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P R O C E E D I N G S  

(8:15 a.m.) 

DR. BERGFELD:  I will officially open 

the second day of the CIR meeting, the hundred and 

twenty-third meeting.  I want to thank all of the 

panel members and certainly all of the staff for 

going through and producing great quality 

documents this time, 18 of them.  I know many of 

us thought that we would never get through this 

volume of work, but because of the organization, 

the quality of the reports and the pre-lead 

information in front of all of these documents 

telling us where we were in time, we believe that 

we were able to do this very satisfactorily.  

Thank you very much all of you for making this 

possible. 

We have been challenged with these 18 

ingredients and I suspect we'll see more of the 

same in the future.  Alan, is that correct, a high 

volume?  Or should I ask? 

DR. ANDERSEN:  Yes. 

DR. BERGFELD:  We need to approve the 

minutes of the last meeting, so if I could have 

a motion of approval.  Motion?  Second.  Is there 



any comment on the minutes?  I would call for the 

vote.  All of those in favor please indicate by 

raising your hand.  Thank you.  They are approved. 

We have had several speakers in the 

first portion of the day yesterday and Alan is 

going to go over a summary of those as well as make 

his report.  Dr. Andersen? 

DR. ANDERSEN:  Thank you.  The comment 

on the issue of scheduling is probably apropos 

because Dr. Bergfeld has noted that the workload 

at this meeting was a big increased over the March 

meeting.  The game plan for March was to focus on 

the SAR workshop and give adequate time for those 

issues to get on the table.  That put us a bit 

behind the 8-ball and we are playing catch-up with 

reports that could have been considered in March 

but we postponed them.  That is going to have a 

cascade effect for this rest of this year.  There 

are things that might have been considered at this 

meeting that are going to come back in September.  

If that scares you, wait until December.  It is 

going to be a busy rest of the year.  That is the 

bad news and the good news all wrapped up because 

we have a great number of safety assessments that 



the expert panel can wrap up this year.  We are 

well positioned.  We need to do the work as Dr. 

Bergfeld described to make it easy on you to take 

a look at and maybe send you a bag that has wheels 

on it so that you do not have to heft all of this 

stuff.  We will work on both ends of that, but it 

is going to be an issue for the rest of this year. 

The panel's output to the 

"International Journal of Toxicology" remains 

under control.  The first package to be submitted 

is in the mill.  The second one is at the thought 

process of which ones are we going to send for peer 

review and it is working just fine. 

I wanted to do an alert not for 

discussion at this meeting but because it will 

come up at some point in the future.  The European 

Contact Dermatitis Group has put out a report on 

the use of self-testing for contact sensitization 

of hair dyes.  That's not an issue because we do 

not have any hair dyes on the agenda, but in each 

hair dye safe assessment you will recall we have 

a section that includes an admonishment or 

acknowledgement that there is labeling that 

instructs the user to do self-testing and the 



European Contact Dermatitis community has at 

least raised its hands and said let's talk, so we 

will come up as a formal matter on our agenda. 

The effort yesterday that Ivan Boyer 

did to capture the results of the SAR workshop in 

will be incorporated into the minutes.  I know 

Ivan went through those slides very quickly, but 

the value is that for the record we will capture 

this and it will serve as an additional summary 

and then we will also go on and explain in the 

post-meeting announcement and in the minutes a 

bit more detail about Dr. Ann Richard's 

presentation.  As a little bit of a side note, we 

have to do some talking back I think between CIR 

and the council about how we might want to take 

advantage of the gauntlet that Dr.  Richard threw 

down that there is a dataset here ready to be mined.  

I got that message loud and clear, how to do it 

is not quite so clear to me at this point but it 

is something that will be under discussion as we 

move forward. 

Finally, it simply deserves repeating 

that at this year's Academy of Dermatology 

meeting Wilma Bergfeld was an Academy of 



Dermatology Master Dermatologist.  Arguably it 

does not get any better than that. 

DR. BERGFELD:  That is right for many 

reasons. 

DR. ANDERSEN:  I think that is all that 

I wanted to do in terms of remarks.  There was a 

request that Dr. Belsito had made that I want to 

put on the table now and that was at this meeting 

if FDA could update the panel on the status of its 

nanotechnology in cosmetics position, report, or 

whatever you want to call it.  Stan and Linda, you 

have graciously agreed to give us something, so 

you are on. 

