe as used in rinse-offs 

and we've limited the concentration in 

leave-ons.  This is I think precedent setting 

that we're stipulating in the conclusion how 

it's used.  I just want to point that out. 

DR. BERGFELD:  Is there any 



response?  I don't see any responses.  Is 

there any other discussion?  Seeing none, I'll 

call for the vote.  All those in favor of safe 

for the ethanolamines?  Approve unanimously.  

Moving on to the next ingredient, Dr. Marks, 

ethanolamides? 

DR. MARKS:  I move that we issue a 

final amended safety assessment on 

ethanolamides as stated on page 33 of the 

Panel Book that these are safe in the present 

practices and use concentration described in 

the safety assessment when formulated to be 

nonirritating and that we caution that they 

should not be used in cosmetic products in 

which N-nitroso compounds may be formed. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Is there any other 

discussion regarding this motion?  Seeing 

none, I'll call for the vote.  All those in 

favor raise your hands.  Against? 

DR. HILL:  I'm still going to 

abstain. 

DR. BERGFELD:  You're going to 

abstain? 



DR. HILL:  I still have concerns. 

DR. BERGFELD:  One abstains.  Do you 

want to make a comment about that? 

DR. HILL:  I raised some issues last 

time and I don't like our escape clause in the 

discussion section that suggests that we think 

dermal penetration is low because there's 

really nothing to hang our hat on on that.  

I'm more comfortable than I was with the 

concern about an anandamide type activity that 

I talked about last time because I did some 

fairly in-depth investigations of the SAR and 

I think we're okay there because of the 

compounds.  But I still think we have a lot of 

compounds with not hard toxicology data in a 

couple of areas that concern me. 

DR. BERGFELD:  Thank you.  Are there 

any other comments?  We'll be moving on then 

to citric acid which is Dr.  Belsito. 

DR. BELSITO:  Again coming back from 

December where we issued a tentative final 

that citric acid is in organic salts and alkyl 

esters were safe in the present practice of 

use and concentration and no new data.  I'll 



make that a final motion. 

DR. MARKS:  Second. 

DR. BERGFELD:  Is there any other 

discussion regarding this ingredient?  Seeing 

none, I'll call for the question.  All those 

in favor indicate by raising your hand.  

Unanimous.  Thank you.  Now we're moving on to 

the reports advancing to the next level, and 

the first one in this group in the Green Book, 

Dr. Marks, the cucumber-derived ingredients. 

DR. MARKS:  This was the first time 

the panel has seen this draft assessment on 

cucumber fruit extract and other cucumber 

ingredients.  Our team struggled with a couple 

of issues.  First of all, part of the team, 

the majority of the team, felt that we could 

issue a tentative report with these 

ingredients being safe.  However, when you 

look at the carcinogenicity section of the 

report on Panel Book page 9, there was a 60 to 

80 percent mortality of the animals in which 

5.0 milligrams of cucumber extract per 0.2 

milliliters acetone was used.  I'm going to 

call on either Ron Shank or Tom Slaga.  



They've reviewed this original article and see 

if they can resolve that to move forward with 

a safe conclusion and I'll give you the 

alternative view of our team. 

DR. SLAGA:  This was a funny study.  

They first tested not just cucumber extract or 

fruit extract.  They also did sugar beet 

roots, spinach leaves and turmeric rhizomes.  

When they initially applied these at 5 

milligram concentrations in.2 MLs of acetone, 

there's really no data to tell us how the 

extracts were prepared.  They ended up with a 

60 to 80 percent mortality before the tumors 

appeared, but even when the tumors appeared 

there were fewer tumors for some reason.  Some 

of the terms they use in this study, they 

splashed on the back these extracts.  I can't 

visualize that.  So they decreased at least 

the cucumber fruit extract and the turmeric to 

2.5 milligrams in.2 MLs.  In the others they 

decreased 3.2.  In every case all the extracts 

then didn't have any killing of the animals 

but had a tremendous decrease in the 

tumorgenicity at that dose level.  We don't 



know how to deal with the 5 because they give 

no more data about the 5 milligrams of all of 

these extracts, but when they decrease it 

approximately to half, it eliminates the 

mortality and you have a tremendous protective 

effect against tumor promotion or complete 

carcinogenesis if you give it before DMBA as 

well as TPA. 

DR. BELSITO:  We discussed that, but 

how can you rationalize it?  Even if you 

assume all of the cucumber extract was 

absorbed, look at the amount of cucumbers that 

we ate yesterday at lunch and we're all alive, 

so there is something flawed there. 

DR. SLAGA:  It's a funny study. 

DR. BELSITO:  Because we're not 

looking at a carcinogenicity endpoint there, 

we're looking at a mortality endpoint which 

makes zero sense, and then you see nothing at 

2.5.  You almost wonder if the colony was 

infected or there were other issues going on. 

DR. SLAGA:  Other issues, number 

one, they don't even say if they had males or 

females, if they were individually housed or 



group housed.  There are really no details so 

you can't make any judgment.  However, we can 

go on the data that 2.5 milligrams of the 

cucumber fruit extract mortality wasn't there 

and it actually had an antitumor effect and I 

think we should hang on that. 

DR. SNYDER:  I concur with all of 

Tom's assessments of the article.  I felt that 

there was a study design or study protocol 

flaw in this paper.  In my experience, some of 

the painting studies if they're group housing 

animals and they're grooming each other, 

sometimes there can be unexpected toxicity 

related to that and there was no indication in 

the paper how they were housed.  So I'm of the 

mindset of maybe even striking because if it's 

a flawed study, I'm not certain how we can 

trust any of the data from that group unless 

we can ferret it out. 

DR. SLAGA:  In addition, they only 

use 10 mice per group and on top of it, the 

level of DMBA that they used in this study was 

extremely high so that there could have been 

some kind of an effect. 



DR. SHANK:  The mortality effect was 

nonspecific because all of the nutriceuticals 

tested at that time they had the mortality 

with all of them, the sugar beet, the spinach, 

the turmeric and the cucumber.  I don't think 

there's any relevance that this study has for 

cosmetic use. 

DR. MARKS:  Paul, when you said 

strike it, it seems to me we don't even 

mention the study or you have to discuss it, 

put it in the discussion portion of the 

report, because if we strike it then some body 

later will look at this and potentially ask 

was the panel aware of this mortality? 

DR. SNYDER:  Maybe wasn't the right 

word to use.  I don't want to overemphasize 

any of the study results, either the positive 

effect it had on decreasing tumors, because I 

don't think we can take the good data and 

present the good data in a good light and 

ignore the bad data.  I think we need to say 

that we recognize that this was this study, 

that after extensive evaluation of the study 

the panel could not explain the spurious 



results and therefore chose not to utilize the 

study in the context of cosmetic use as Ron 

indicated. 

DR. BELSITO:  I'd point out as Ron 

said that there were deaths across all of the 

various materials that were studied suggesting 

that there were issues with the study itself 

that are unexplained. 

DR. MARKS:  With that in mind then 

the majority of our team could move forward 

with issuing a tentative report with a safe 

conclusion.  Ron Hill still had some concerns 

about seed extract and the alternative would 

be an insufficient data notice.  Ron Hill, do 

you want to explain your concerns about the 

seed extract and then I guess we can resolve.  