MR. MILSTEIN:  Thank you very much, Dr. 

Andersen.  FDA has an update for the expert panel 

and the audience.  We have as you may be aware 

recently published a guidance document for 

industry on the subject of nanotechnology 

relevant to cosmetics.  Our subject matter expert 

on this area is Ms. Kapal Dewan.  She will make 

the presentation for you on behalf of FDA and the 

Office of Cosmetics and Colors.  She also has a 

handout for the expert panel.  Thank you. 

MS. DEWAN:  Thank you for asking FDA to 



take the privilege of presenting what we have 

presented in our nanoguidance.  On April 23 of 

this year we have issued a guidance document for 

industry which is "Safety of Nanomaterials if 

Used in Cosmetic Products."  What we have tried 

to do in this guidance document is we discussed 

our thought process regarding safety 

substantiation and giving an overview of FDA's 

authority over cosmetics because that the first 

part to understand what is our authority over 

cosmetic products. 

Given that as an overview of the 

guidance, if you could look at the second slide 

in your handout, that talks about the guidance, 

what is the FDA's authority and some discussion 

about what products and why nanomaterials are 

being used in cosmetic products, the definition 

of nanotechnology, we think that physical 

characterization is very, very important if 

nanomaterials are used and what are safety 

concerns and some recommendations for industry.  

The guidance document presents some points to 

consider if nanomaterials are used in cosmetic 

products.  Everybody in this room knows very well 



that cosmetics do not have premarket approval so 

that manufacturers are responsible for making 

sure that the products are safe and they have all 

safety data before the products are marketed.  

Keeping that in mind, what authority we have the 

FD&C Act is that the product should not be 

adulterated or misbranded.  This is in general 

whether it is a nanoform or non-nanoform and this 

is the authority we have at FDA. 

How do go about and regulate if 

nanomaterials are used in cosmetics?  FDA 

regulates products and not technology, so any 

product made using nanomaterials are subject to 

the same regulations as any other products.  This 

is our current thinking.  As new scientific 

information becomes available, the FDA may have 

a look at what are the signs out there and 

different policy changes may be considered.  

Before I dive into talking a little bit about the 

guidance, we do not have any data, we do not get 

premarket data, so that based on public and 

published information, nanomaterials are used 

for excellent disposability.  It is sometimes 

reported that they are used to alter the optical 



properties of the ingredients for delivery of 

water of soluble nanoparticles, improve the 

stability of chemically unstable ingredients, 

then also they are more transport if a nanoform 

is used as compared to nanoform as in sunscreens 

very commonly you see that most of the sunscreens 

as far as nowadays it is reported they are using 

the nanoform of titanium dioxide.  They are also 

used to increase protection against UVA and UVB 

rays. 

Going into the guidance document now, 

FDA does not have an official definition for 

nanotechnology, nanomaterials or related terms.  

In 2011 an agency-wide guidance document was 

issued and in that guidance document there was 

mentioned some important points to consider in 

which an engineered material, a nanomaterial is 

an engineered material, or any product that 

should have at least one dimension in the 

nanoscale range of 1 to 100 or they should exhibit 

unique properties or phenomena that enable novel 

applications.  In the next slide I have given some 

examples of how nanomaterials can be organic or 

inorganic form, how they could be in different 



shapes and structures and due to not only their 

size, but unique structures, behaviors and shapes 

may have different effects on the formulation so 

that size is one component of nanoparticles which 

we think about important.  The other aspect is its 

properties and its unique behavior. 

We have stated that nanomaterials 

should be very well characterized, and what is 

being used as an ingredient should also be 

reflected in the end product in the formulation.  

That is very important to understand because if 

something has been tested as an ingredient but 

then in the formulation it is in a different form, 

then it is not the nanomaterial that has been 

there.  Many times the nanomaterials tend to 

aggregate or agglomerate so that then in the end 

formulation it is not the nanoform.  We have been 

given a list of physical/chemical properties 

which we think are very important for cosmetic 

products if nanomaterials are used.  This very 

well aligned with the other regulatory authority 

documents and guidance from OECD or ISO where most 

of them have also stated that what types of 

nanomaterials are used is important.  What size 



are you using?  Are they going to be in nanoform 

or the aggregate agglomerate?  Are there any 

surface charges?  And if there are any surface 

charges, they will need coating.  All of these 

could affect the function of the product and 

having interaction while testing.  Are they 

soluble?  Are they stable?  These are some 

important physical/ chemical properties which we 

think are important if nanomaterials are 

available.  These properties can affect the 

toxicity profile of an ingredient and can affect 

the function as to why this is being used in a 

product. 

What are the toxicity concerns?  

Toxicity concerns relate to the type of 

nanomaterial used.  Most of the cosmetics we know 

are used dermally, but in the case of 

nanomaterials, it's reported that in addition to 

dermally, if they are insoluble or partially 

soluble they are chances for systemic exposure.  

Is there any new route of exposure or is it dermal, 

inhalation or the different routes we used the 

product are of concern?  If it is going to be 

absorbed through the skin, is it going to be 



bioavailable?  And if it is going to be 

bioavailable, then all features come into picture.  

Also there are concerns that during manufacture 

there may be some impurities which if you are 

using a non-nanoform and now you are using a 

nanoform, then are there any impurities which 

need to be taken into consideration which you have 

not seen in the non-nanoform?  And if traditional 

toxicity testing methods are used, are they 

applicable for nanoform?  We have mentioned that 

the traditional toxicity testing methods may need 

to be modified to address the issues of absorption, 

biodistribution, accumulation and clearance, and 

both short-term and long-term toxicity of 

nanomaterials should be conducted. 

We have given some recommendations.  

The existing framework which is used for safety 

assessment for the non- nanoforms are generally 

robust and flexible and should be applicable, but 

there is need to take into consideration for 

nano-related consideration that the 

physical/chemical properties should be well 

characterized and if you know what you're using 

and it is in nanoform as an ingredient that it is 



reflected in the formulation the same way, and 

that is the key issue.  We have also recommended 

that appropriate steps should be taken to ensure 

that the product is safe under conditions of 

intended use and that other testing methods 

should address its unique properties and why they 

are being used.  And the toxicity testing method 

should address issues of optics, absorption, 

bioavailability and accumulation. 

The three features include keep in mind 

that toxicity testing methods may be applicable 

and that some of them may have to be modified, the 

physical/chemical properties should be evaluated 

and the expected exposure level through the 

intended use route of exposure, but in addition 

to that, if there is any systemic absorption then 

that should be taken into consideration so that 

overall safety substantiation of the product 

should be done under the intended conditions of 

use.  There is not a big difference from how it 

has been done, but the physical/chemical 

properties should be assessed, that is the key to 

it, because of its unique features and if it 

agglomerates or aggregates in the formulation, 



it's not the nanoform, then traditional testing 

methods can be done.  There is the link where we 

have the guidance and we would like to hear from 

you.  Please go to that link and the draft guidance 

document is open for public comment until July 24 

and it would be very helpful to hear from you and 

we encourage everyone to go take the time to send 

in your comments if you have them.  Thank you. 

DR. ANDERSEN:  Does anybody have any 

questions at this point? 

DR. BELSITO:  The biggest issue is as 

we look to moving toward in silico methods of 

assessing safety based on all the prior animal and 

human data that has been agglomerated as we heard 

yesterday, none of that will have been based off 

of nanotechnology which then makes a prediction 

from those computer models as we move into 

nanotechnology a little bit more difficult and in 

the absence particularly in Europe of being able 

to do animal testing looking at absorption and 

inhalation of these nanoparticles, how do we 

grapple and deal with that?  How do we get the 

information on nanotechnology in the absence of 

being able to test it? 



MS. DEWAN:  I can tell you, Dr. Belsito, 

that there is some work going on in the direction 

of developing in silico models, but to develop 

those models first we need to have robust data.  

That is how a model's concept goes in.  I'm working 

on ICCR Nanotechnology Working Group and I can 

tell you that it is not only in the U.S. that work 

is being done in this direction, but that Europe 

is also moving in that direction, but there is not 

enough date as of yet.  Testing methods have not 

been evaluated completely if they are going to be 

used as it is used for non-nanoform for nanoform.  