We haven't heard yet how the Belsito team 

wants to move forward, so we'll see if we have 

a third option. 

DR. HILL:  My concern with the seed 

extract was twofold.  One is seeds are a 

pretty small percentage by weight of an actual 

cucumber so that if even you assume that in 

the cucumber extract we're actually picking up 



all the components of the seeds which we don't 

have sufficient method of manufacture 

indication information to indicate one way or 

another are the seeds being totally 

homogenized and we're getting all of the 

components of the seed in the total extract or 

the seeds are being discarded because it's a 

juice extract.  So if you take the seeds aside 

and then we have concentrated whatevers in the 

seeds, then actually in Panel Book 21, Table 

5, we have a list of known components of the 

seed presumably percent by weight, there are a 

number of compounds here that could have 

biological activity and none of that has been 

captured in the report in terms of toxicology 

and we have no direct toxicology studies on 

the seed extract.  The objection was raised 

that seed oil had been reviewed, but I think 

what you'd get from seed extract would be very 

different chemically from what you'd get from 

seed oil which should be just a triglyceride 

component.  I was troubled by that lack of 

knowledge, no toxicology data and no 

information about composition.  It was pointed 



out that the concentration of use is pretty 

low, maximum.08 percent on leave-on products.  

On the other hand, that's a little less than 1 

milligram per mill so we do have the study 

which is flawed and across different groups, I 

agree with all of that.  But to me I feel like 

on the seed extract specifically, not on any 

of the rest, I'm comfortable with everything 

else, we have a lack of information that to me 

leads to a high discomfort level. 

DR. BELSITO:  We had no problem with 

the seed oil.  We did have a problem with 

cucumber seed itself because it's not reported 

to be used, we have no concentration of use 

and its function is not the same as the other 

derivatives, it's used as an exfoliant so that 

we had recommended since we don't know 

concentration and it has a different function 

that the cucumber seed be removed from the 

report.  Otherwise we felt we could go safe as 

used.  We thought that we really should 

develop a phytosterol boilerplate.  Dan was 

going to perhaps look into that.  Just a 

question back to Tom.  If you go to Panel Book 



page 15, page 9 of the report, in the lipid 

content it has 2.2 percent 

1,2-diacylglycerols.  Does that bother you at 

all?  It didn't really bother us.  We just 

wanted to make sure that everyone saw that. 

DR. SLAGA:  No. 

DR. BELSITO:  We wanted to remove 

the seed and go safe as used, develop a 

phytosterol boilerplate in the usual 

boilerplates for plant-derived materials, 

heavy metals and pesticides. 

DR. HILL:  I wanted to point out 

that my comments were about the seed extracts 

and not the seed oil because I feel that those 

are very different materials and we don't have 

composition.  That was my issue. 

MR. MARKS:  We certainly would not 

have problems removing the seed for the 

reasons you stated.  As far as it appears that 

at least the majority of both teams agree that 

we could move forward with a safe, we still 

obviously have Ron Hill's concern about the 

seed extract but it didn't raise enough 

concern with our other team members to not 



move forward with a safe.  So I'd move that we 

issue a tentative report that finds these 

ingredients safe with the exception of the 

seed. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Is there any further 

discussion?  Paul or Curt, do you want to 

comment on any of it? 

DR. SHANK:  Dr. Belsito, you said 

that the seed extract was not used? 

DR. BELSITO:  No, the seed.  

Cucumber seed.  There are no reported uses, no 

reported concentration.  Similarly it's used 

as an exfoliant so I think they would grind up 

the seed and use it like an apricot scrub or 

something. 

DR. SHANK:  Thank you. 

DR. BERGFELD:  Does anyone else want 

to make a comment or discuss a point?  Seeing 

none then I'll call for the vote.  All those 

in favor of safe with extraction of the seed 

indicate by raising your hand.  Against or 

abstaining?  Against.  One against.  Thank you 

very much.  Alan, do you want to make a 



comment? 

DR. ANDERSEN:  I think as we move 

forward and describe in the announcement this 

tentative conclusion and the tentative report 

and offer it for public comment I would flag 

the issues that Ron Hill has raised and any 

interested person who had information that 

would be useful in resolving that question, it 

would be a wonderful time to come forward. 

DR. BERGFELD:  How do you do that?  

Could you explain how that's done? 

DR. ANDERSEN:  In the announcement 

the first sentence will say the panel issued a 

tentative report with the conclusion that 

these ingredients are safe in the present 

practices of use and concentration.  That 

gives the reader the conclusion.  We would 

then go on to explain that by the way we 

deleted the seed from the report and give an 

explanation for way.  Then we would go on to 

say for the seed extract concern was expressed 

and then go back to Ron's words.  And any 

interested person then has the opportunity to 

provide additional data as available before 



the panel considers it as a final safety 

assessment at the next meeting.  So it's just 

a heads-up to remind everybody of the two 

issues.  I'm presuming that any interested 

person who thought that the cucumber seed 

itself should be kept in the report could also 

provide additional information supporting that 

so that you could end up putting it back in if 

you got the data. 

DR. BERGFELD:  Halyna? 

DR. BRESLAWEC:  My question is would 

you say that the panel expressed concern? 

DR. ANDERSEN:  I think yes. 

DR. HILL:  I'm comfortable.  You can 

say a panel member.  It's a public record 

anyway. 

DR. ANDERSEN:  Yes. 

DR. BERGFELD:  Halyna, would this be 

also an activity that you would be engaged in 

trying to get this information? 

DR. BRESLAWEC:  My understanding is 

that the panel's vote did not suggest that 

they needed further clarification of this to 

move forward and unless I hear otherwise from 



the panel as a whole, I don't think we would.  

That clarifies that issue.  We'll move on then 

to the next ingredient, the alkyl esters, by 

Dr. Belsito. 

DR. BELSITO:  Back in 1997 we issued 

a final report on cetyl esters with a safe as 

used conclusion so that this is coming back 

for a re-review.  The first question is is 

there any new information on cetyl esters that 

would cause us to open the report and our 

answer was no.  Then the next question was are 

there other alkyl esters that could be brought 

into this report including isopropyl linoleic 

which we had previously found insufficient 

because we didn't have a concentration at 

which it was irritating.  That was what was 

holding us up, and we now have realized that 

irritation is a very difficult thing to 

regulate.  It's all with formulation.  So we 

wanted to move ahead and reopen the report, 

bring all of the alkyl esters, even those that 

are not up for review currently, into one 

alkyl ester document.  Then going over to 

Panel Book 54, the actual page 33 and Table 



1-A of the potential add-ons, we wanted to 

keep them all except for decyl hempseedate, 

hexyldecyl ester of hydrolyzed collagen, 

lauryl carpotroche brasiliensis seedate, 

lauryl theobroma grandiflorum seedate, 

myristyl carpotroche brasiliensis seedate and 

myristal theobroma grandiflorum seedate and 

eliminate those six, the last four because 

they were reported to have some bleaching 

activity and would not be a no-brainer to add 

them in, the other two because of lack of data 

on the hempseed oil and also Dan felt the 

hydrolyzed collagen was the main mover in that 

ester. 

We also discussed on the following 

page, this is Table 1-B, where Monice had 

indicated ingredients for which none of the 

individual constituents have been reviewed.  

While that's true, for instance in the case of 

ethylhexanoate, we have reviewed hexanoates, 

we haven't reviewed hexanoic acid, but in 

reviewing hexanoates, and that was the cetyl 

octanoate which is now  cetyl ethylhexanoate, 

we looked at in this instance specifically 



teratology that was supposedly associated with 

ethylhexanoic acid, it was due to zinc 

accumulation as was found not to be relevant 

to humans and we elected not to reopen that 

report.  That table is a little misleading in 

the sense that while we haven't looked at the 

acid, we have looked at many of those sales 

and while we haven't looked at the specific 

alcohol, we've looked at the alcohol in other 

reports.  With that in mind, we wanted to go 

ahead and open it for all on that list except 

the six I mentioned. 

DR. MARKS:  We concern with the 

reopening of this report.  We hadn't settled 

exactly on which ingredients.  We discussed 

the issue of no-brainers that Wilma had 

brought up earlier this morning.  So if we go 

to Table 1-B which you referred to, Don, on 

page 54, clearly the top part in which all the 

constituents had been reviewed by the CIR was 

a no- brainer.  Some of the constituents in 

that middle portion would be no-brainers like 

cetyl -- and decyl laurate which are quite 

simple.  Some of that third category where 



none had been reviewed but actually there had 

been some alcohols and acids, so we were going 

to ask to have this re-presented as to what 

would be suggested to be reviewed, eliminating 

the ones which are no-brainers.  You've 

obviously going through in more detail.  Table 

2 which is on page 55, alkyl esters previously 

reviewed in other safety assessments, we would 

include those too just to group it all 

together.  That's at the top of the page.  I 

think what we'll do is see that group that you 

suggested with those ones eliminated and then 

our team will go over that and react to it. 

DR. BERGFELD:  What you're saying is 

that you're agreeing to reopen? 

DR. MARKS:  Absolutely. 

DR. BERGFELD:  We'll vote on that in 

a moment.  As far as the constituents that 

will be reviewed, I'm not clear on that. 

DR. MARKS:  I think we'll start with 

the Belsito team's ingredients and then as our 

team looks at them we may have some different 

opinion, but we would start with the ones 

suggested by Dr. Belsito's team. 



DR. BERGFELD:  And the no-brainers 

that you indicated as well? 

DR. MARKS:  That would be included. 

DR. BERGFELD:  Is that included? 

DR. BELSITO:  We want to take all of 

the ingredients in Table 2 even though they're 

not up for current review and put them into a 

master alkyl esters. 

DR. BERGFELD:  We'll call for the 

vote then.  Ron? 

DR. HILL:  I wanted to point out, 

and I'm just a lowly medicinal chemist, there 

are a number of the branched acids that have 

not been reviewed either as acids or as 

esters, and a few of the branched alcohols 

that have not been reviewed either as the 

alcohol themselves or as esters of that 

alcohol.  I went through last night or 

yesterday afternoon and early this morning and 

marked the ones that I thought were excluded 

by gaps in toxicology data where there is no 

data on those compounds.  So if there are 

interested parties, I think it's time to start 

looking at every branched fatty acid just 



because it has the same number of carbons as 

innocuous without information to that effect 

from my point of view.  The discomfit level is 

primarily because if we knew the branching was 

in certain positions and we have biological 

capability of dealing with those, that's fine, 

but we're not getting specific structures on 

these isos.  To me in this day and age where 

mass spectroscopy can easily fish apart what 

those exact structures are and tell us what 

the composition of those mixtures are, I think 

it's let me just use the word ridiculous that 

we don't know the exact components of them so 

that we can do the read-across knowing exactly 

what compounds have been studied.  That's the 

way I feel about it. 

DR. BERGFELD:  The issue is to 

reopen or not. 

DR. HILL:  I'm okay with reopening.  

Jay made the comment that if we somehow cast 

aspersion on compounds that aren't in trouble 

and are in current use right now by reopening 

he was not happy with that consequence. 

DR. BERGFELD:  Good.  Is there any 



other comment? 

DR. BELSITO:  I think again let's 

take a look.  I think that there is a lot of 

homework that wasn't done and rightfully 

shouldn't have been until we decide exactly 

what we're going to look at.  Why waste time 

if we've kicked out half of them right at the 

start?  Let's take a look again.  I'll ask Dan 

to comment on his concerns regarding what Ron 

just said. 

DR. LIEBLER:  This is an old 

discussion and I think we'll continue to have 

it.  Let's proceed as we talked about and I'm 

sure there will be plenty to talk about later. 

DR. HILL:  One thing I might add is 

that I think most if not all of the ones that 

I X'd out don't seem to be in current use or 

at least by reporting. 

DR. BERGFELD:  You did a lot of 

homework.  There are a lot of ingredients 

there.  I'll move the question then to reopen.  

All those in favor please indicate by raising 

your hand.  Thank you.  Unanimous.  The 

numbers and what ingredients will be included 



will be discussed at a later date when this 

document is represented to us.  Thank you.  Go 

ahead, Alan. 

DR. ANDERSEN:  I think for purposes 

though of taking the next step the list as 

described by Dr. Belsito is the operative list 

so that as the council moves forward to gather 

use concentration data at least we have a 

presumptive list established.  That we might 

modify that later is always a possibility, but 

right now we have a target list. 

DR. BERGFELD:  Well taken.  Jim, 

you're up next with the bis-diglyceryl 

ingredient. 

DR. MARKS:  There is a 1- and 

2-bis-diglyceryl polydiacyladipate and this is 

the first time we've seen this draft safety 

assessment.  Our team moves that we issue a 

draft tentative report with the conclusion as 

safe.  However, we did request that method of 

manufacture be added, impurities be added and 

that atypical chemical structure be added in 

the future.  We did not think that was enough 

to not move forward with a safe conclusion. 



DR. BERGFELD:  Donald? 

DR. BELSITO:  We asked for 

everything that you asked and went 

insufficient at this point. 

DR. BERGFELD:  So you didn't go 

insufficient ingredient but insufficient data.  

Is that correct? 

DR. BELSITO:  We're not going with a 

tentative final.  We're going with an 

insufficient for what the Marks team just 

outlined. 

DR. MARKS:  I think that's an easy 

one to resolve in terms of we'll ask for that 

and we'll have an insufficient data notice.  

So I'll withdraw my motion. 

DR. BELSITO:  I don't mind trying to 

expedite it, but I think if we go with a 

tentative final then industry has to be aware 

that if we don't get the requested information 

then we're going to have to retract it and 

make it insufficient.  I've never voted on a 

report as tentative final safe as used and had 

a list of -- I really want to know what the 

impurities are.  We have no clue. 



DR. BERGFELD:  I don't think it's an 

issue now. 

DR. BELSITO:  I'm saying there was 

this brouhaha about lead in lipstick.  This is 

used in lipsticks and I think going ahead and 

saying it's safe as used when we don't know 

the impurities or the manufacturing is rather 

risky. 

DR. BERGFELD:  Are you making a 

motion? 

DR. BELSITO:  I'm making a motion to 

go insufficient. 