It will take some time, but I think there is some 

work going on in the direction that is repeatable, 

there are methods established and there are some 

methods for characterization which has been.  As 

for tox, I don't think there is data out there so 

much that could be taken in developing models for 

that.  It will take some time, but work is being 

done. 

DR. BERGFELD:  Thank you very much. 

DR. ANSELL:  Thanks for the 

presentation.  It is a curiosity about how we will 

be able to do QSAR, but I will point out that most 



of the materials which have been designated nano 

from a regulatory standpoint are hardly novel, 

alumina, silica, carbon black, titanium dioxide 

and zinc oxide which have 30 years of experience.  

We appreciate FDA's guidance in this regard and 

we broadly agree with most of the points that the 

current testing paradigms are robust, that they 

are applicable, the tiered end-stage approaches 

continue to be useful and the nanoscale 

characterization clearly presents a challenge, 

but ultimately all cosmetic ingredients must be 

demonstrated to be safe.  The council will be 

sharing with this group some more technical 

comments as it relates to the guidance in some 

detail, but broadly we agree with the 

presentation. 

DR. BERGFELD:  Could I ask a question, 

Jay?  How are we as panel members when reviewing 

the information presented to us in these 

documents going to know that nanotechnology has 

been part of that product development? 

DR. ANSELL:  The question is that we 

would judge the safety of materials and not the 

technology by which they are produced.  When we 



look at the materials, FDA's position and our 

position is we don't regulate based on technology.  

There are regulatory issues associated with being 

designated nano, European labeling, but the 

safety assessments will be the same safety 

assessments so that that is what we need to focus 

on, the safety substantiation of the material as 

used sufficient to substantiate the safety. 

DR. MARKS:  From my vantage point, 

perhaps the use tables in the future may have 

another row that says nanotechnology because a 

fair amount of our assessment of ingredients if 

they're not absorbed then we say that we don't 

need a 28-day dermal tox, whereas perhaps if it 

was in a nano- delivery system we might want that.  

I don't know whether that will become part of the 

use table or not where we had a column as we have 

for leave-ons and rinse-offs, there perhaps might 

be a nano also. 

DR. ANSELL:  In terms of the product 

description that might be relevant, but the use 

of nanotechnology in that sense has very little 

meaning with the size of the particle, the charge, 

those things that were just described would 



certainly be relevant to its assessment, but 

whether it meets a regulatory definition of a 

nanomaterial or not really doesn't address the 

safety question.  And what we need to focus on is 

is the product safe, not is it designated nano 

within a regulatory context.  Indeed, that's such 

a difficult question that FDA has chosen not to 

establish a definition of nanotechnology. 

DR. KLAASSEN:  One area that it could 

have a significant effect might be inhalation.  I 

don't know.  We'll have to see with time.  These 

nanoparticles are extremely small and we're 

always thinking about larger particles not 

getting down to the alveoli, but that could be 

something that we might be aware of. 

DR. BERGFELD:  Are there any other 

points that need to come up at this point?  Seeing 

none, I think we're going to proceed then.  Thank 

you very much, FDA.  It's nice to hear all of that 

technology development and the regulatory 

aspects of it.  We're going to move on to the two 

final reports.  The first one is fluorphlogopite.  

That's being presented by Jim Marks. 

DR. MARKS:  In December the panel issued 



a tentative safety assessment of the synthetic 

fluorphlogopite with a conclusion of safe.  Our 

team moves that we issue a final report of this 

ingredient with a conclusion of safe. 

DR. BELSITO:  Second. 

DR. BERGFELD:  There is a second.  Is 

there any discussion regarding the document or 

substantial comments regarding the editing of it? 

DR. MARKS:  I think Halyna had some 

editorial comments that perhaps should be shared 

with the panel. 

DR. BRESLAWEC:  The council believes 

that the description of the physical 

characteristics of synthetic fluorphlogopite and 

the materials that are used in support of that 

needs to be beefed up, elaborated on and that the 

discussion needs to be more robust from the point 

of view of which materials that were tested are 

applicable, which are not and subsequent removal 

of those that are not.  In particular, we're 

concerned about inclusion of testing on materials 

that might contain fibers because synthetic 

fluorphlogopite does not so that the inclusion of 

data from testing those materials would not be 



appropriate. 

DR. BERGFELD:  Alan, would that be 

considered editorial or would we need to table 

this particular document until that is done? 

DR. ANDERSEN:  I think that's an 

editorial comment.  It doesn't affect the panel's 

bottom-line conclusion. 

DR. BERGFELD:  Are there any other 

comments then?  Thank you.  If not, I'll call for 

the vote.  All those in favor of approval, it's 

been moved and seconded.  Approved by all.  Moving 

on then to the next ingredient which is Dr.  

Belsito's ingredient, cucumber-derived 

ingredient. 

DR. BELSITO:  This is cucumis sativus 

and there are six various components of the 

cucumber that are looked at here and I won't read 

them all.  We got some update on concentration of 

use that was not significantly different from 

what we had head in March when came to the 

conclusion that these were safe to use in 

cosmetics in the present practices of use and 

concentration and I'd like to make that motion 

final. 



DR. BERGFELD:  Second over here.  Is 

there any further discussion regarding this final 

report?  Seeing none, I call for the vote.  All 

those in favor, please indicate by raising your 

hand.  Unanimous.  Thank you very much.  Moving 

on then to reports advancing to the next level.  

Dr. Marks is again on for the bis-diglyceryl 

group. 

DR. MARKS:  The panel reviewed the 

ingredients in March and noted that some data were 

lacking, and since then this data has been 

supplied and our team felt that we could move on 

to issuing a tentative report with a conclusion 

of safe. 

DR. BELSITO:  Second. 

DR. BERGFELD:  There's a second.  Is 

there any further discussion regarding this 

ingredient?  Don? 

DR. BELSITO:  Just that while we had 

asked for methods of manufacturing and we got them, 

there was a little lack of detail as to what the 

catalysts might be in this particular 

manufacturing process and we felt that that 

probably was not an issue.  I'll ask Dan to comment 



because he was the one who explained to us what 

that catalyst might be and why we shouldn't be 

concerned. 

DR. LIEBLER:  I think the question was 

whether or not the catalyst would comprise a 

significant impurity in these and the catalysts 

for reactions like these are usually small BCs 

that would be purified out during the preparation 

of these ingredients.  The report indicated 

catalysts without specifying what they were so we 

thought that that could simply be deleted. 

DR. BERGFELD:  Are there any other 

comments? 

DR. BELSITO:  No. 

DR. BERGFELD:  Seeing no other comment, 

then we'll move to the question.  All those in 

favor, please indicate by raising your hand?  

Again unanimous.  Thank you.  With that descriptor, 

then moving on to Dr. Belsito and the microbial 

polysaccharides. 

DR. BELSITO:  This is a relatively large 

group of microbial polysaccharides.  Again there 

are 34 ingredients and I will not read through 

them all.  We received an incredible amount of 



data on them as evidenced by this green book.  

After reviewing it, we thought that they were safe 

as used in cosmetic ingredients.  As part of the 

discussion we had talked a little bit about the 

intestinal tumors with dextran sulfate which 

apparently is a model for inducing ulcerative 

colitis in rodents and is not pertinent to the use 

of these products and in cosmetics so we felt that 

the group was safe as used. 

DR. BERGFELD:  Is that a motion? 

DR. BELSITO:  Yes. 

DR. BERGFELD:  Is there a second?  

Second.  Is there any discussion from the Marks 

team? 

DR. MARKS:  We felt largely the same, 

although when I looked at the irritation from 

xanthan gum found on page 47, a 5 percent aqueous 

solution caused significant irritation with 

bleeding and cracking of the rabbit's skin and 

there was nothing to substantiate its safety at 

use of 6 percent.  I preferred to have an HRIPT 

or some irritation sensitization data which would 

confirm that xanthan gum actually is not an 

irritation or a sensitizer at use concentration.  



Our team preferred to do an insufficient data 

notice asking for the irritation sensitivity of 

xanthan gum. 

The other comment we had was there was 

some concern about the title of this group of 

ingredients and we preferred to change it to 

microbial gums rather than microbial 

polysaccharides since, Ron Shank you may give the 

reasoning there, that it may infer that there are 

some toxic ingredients if we use microbial 

polysaccharides rather than gums. 