DR. BERGFELD:  Thank you.  Second? 

DR. MARKS:  Second. 

DR. BERGFELD:  Is there any further 

discussion?  Halyna? 

DR. BRESLAWEC:  No problem. 

DR. BERGFELD:  Ron Hill? 

DR. HILL:  I have a question with 

the benefit of this group of esteemed 

toxicologists.  I noticed the guinea pig 

maximization test was done on the one compound 

with pure bright white guinea pigs and in the 

other case Dunkin-Hartley.  Is there any 



significance to the fact that they were using 

two different guinea pig species? 

MR. BELSITO:  No. 

DR. HILL:  It got my curiosity up 

and I thought I'd take the panel's time for 20 

seconds. 

DR. BERGFELD:  I'll call for the 

question.  All those in favor of an 

insufficient data announcement?  Thank you.  

It's unanimous.  Moving on then to the next 

ingredient which is Dr. Belsito's, the 

polyglycol lanolins. 

DR. BELSITO:  This is another one 

that was up for re-review in 1997.  We issued 

a safety assessment on PPG-5 lanolin wax and 

PPG-5 lanolin wax glyceride with a safe as 

used with the usual two questions when it come 

up for review.  Is there any new data 

suggesting we need to open it for those 

ingredients?  The answer is no.  Do we want to 

open it to add in other polyether lanolins and 

the answer is yes.  At this point we had 

suggested going ahead with all of the 

polyether lanolins that were listed on page 1 



of the report. 

DR. MARKS:  We concur and I'll 

second that motion.  I will though express the 

concern of Ron Hill about the small PEGs, the 

PPG-2, PPG-5 lanolin alcohol ethers and in the 

PEG-5 hydrogenated lanolin.  Ron Hill, you 

were concerned about those small molecules and 

what their toxicology would be. 

DR. HILL:  I think more from the 

standpoint of not knowing what was in the 

lanolin in those low molecular weight 

reactions. 

MR. MARKS:  So we'll note that as we 

move forward. 

DR. BERGFELD:  Are there any other 

discussion points or comments?  Seeing none 

then I call for the vote to reopen.  All those 

in favor please indicate by raising your hand.  

Thank you.  Unanimous.  Moving right along, 

Dr. Marks you're up next with amino acids. 

DR. MARKS:  This is the first time 

we've seen this draft report on amino acids.  

As you recall, there was a somewhat different 

tact in reviewing the toxicology of all of 



these amino acids, since they're GRAS direct 

food additives and there is a great deal of 

knowledge about the systemic toxicity of these 

amino acids this report focused on the skin 

toxicity, specifically, irritation and 

sensitization.  After reviewing that our team 

felt we could issue a draft tentative report 

with the conclusion of safe. 

DR. BELSITO:  We had talked about 

manufacturing and impurities.  I think that at 

least I personally remain a little confused 

about the approach we're taking now where 

there are going to be two different amino acid 

reports.  This is going to be the so-called 

alpha amino acid, pure alpha amino acids, and 

then there is going to be plant- or animal- 

derived amino acids with small oligomers.  Is 

that where we're heading with these amino 

acids? 

DR. ANDERSEN:  Yes.  There is a 

whole series of reports that begin with this 

one.  These are the common amino acids.  They 

are all the alpha forms and they are in a 

sense the simplest group of amino acids to 



establish a baseline for.  Once is that is 

done the game plan is to take a next step and 

that is to look at amino acids that are not 

quite so straightforward.  There are amino 

acids that for example are produced by 

complete hydrolysis of a plant protein.  That 

then will be a mixture of amino acids and it 

will not be limited to alpha amino acids.  It 

will have some more squirrely amino acid 

structures in it but that must build on this 

one.  Then there is the question of 

dipeptides, tri- and the smaller pieces that 

are so widely used in cosmetics that would be 

yet another shoe that we would drop and focus 

on.  Each of them will have their own 

distinctive issues.  This one was the simplest 

and seemed that we really had to get this one 

under our belt before we tackle the others.  

That game plan was discussed ahead of time 

with the idea that we wouldn't confuse issues.  

This allowed us to focus and get this one 

done.  You've got at least two others coming 

down the pike.  Bart, are there more than two?  

There are three coming after this so stay 



tuned. 

DR. BELSITO:  Hearing that it would 

be nice if we knew how these alpha amino acids 

were manufactured with what potential 

impurities.  I would like that data, but I'll 

let my other panel members comment.  It's the 

same thing as with the adipates, insufficient 

for manufacturing and impurities at this 

point. 

DR. BERGFELD:  Dan? 

DR. LIEBLER:  I agree. 

DR. BERGFELD:  Paul? 

DR. SNYDER:  I agree.  The report 

currently states that the glutamic acid from 

sugarcane. 

DR. HILL:  I raised the issue 

yesterday and what raised a red flag for me is 

that everything was a discussion of L amino 

acids and then suddenly under the impurities 

section there is something about D glutamic 

acid.  That raised in my mind the question is 

this review specifically for L amino acids if 

we're including D and we're not somehow 

capturing because there although I think we 



can invert almost every amino acid, I don't 

know for example for the skin how much that's 

true and whether there is the potential for 

incorporating a D amino acid and now we have 

an unnatural peptide and possible 

sensitization or that sort of thing.  Method 

of manufacture would presumably pick up any 

issues related to D amino acids that were 

somehow being considered here.  That we 

discussed at some length yesterday and 

hopefully we'll resolve all of that before we 

see this again. 

DR. BERGFELD:  Ron Shank? 

DR. SHANK:  Can we handle this by 

saying in the conclusion L amino acids where 

we're saying the L amino acids are safe as 

used? 

DR. BELSITO:  I guess my point is 

that the only information that we have is 

fermentation of unspecified sugars, 

fermentation of sugarcane.  So we have plant 

sources so then we I guess need our 

boilerplate for plants.  And then there's 

mention some place about the E.U. stating that 



they weren't concerned about avian influenza 

or papilloma virus because of the way the 

amino acids were hydrolyzed from human hair or 

chicken feathers.  Then there are animal 

sources.  Where are we getting this, plants, 

animals?  What kind of restrictions do we need 

to put on?  I don't have a sense of where 

these amino acids are coming from.  I guess we 

could say our assumption is they come from 

either plant or animal sources.  If from plant 

sources -- heavy metal and pesticide.  If from 

animal sources, they shouldn't have any 

prions.  I don't know how to restrict it.  I 

don't know where they come from. 

DR. SHANK:  We did the same thing 

with fatty acids where they came from animal 

fat and we just put in a boilerplate about all 

of the things that you don't want to see as a 

contaminant. 

DR. BELSITO:  I'm pointing out it 

looks to me like they could come from animal 

or they could come from plant and if you're 

comfortable not knowing how they're produced 

and saying that you're assuming that they are 



purified alpha amino acids and if plant derive 

this and if animal derive that, I'm okay I 

guess. 

DR. LIEBLER:  This report is green. 

DR. BERGFELD:  Yes. 

DR. LIEBLER:  We should be getting 

impurities in method of manufacture for this 

and I think the rest of this trying to figure 

out how we'll deal with the uncertainties is 

premature until we have that information. 