DR. SHANK:  Right.  The title might have 

an association with microbial 

lipopolysaccharides which are well known to be 

high biological activity in toxicity, so rather 

than make that association, change 

polysaccharides to gums. 

DR. BERGFELD:  Are there comments from 

the Belsito team? 

DR. LIEBLER:  How about microbial 

polysaccharide gums?  All of our titles have some 

degree of chemical description in them.  Gums is 

just not quite descriptive enough.  I agree with 

your point on lipopolysaccharide.  You don't want 



to get people thinking the wrong thing. 

DR. MARKS:  That's fine.  How about the 

irritation and sensitivity, Don? 

DR. BELSITO:  I've never seen it with 

a molecule like xanthan gum.  I obviously blew 

that off.  There are no details on that study.  

When you look at these molecules and we really 

haven't seen issues with them.  We have data on 

others such as betaglucan up to 50 percent or 

sodium carboxymethyl betaglucan to 50 percent 

with moderate irritation.  That study just 

doesn't make any sense to me in light of all the 

other studies and what we know about these gums.  

They're polysaccharides. 

DR. BERGFELD:  So that you don't feel 

that you need additional testing? 

DR. BELSITO:  I don't obviously because 

I said safe as used. 

DR. SHANK:  Would that be handled in the 

discussion? 

DR. BELSITO:  I think it certainly could 

be handled in the discussion.  It's the one 

outlier of all the studies and there are 

absolutely no test details provided. 



DR. MARKS:  When I saw that there were 

more than 3,400 uses of xanthan gums it wouldn't 

take much to get at least more irritation and 

sensitivity studies and do the insufficient data 

notice.  I agree with you, Don, that if you look 

at the rest of it it's unlikely, but I would like 

to see some hard data confirming that.  I know it 

exists.  It's got to exist. 

DR. BELSITO:  I'm sure there is probably 

some hard data, but there is certainly a good 

amount of soft data.  How many complaints has the 

FDA received about cosmetic products containing 

xanthan gum, and if there are 3,400 out there, one 

would expect that if it was an issue they'd get 

a lot. 

DR. HILL:  I thought we discussed that 

and determined that there weren't very many with 

that high a concentration. 

DR. MARKS:  I don't know that we know 

the number of that high a concentration.  It 

certainly is a leave-on at 6 percent. 

DR. BERGFELD:  Halyna? 

DR. BRESLAWEC:  We can request data on 

sensitization and irritation from finished 



product manufacturers.  I might point out that the 

study that you're referring to is an old study.  

It was done on shaved skin, but I'm sure you've 

noticed. 

DR. MARKS:  I agree with that and 

obviously with what Don said and I think for me 

it's a matter of dotting an i and crossing a t and 

we can proceed to safe I feel strongly.  I think 

it's an outlier in that one study, but that caught 

my attention. 

DR. BERGFELD:  So your resolution then 

is what? 

DR. MARKS:  We could move to second that 

it's safe and then hopefully we'll see this data 

come in anyway. 

DR. BERGFELD:  Are you suggesting that 

it also occur in the discussion portion that you 

talk about this particular study? 

DR. MARKS:  Yes.  Absolutely. 

DR. BERGFELD:  Is everyone in 

agreement? 

DR. MARKS:  I'll second the motion. 

DR. BERGFELD:  Two seconds.  That's good.  

One from each side.  Is there any other comment 



about the document or any of the included 

materials?  Seeing none, I'll call for the vote.  

All those in favor of safe with a discussion point?  

Thank you.  Unanimous.  Monice? 

MS. FIUME:  I want to ask for 

clarification.  The conclusion is safe as used and 

not safe as used when formulated to be 

nonirritating?  Is that correct? 

DR. BELSITO:  We certainly could do that.  

We've done it before where there's been concern.  

I don't see that there really is irritating 

potential to this.  As Halyna pointed out, it was 

an old study and it was on shaved skin.  But if 

the panel feels more comfortable saying that 

there as this one outlier, we can explain it.  As 

for safe as used when formulated to be 

nonirritating, I guess the only issue is if 

industry comes back and shows us that they have 

an HRIPT at 6 percent then the conclusion changes 

and it has to go out for public comment again.  