DR. MARKS:  I concur and I withdraw 

our motion.  I think we can move forward with 

insufficient data to get more method of 

manufacture and impurities.  We dealt with 

that paragraph about the human hair and 

chicken feathers and felt that should be 

deleted because there was some issue about 

that they don't come from -- 

DR. BURNETT:  It deals more with 

what would be the second report, the source 

amino acids, the ones that are mixtures of 

alpha, beta, gamma, whatever.  So that 

actually pertains to a later report and 

doesn't really have much bearing for this 



report so I was planning on removing that 

paragraph. 

DR. MARKS:  Then also the amino acid 

analogues paragraph above there we felt should 

be removed from the report.  Again going back, 

I have no difficulty whatsoever trying to get 

more information concerning method of 

manufacture and impurities. 

DR. SLAGA:  I agree.  It would be 

inconsistent with the other group that we've 

reviewed in wanting the manufacture and 

impurities. 

DR. BERGFELD:  Paul, do you have a 

comment? 

DR. SNYDER:  No.  I agree.  I think 

this is a useful discussion.  Alan outlining 

the sequence of the next reports coming helps 

facilitate some of this so that I think we 

probably need to have an expanded discussion 

of the method of manufacture and impurities of 

the individual amino acids in this report 

which will be different than a mixture which 

will have obviously mixtures and other 

impurities in that. 



DR. BERGFELD:  Don, is yours 

standing as a motion? 

DR. BELSITO:  Yes. 

DR. BERGFELD:  Are you seconding 

that, Jim? 

DR. MARKS:  Yes. 

DR. BERGFELD:  Is there any further 

discussion?  Dan? 

DR. LIEBLER:  I think I had 

suggested that since it appears that this 

report is limited to the alpha amino acids, 

alpha meaning the position of the amino group 

as opposed to anything to do with 

stereochemistry that this report be entitled 

alpha amino acids to avoid confusion with any 

other nonalpha amino acids which exist but 

apparently aren't cosmetic ingredients 

considered here. 

DR. BERGFELD:  We can take that 

under recommendation.  Are there any other 

comments?  If not, we're going to call for the 

question for insufficient data announcement.  

Indicate by raising your hand.  Unanimous to 

move forward in that manner.  Moving on to Dr. 



Belsito, the last ingredient in this group, 

the PEGylated oils. 

DR. BELSITO:  In 1997 we issued a 

final report on five PEGs, castor oil, safe up 

to 50 percent and two PEGs hydrogenated, 

castor oil, safe up to 100 percent.  The 

question is are there any new data that would 

cause us to reopen the report and the answer 

was no.  Are there ingredients that we could 

put into a PEGylated oil family and the answer 

is yes.  The potential add-ons were listed on 

Panel Book page 10, the actual report, page 5.  

Jim, I think this is where you were talking 

about the lower molecular weight PEGs because 

the other ones only went down to 5.  I'm told 

that we have reviewed triethylene glycol.  I 

wasn't thinking of that as PEG 3, but we have 

not reviewed diethylene glycol.  One of the 

questions that I had is whether PEG 2 castor 

oil should be included in this list and I'll 

let Dan comment on it.  Then as part of the 

no-brainer approach, we deleted all of the 

oils where we didn't have the components so 

that all of the asterisked ingredients on that 



table were removed.  Then Dan felt that PEG 

200 hydrogenated castor oil IPDI copolymer 

should be removed as well and then reopen with 

probably a safe-as-used conclusion.  I think 

the biggest question we had is whether to 

include PEG 2 castor oil or not. 

DR. BERGFELD:  Dan, do you wish to 

comment? 

DR. LIEBLER:  I'm of a mixed opinion 

on this.  On the one hand, first of all these 

things, the PEG 2 castor oil for example is 

dominated by the chemistry of the triacyl 

lipid compound as opposed to the very small 

PEG tag and I don't think we have any evidence 

that the PEG 2 presents a hazard.  I confused 

myself so I put delete here on this, but I 

don't necessarily think this has to be 

deleted. 

DR. BELSITO:  You said they were 

adornments. 

DR. LIEBLER:  They are adornments.  

They are mere adornments on the lipid core of 

these molecules, these big triglycerides.  I 

don't see any reason that we would need to 



remove PEG 2 castor oil if we're keeping PEG 

3, for example. 

DR. BERGFELD:  Ron Hill, to clarify 

this and hear from both sides? 

DR. HILL:  I concur on that, but I 

guess we're on their team's view of it.  I 

concur on that. 

DR. BELSITO:  I'm fine with PEG 2 

castor oil being in there and then just delete 

the ones where we don't have components of the 

oil and delete the IPDI copolymer and go with 

safe as used. 

DR. BERGFELD:  That's a tentative 

safe? 

DR. BELSITO:  Yes. 

DR. BERGFELD:  Do we have a second 

to that motion? 

DR. MARKS:  Yes.  We'd reopen it.  

I'd second it. 

DR. BERGFELD:  I'll call for the 

vote then.  All those in favor?  Do you want 

discussion? 

DR. HILL:  I had a different view 

about the added components in that we're not 



reviewing the oils, we're reviewing the 

PEGylated oils and in all those ones that are 

starred the lowest PEGylation was PEG 8.  So 

my way of looking at it was assuming we could 

get the component information about those 

oils, there is no reason to exclude them.  The 

only one I would agree that we definitely 

exclude is that IPDI copolymer.  But I don't 

see why we need to exclude any of these 

starred oils as long as we can get the fatty 

acid composition.  If we can't then we go 

insufficient on those. 

DR. BERGFELD:  This is a motion to 

reopen. 

DR. HILL:  It's a motion to reopen. 

DR. BERGFELD:  Your comments are 

well taken. 

DR. HILL:  But if we're going to 

reopen and follow the recommendation to remove 

all of those ingredients then I'm not good 

with that.  I don't see any reason to do that 

because none of these are no-brainers, quite 

frankly, because knowing the components of an 

oil doesn't necessarily relate when we're 



reviewing the PEGylated oils. 

DR. BERGFELD:  The issue is to 

reopen and then let's go back and discuss the 

components. 

DR. HILL:  Okay. 

DR. BERGFELD:  I call for the vote 

to reopen.  All those in favor?  Unanimous.  

Coming back to the ingredients that might be 

included, there are two sides to this at least 

as I see it.  The recommendations have been 

made by Dr.  Belsito and then by Dr. Hill's 

comments and the comments seem to ride on the 

fact that structures are not present in the 

component parts of some of these ingredients 

or are not well known.  Can that be resolved 

internally? 

DR. ANDERSEN:  No.  I think the best 

guidance at this point would be that Don's 

description of how the group would be created, 

that the one ingredient because it is so 

chemically different with that extra alphabet 

soup at the end of it, but all of the 

plant-derived fatty acids that have yet to be 

reviewed that are on the list are not 



no-brainers because we're missing the key 

information about their fatty acid composition 

so that that would be a basis for deleting 

them from the list.  As we move forward and as 

we ask the Council for use concentration data, 

those would not be on the list.  The 

opportunity would exist if industry had an 

interest and I'm going to assume that the only 

interested party that's going to care would be 

industry.  If those were to be added back to 

the list then both use concentration and fatty 

acid composition would be provided.  If 

they're not, they would stay off the list. 