Right? 

DR. MARKS:  I'm fine with safe. 

DR. BERGFELD:  We've just made a 

grassroots kind of decision here as safe as is.  



Thank you.  We're moving on to the next ingredient 

with Dr. Marks presenting, and this is the vitis 

group which is grape. 

DR. MARKS:  This is the first time we've 

seen this draft report on the safety of vitis 

vinifera derived ingredients which are listed in 

Panel Book page 7 from bud, flower, fruit, juice, 

leaf, et cetera.  We felt that these ingredients 

could be considered safe and that we could move 

on with a draft tentative report with a conclusion 

as safe. 

DR. BERGFELD:  Is there a motion? 

DR. MARKS:  Yes. 

DR. BERGFELD:  Is there a second? 

DR. BELSITO:  Yes and no.  Our group also 

felt we could go ahead with a safe as used, but 

we wondered by the hydrolyzed fruit and the 

hydrolyzed skin were not added and felt that they 

could be added to this report and found safe as 

used. 

DR. BERGFELD:  Is the Marks team 

agreeable with those additions? 

DR. MARKS:  Yes. 

DR. BERGFELD:  Alan? 



DR. ANDERSEN:  My only concern is that 

the game plan as we've been looking at it was to 

separately focus later on a group of hydrolyzed 

materials that would raise all of the questions 

related to extent of hydrolysis, what's the 

product, in a way that we couldn't do if they're 

just add-ons to the regular group.  I don't expect 

that there are any significant issues here and 

arguably adding them is a way of dealing with the 

source material hydrolyzed or unhydrolyzed, it's 

just the hydrolyzed as a group seemed to us to be 

a more efficient way of getting at that question. 

DR. BERGFELD:  Don? 

DR. BELSITO:  Then I guess the question 

from our panel is on the panax ginseng root there 

are three hydrolyzed products, hydrolyzed 

ginseng root, ginseng root extract and ginseng 

saponins, are we going to delete those from that 

report?  I think we just need a little internal 

consistency particularly at this meeting. 

DR. LIEBLER:  I think the idea of 

separating out hydrolyzed ingredients for 

separate review is driven by the consideration of 

proteins and amino acids and it makes perfect 



sense in that context, but in this case, these 

ingredients are much more complicated than 

proteins.  If this were for example grape protein 

extract and then hydrolyzed grape protein extract, 

then I think it would make a lot of sense to accept 

the game plan.  But in the case of a crude material 

that's hydrolyzed, it's protein, it's all the 

carbohydrates and everything else and it depends 

on the hydrolysis conditions what you end up with.  

I think we needn't feel like we're violating a 

perfectly reasonable game plan in this context, 

so I think that it's really okay. 

DR. ANDERSEN:  Bart, do you want to 

fight about it? 

MR. HELDRETH:  No.  If you want to 

increase our inefficiency, we'll take it. 

DR. BERGFELD:  Thank you.  It's my 

understanding then we'll just add these 

hydrolyzed ingredients.  Is there any other 

discussion? 

DR. MARKS:  Tom, do you want to comment 

about the geno-tox data?  There was some concern 

yesterday about that. 

DR. SLAGA:  There's a big history 



mutagenicity especially in eggs and different 

food products.  In this there was some grape juice 

plus raw extracts of grapes that had either potent 

or strong activity, but if you look at in more 

detail which MTP has, this is more related to 

bacterial mutagenesis.  When you go to mammalian 

mutagenesis this falls out, or in vivo 

mutagenesis, and some of the bad players that are 

bacterial mutagenic are some of the flavonoids 

which have been later tested for carcinogenic 

activity and are negative. 

DR. BELSITO:  That should go in the 

discussion because the in vitro data is very 

different from the in vivo data.  The other thing 

as we questioned about whether it should go in the 

discussion or be completely ignored is Panel Book 

page 13 where they did some UVI-induced skin 

pigmentation and found it was reduced when the 

group was fed grape extract.  However, the 

difference was not significant.  We felt that 

since the difference was not significant that it 

really shouldn't even come up in the discussion, 

and that study was somewhat tenuous anyway we 

thought. 