DR. BRESLAWEC:  We ask that they be 

removed from the list. 

DR. BERGFELD:  That resolves that.  

How about the PEG 2 and the PEG 3 castor oil? 

DR. BELSITO:  As Dan said, first of 

all, we have looked at triethylene glycol so 

PEG 3 doesn't pose an issue.  We have not 

looked at diethylene glycol, but Dan describes 

it as an ornament on the end of the castor oil 

and it's dominated by the castor oil. 

DR. BERGFELD:  Keep that one in? 



DR. BELSITO:  Yes. 

DR. BERGFELD:  We always have an 

opportunity at a later date to move it.  Go 

ahead, Ron Hill. 

DR. HILL:  Again I concur with what 

Dan said because reviewing the PEGylated oils 

and those small glycols unless they're present 

as impurities which I highly doubt, not 

relevant. 

DR. BERGFELD:  Thank you.  You have 

your marching orders then Alan? 

DR. ANDERSEN:  Yes. 

DR. BERGFELD:  Thank you very much. 

DR. MARKS:  I'd like to bring up one 

issue that will come up as we discuss these.  

There was a limit placed on the PEG 30, 33, 

35, 36 and 40 castor oil of 50 percent and 

that was based on skin sensitization and 

irritation data.  So as we reopen and do all 

these add-ons, are we going to put a limit of 

50 percent?  The other half of the previous 

report, the PEG 30 and 40 hydrogenated castor 

oil was at 100 percent so I had some 

difficulty in how to reconcile that with all 



these add- ons because I'm sure we're not 

going to have irritation or sensitization for 

a number of those and Ron Shank had suggested 

we put a limit of 50 percent to over all these 

add- ons so put that in your thinking.  Don, I 

don't know whether your team discussed this.  

I had difficulty reconciling.  If we reopen 

then do we continue forward with a limit at 

least for the old ones and then these add-ons 

no limit or how do we deal with that? 

DR. BELSITO:  I think we need to 

relook at the data.  I think that the panel 

has evolved in its thinking about the issues 

of irritation and how to resolve them and 

carefully look at why those limits were set 

and see what other data comes in.  I looked at 

this report several weeks ago so I don't 

specifically remember, but I did go back and 

check and I think it was an issue where there 

was some irritation seen and we didn't have 

good concentrations of use and it was when the 

panel was setting limits based on the weakest 

link in the chain which happened to be 

irritation.  I think we need to see what 



concentration these are used at and look at 

new irritation and sensitization data. 

DR. BERGFELD:  Thank you.  Rachel 

wanted to make a comment. 

MS. WEINTRAUB:  In look at this list 

of potential ingredient, some of these seem 

like they can go into different buckets.  For 

example, we're reviewed jojoba oil 4.  We've 

reviewed avocado oil.  So that for all the 

non-castor-oil ingredients does the panel 

think it would make more sense for these to go 

in here or for them to go with the other corn 

oils and the other jojoba oils? 

DR. HILL:  They definitely should go 

here because they're not oils anymore, the 

PEGylated oils, so they're different.  If they 

were PEG 2 I might ask that question because 

then we might have some free oil.  But I think 

partly by what we saw yesterday and partly by 

what we already know, when at PEG 6, PEG 7, 

especially above PEG 8, there are no free oils 

anymore so we're dealing with PEGylated oils.  

At least that's my view on that particular 

issue. 



DR. LIEBLER:  These oils are all 

triglycerides and the thing that made the 

castor oil a group unto itself is because 

castor oil has a characteristic fatty acid 

that's part of the triglyceride, ricinoleic 

acid, but the other compounds are chemically 

analogous enough or analogous enough in terms 

of their usage that it makes certainly logical 

sense to group them all together in this 

report. 

DR. BERGFELD:  Thank you.  Alan 

needed to clarify. 

DR. ANDERSEN:  I think by reopening 

this, the document that will be prepared for 

your review is a draft tentative amended 

safety assessment and amended opens the door 

to both amending the list of ingredients and 

the language of the conclusion so that it's 

perfectly appropriate to make those changes 

with the next version. 

DR. BERGFELD:  Halyna, would you be 

calling then for information on these 

ingredients if that is the mode that we're 

going to take? 



DR. BRESLAWEC:  Yes, we would be. 

DR. BERGFELD:  Ron Hill, thank you. 

DR. HILL:  Just a question about the 

irritation issue that you were discussing.  

Can't you just put in the conclusion when 

formulated to be nonirritating and that way if 

somebody discovered that PEG 2 castor oil was 

5 percent instead of 50 that it would still be 

all right? 

DR. BELSITO:  I think that's what 

we're going to end up doing.  Again the panel 

had a different mindset back in the mid-1990s. 

DR. EISENMANN:  Dr. Bergfeld? 

DR. BERGFELD:  Yes? 

DR. EISENMANN:  For clarification, 

for re-reviews I usually do not go to 

suppliers and ask for information. 

DR. BERGFELD:  I know that. 

DR. EISENMANN:  For this one as I go 

out for concentration of use information which 

I haven't done yet because I wanted to have 

you clarify what ingredients, I will say if 

you use more than 50 percent of an ingredient 

please provide some data on that product. 



DR. BRESLAWEC:  Would that be 

adequate then? 

DR. BERGFELD:  Yes.  Thank you.  I 

think we have voted on this. 

DR. MARKS:  We reopened. 

DR. BRESLAWEC:  We reopened it. 

DR. MARKS:  Would you also in the 

next booklet that we receive for the next time 

we consider this put in that original review 

again so that we can go back and look at the 

source document as to how the 50 percent was 

derived? 

DR. BERGFELD:  Are there any other 

comments that need to be made on any of the 

ingredients we've reviewed, these 12 today?  

We are still sort of hazy about the reopening 

and the add-ons and the merging so I hope that 

this continues to work itself out.  We're 

going to move on to some discussant items.  

The first one up is the aerosols that Dr. 

Marks is going to speak on. 

DR. MARKS:  I thought I could put my 

hands on it easily, on Panel Book page 54 I'm 

back again to the castor oil, it says, "Under 



the discussion the highest concentration 

tested yielding negative results for the PEG 

castor oil family was 50 percent PEG 35 castor 

oil in a sensitization study with guinea 

pigs."  It would imply in that that it was 

based on a sensitization study so I'm still 

not quite sure about the irritation. 

DR. BELSITO:  What page are you on? 

DR. MARKS:  Page 54 under the 

discussion. 

DR. BELSITO:  What Panel Book page? 

DR. MARKS:  Panel Book page 54, or 

299.  I'm sorry. 

DR. BERGFELD:  54. 

DR. MARKS:  At the bottom.  It's 

under the discussion and it's the second 

sentence from the bottom of the page.  That 

would imply they're talking about 

sensitization rather than irritation so that I 

think we've never issued a report formulated 

to be nonsensitizing. 

DR. ANDERSEN:  We have. 

DR. MARKS:  Have we? 

DR. BELSITO:  I'm sorry.  It's Panel 



Book page 54.  Is that correct? 

DR. BERGFELD:  Under discussion. 

DR. MARKS:  Under the discussion at 

the bottom there.  It seems to be relevant to 

sensitization, but we'll clarify that as long 

as, again, Christina, you include this report 

with the next panel book.  Are you in the 

right book?  PEGylated oils. 

DR. BELSITO:  Castor oil. 

DR. MARKS:  I just wanted to point 

that out. 

DR. BELSITO:  It's on the other 

page, but that's a summary. 

DR. MARKS:  Yes. 

DR. BELSITO:  I'm actually looking 

for the data. 

DR. MARKS:  We'll get that clarified 

the next time we evaluate these PEGylated 

oils. 

DR. BERGFELD:  Are there any other 

comments before we move quickly to aerosols? 

DR. MARKS:  Couldn't let those 

PEGylated oils off the hook.  It's a slippery 

subject here.  At any rate, aerosols.  We're 



now in the aerosol boilerplate and we're close 

to the final boilerplate if not there.  I'm 

going to ask Ron Shank to comment because 

there were some suggestions from the 

Scientific Committee of the PCPC in a memo 

which we received yesterday. 

DR. SHANK:  In that memorandum the 

Science and Support Committee requested 

deletion of two sentences in the use section.  

That's the second paragraph from the bottom of 

their memorandum, page 1.  They want to delete 

the following, "However, the potential for 

inhalation toxicity is not limited to 

respirable droplets or particles deposited in 

the lung.  Inhaled droplets or particles 

deposited in the nasopharyngeal and thoracic 

regions of the respiratory tract may cause 

toxic effects depending on their chemical and 

other properties."  The feeling is that that's 

not pertinent to use so it shouldn't be there.  

I would say that that's all right, but it 

should still be in the discussion.  I don't 

want to see that eliminated entirely.  You can 

eliminate those two sentences from the 



boilerplate that goes in the use section but 

not in the discussion section.  That's my 

opinion. 

DR. BELSITO:  We had pretty much the 

same. 

DR. BERGFELD:  Ivan, do you want to 

respond? 

DR. BOYER:  To clarify.  When you 

mean leave it in the discussion section, you 

mean in the background portion of the 

document? 

DR. SHANK:  You have the same point 

of information when we're discussing toxicity 

to the entire respiratory system or just the 

nasopharyngeal and in the discussion I think 

that those two sentences should remain. 

DR. BOYER:  Where they are? 

DR. SHANK:  Where they are. 

DR. BOYER:  We concurred with that.  

We went with the use section should just deal 

with potential for exposures and then 

discussion will be dependent on what data we 

have regarding inhalation so that that's I 

think in agreement with Ron. 



DR. BELSITO:  Prior to those two 

sentences we're deleting where it says that 

"cosmetic sprays would be deposited in the 

nasopharyngeal," we inserted "and bronchial 

regions and would not be respirable."  Then 

under the discussion section for tentative 

reports we took out the word "toxic" -- 

"exposure that might lead to local respiratory 

or systemic effects" and just deleted the word 

"toxic." 

DR. BERGFELD:  Are there any other 

comments?  Ivan, do you have any comments?  Do 

we need to vote on this approval or can we 

accept these editorial changes? 

DR. ANDERSEN:  I think it's 

sufficient to have provided the editorial 

changes.  Just for the record, the next step 

as previously identified is to put this on the 

website as a stand-alone discussion of a 

specific topic area.  It will be essentially 

the second one.  We already have hair dye 

epidemiology there.  In individual reports we 

would direct the reader to that website for 

any additional information that they might 



want to get. 

DR. SNYDER:  It's probably a 

no-brainer, but the writers all need to 

capture the new language in all of the 

ingredient reports we've discussed today. 

DR. BERGFELD:  Thank you, Paul.  The 

next discussant item is the 

formaldehyde/methylene glycol response.  Both 

teams had these yesterday or had this 

yesterday to review and to comment on.  All 

the comments will be taken in and the letter 

is going to be formulated by the CIR office.  

If there are any added comments, Don, at this 

point in time we could add those, but it's in 

motion.  This letter will be sent back but it 

will be modified according to the comments. 

DR. BELSITO:  No further comments. 

DR. BERGFELD:  No further comments.  

Thank you.  We'll move on then and we'll take 

up the parabens, and that is going to be 

reported by Dr. Marks. 

DR. MARKS:  The CIR Expert Panel 

received a memo from Alan dated February 10, 

2012, to consider two new issues that have 



arisen with parabens.  One was that the 

European Commission's Scientific Committee on 

Consumer Safety, the SCCS, reiterated that 

methyl- and ethylparaben are safe up to 0.4 

percent for one and a total of 0.8 percent for 

any mixture.  However, they considered that 

propyl- and butylparaben safety was decreased 

to -- percent for any one or any mixture so 

that there was that change in the limit for 

propyl- and butylparaben concentration.  The 

second issue that was outlined in Alan's memo 

concerned a Danish clause or safeguard that 

banned the use of paraben in cosmetic products 

intended for children under the diaper area, 

also referred to as the nappy area.  At any 

rate, the issue was in light of these rulings 

in Europe, should we reopen or not reopen this 

safety assessment which was published in 2008.  

Our team felt that we did not need to reopen 

but that the way we suggest handling it is 

that there would be a re-review package that 

the panel would see prior to it being sent off 

for publication that would address both of 

these issues. 



DR. BERGFELD:  Don? 

DR. BELSITO:  I'm not sure that we 

were being asked to reopen or re-review.  I 

thought that this was more an FYI and do you 

want to respond to it.  We didn't think we 

necessarily needed to respond to it.  It's 

whether you take NOEL or whose NOEL you take 

for reproductive toxicity and that's where the 

difference in the calculations come.  In fact, 

we had assumed 50 percent absorption and the 

Europeans assumed 3.7 percent absorption so 

that we were overly conservative in the amount 

of parabens absorbed, it just has to do with 

the NOEL.  So if you have confidence in your 

NOEL then the margin of safety as in our 

re-review would stand.  If you don't have 

confidence in the NOEL then maybe we need to 

look at it.  I thought we had confidence in 

the NOEL.  Paul expressed an interest in just 

seeing the two papers that have been published 

since, just a peek at them.  We thought that 

since the Danes have brought up this issue of 

not so much absorption because all of the data 

would suggest that except for premature 



infants the absorption across infant skin is 

now significant different from adults, but 

Curt in particular pointed out that there may 

be differences in metabolism in infant skin 

and we thought it would be good to put 

together an independent paper looking at what 

is known about absorption, penetration and 

metabolism in the skin of children as we go 

forward and deal with issues of products being 

used on kids.  That's what we wanted to do 

with this, not necessarily open the paraben 

report, but to create a specific report on 

infant skin. 

DR. MARKS:  We concur.  We did not 

feel we need to reopen.  I think it's whether 

or not you react to these two specific things.  

Then we also discussed the issue of safety and 

infant skin and I think largely concur with 

what your team suggested doing.  You suggested 

doing a paper.  We suggested actually having a 

boilerplate that would end up like the 

aerosols and we've have a boilerplate which we 

could refer to which would outline the safety 

issues of applying cosmetics to infant skin. 



DR. BELSITO:  But it would be I 

think hard to create a boilerplate until we 

had data to look at.  This isn't a matter of a 

company saying this is the size of the 

particles that come out of a pump and I'm 

saying those aren't respirable and as long as 

there could be issues if they are absorbed 

from the tracheobronchial area, but if there 

is no systemic toxicity then it's not an 

issue.  Here it would be put together a 

document where we know what's known about 

absorption across infant skin, penetration, 

what we know about metabolism, and is it or is 

it not significant different, the only thing 

we have to worry about is that infants have a 

bigger surface area to weight ration.  So I 

think we need data before we create anything. 

DR. MARKS:  Obviously you couldn't 

create a boilerplate without having the data 

and with the aerosols we had a lot of data.  

In fact, we had that one outside expert come 

in and discuss aerosols to us.  If such a 

person exists for infant skin, I bet that 

person does exist in the industry which looks 



at that issue and perhaps we should have an 

expert come in and discuss the biology and 

physiology of infant skin.  Ron Shank brought 

up the issue that carboxylesterases are lower 

in infant skin and perhaps you would 

metabolize cosmetic ingredients differently in 

infant skin than in adult. 

DR. BELSITO:  I would see this like 

a hair dye epidemiology statement or the 

ethylene glycol repro thing we put together. 

DR. MARKS:  We certainly concur.  

It's the question of how do you proceed 

forward. 

DR. BERGFELD:  It appears to me that 

we were asked to reexamine and not to 

re-review.  The opinion, at least the 

grassroots opinion, is to re-review and we've 

looked at it, but we're not going to do a 

re-review document.  Coming out of this it's 

even more important that we look baby skin 

with all the dimensions that have been 

discussed and I think we would charge the CIR 

office to begin that process for us. 

DR. MARKS:  Could I ask, Rachel, 



from a consumer's point of view if you're 

aware of these two new rulings in Europe?  Do 

you think us having this discussion this 

morning and deciding not to reopen and ending 

with that?  Or do we need some sort of formal 

document?  I guess maybe Halyna too.  I'm 

comfortable with doing nothing and just 

leaving it as we've decided today not to 

reopen, say we noted that that we reviewed it 

but I wonder whether in the interests of the 

public if somebody says the panel is aware of 

this but they didn't react so to speak. 

MS. WEINTRAUB:  I think the panel is 

reacting and I think the response is exactly 

what you're doing, that you are taking a 

closer look at the issue of baby skin.  I 

think it's unclear what the form is right now, 

I think that's okay, but I think what you are 

doing is directing the CIR to look at this 

issue closely, to perhaps have experts come to 

do an in-depth analysis on this issue, so that 

you have a much better understanding moving 

forward for every ingredient and its impact on 

baby skin.  So I think there is a reaction by 



the panel and I think it's a good one. 

DR. BERGFELD:  I wonder if I could 

call in Linda Katz regarding the issue and 

what the FDA thinks about baby skin. 

DR. KATZ:  We would agree with the 

panel to go ahead and take a closer look, and 

at this point we also agree with the panel's 

decision that the rest of the data has been 

looked at and there is no need to go further 

with the exception of the baby skin area.  

Then we would look forward to the results or 

the opinions of the panel once that issue has 

been reviewed. 

DR. BERGFELD:  Thank you.  Halyna, 

do you care to comment? 

DR. BRESLAWEC:  We brought this 

issue to the panel because we felt it was 

important to formally bring it to the panel 

and ask for a reexamination to see if the 

panel's decision on the safety of parabens 

still stands.  I'm comfortable with the kinds 

of discussions that were held in the team 

meetings that reexamined the basis for our 

safety decision and the panel's safety 



decision and really liked the fact that we're 

focusing on an area of infant and child skin 

metabolism that will have an impact on all of 

the ingredients that the panel reviews. 

DR. BERGFELD:  Alan? 

DR. ANDERSEN:  I think we declare 

victory.  We've got a new project in front of 

us.  When we can gather information, 

potentially identify an expert to come and 

talk with us, then we'll put that back on the 

agenda and take a look at it as a stand-alone 

topic not unlinked from parabens because 

that's how it came up, but it's really much 

broader than the question of parabens.  As for 

the paraben safety assessment itself, it 

stands. 

DR. LIEBLER:  I'd like to note in my 

reading of the SCCS reaction to the Danish 

regulatory decision that there was a lot of 

discussion of the potential impact of 

insufficiencies in xenobiotic metabolism in 

infants but a lot of it was sort of 

hand-waving speculation, not to dump on that 

particular opinion.  It's clear that this is 



an area where there is a lot of information 

floating around, it's not very well connected 

or synthesized particularly in the context of 

cosmetic ingredients so that this is where we 

can make a real contribution I think by 

developing either a paper or a document and/or 

boilerplate of some type. 

DR. BERGFELD:  Thank you.  Is there 

any other comment?  We move on.  I think a 

very worthwhile project, by the way, to look 

at baby skin because they don't test baby skin 

for pharmaceuticals or cosmetics so it is very 

worthwhile.  We'll move on to the re-review 

summaries.  Dr.  Marks will be reporting on 

these and making recommendations. 

DR. MARKS:  Both of these summaries 

were well done and we had no recommendations 

for any editorial changes. 

DR. BERGFELD:  Second? 

DR. BELSITO:  Second. 

DR. BERGFELD:  Is there any other 

comment?  Seeing none, all those in favor 

indicate by raising your hand.  Thank you.  

Unanimous.  Interestingly enough, we've come 



to the end of the morning.  Are there any 

comments regarding all that we've done today?  

Ron Hill? 

DR. HILL:  On the re-review summary, 

it's not the summary itself but it's because 

all CIR staff is here I have a question.  In 

the concentration of use table it says 

"maximum concentration of use" but then what 

you see is a range.  I know it's because we're 

consolidating different products and all of 

these are leave-on and all of these are 

rinse-off is why there is a range where it 

says maximum concentration of use.  But I'm 

wondering if at least somehow footnoting so 

that it's clear why we're saying maximum and 

then we see a range in the table.  It's 

something to think about collectively. 

DR. BERGFELD:  Halyna? 

DR. BRESLAWEC:  Dr. Hill, what we do 

when we ask for the concentration of use is we 

ask for a maximum concentration so that what 

you see there is a range of the maximum 

concentration that the individual companies 

are reporting. 



DR. HILL:  It's also different 

product categories, more than one kind of 

leave-on.  I get that.  But what I'm saying is 

the poor reader who's just coming to this for 

the first time and puzzling that it says 

maximum in the header and then there's a range 

in the table, maybe we just need a standard 

footnote that goes there to explain.  That's 

all I'm suggesting. 

DR. ANDERSEN:  I think the point is 

well taken.  We know how the data are derived 

and we can provide that explanation to the 

reader. 

DR. HILL:  These tables are 

relatively new.  This wasn't the form until 2 

years ago or something like that.  They are 

all broken out.  So this is better, but it 

created that. 

DR. BERGFELD:  Are there any other 

comments?  If not, we're going to adjourn and 

look to see you on June 11. 

(Whereupon, at 9:35 a.m. the 

PROCEEDINGS were adjourned.)  

*  *  *  *  * 



CERTIFICATE OF NOTARY PUBLIC  

DISTRICT OF COLUMBIA  

I, Christine Allen, 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: January 14, 2013  

  