DR. BERGFELD:  Are you deleting that 

paragraph or you're just not discussing it? 

DR. BELSITO:  We're not deleting it, but 

we're not discussing it because the finding was 

not significant.  The only other thing that we 

obviously have to put in the discussion is the 

heavy metal pesticide usual boilerplate. 

DR. BERGFELD:  Are there any other 

additions, suggestions or edits?  Seeing none, 

I'll for the question.  All those in favor of safe 

approval of this ingredient?  Thank you.  

Unanimous.  Then moving on to the next green 

reports advancing, Dr. Belsito and the 

chlorphenesin. 

DR. BELSITO:  This ingredient was moved 

up at the request of FDA in part because of some 

confusion between the cosmetic ingredient 

chlorphenesin and a pharmaceutical ingredient 

chlorphenesin carbamate which is a muscle 

relaxant.  Despite that, it has over a thousand 

uses, so I don't know how it escaped getting on 

our radar screen anyway.  However, once that issue 

was clarified that this is not chlorphenesin 

carbamate, that it doesn't have muscle relaxant 



properties, we found that this was safe as used 

and that the discussion should very clearly point 

out that this confusion that exists between 

chlorphenesin carbamate, the cosmetic ingredient 

and chlorphenesin carbamate. 

DR. BERGFELD:  That's a motion? 

DR. BELSITO:  That's a motion. 

DR. MARKS:  Second. 

DR. BERGFELD:  Is there any discussion 

from any of the team members? 

DR. MARKS:  Yes.  Our team yesterday as 

was pointed out by Dr. Andersen the potential 

immune suppression that this ingredient could 

cause and we felt that that did not raise safety 

concerns since there are areas of reports showing 

that there is no tumor promotion that has occurred 

from this ingredient and there is no infection 

promotion or increased infection.  We note the 

immune suppression and feel that can be dealt with 

in the discussion. 

DR. BERGFELD:  Ron Hill? 

DR. HILL:  I was going to comment that 

chlorphenesin carbamate can be cleaved in vivo, 

is cleaved in vivo, to chlorphenesin so I think 



that the difference in terms of effect is that 

these are used at preservative levels up to.3 

percent maximum and dermal absorption isn't 

expected to be all that efficient.  It's a 

situation where systemic clearance probably 

occurs about as rapidly as absorption would occur.  

So I think it's not so much that we don't have the 

muscle relaxant effect potential.  That drug was 

demarketed many, many years ago, but it's just a 

matter that you will never build up systemic 

levels to where that would come into play or 

whatever pharmacology is involved there. 

DR. BERGFELD:  Are you suggesting that 

short descriptor also be put into the discussion? 

DR. HILL:  I don't know right this 

moment.  I had some debates with myself, because 

I think it does somewhere need to be acknowledged 

that chlorphenesin carbamate is cleaved in vivo 

to chlorphenesin.  It actually happens to a large 

extent to my recollection when I was teaching that 

drug, but I don't know that that's relevant to 

these preservative levels in cosmetic 

ingredients.  So I'm not sure what needs to be 

captured in the document in that regard.  That may 



be true, but I think it is probably not relevant.  

One of the things that we talked about yesterday 

is that this whole situation appears to have 

arisen out of to some degree some confusion and 

I think the most important function of our report 

is not necessarily to talk about chlorphenesin 

carbamate and we should probably minimize our 

mention and discussion of chlorphenesin 

carbamate and focus on the safety of 

chlorphenesin.  For that reason, although not 

that I disagree with you about what might be 

happening with the carbamate, it's a side issue 

and it's in the discussion it would cloud our 

message.  I'm not sure that the mechanism is the 

pharmacological mechanism of even guaifenesin 

which is still on the market is 100-percent known 

actually how that muscle relaxant occurs.  But the 

point is it's at systemic concentrations of 

chlorphenesin even if that is the effect or it's 

going to be very low and way below I think the 

levels that would cause any -- so I don't know 

about capturing it.  I'd have to think about that 

some more.  Not that I didn't think about it 

already, but I still have to think about it some 



more.  We had a comment period, so I'll 

communicate anything. 

MR. MILSTEIN:  We did a little more 

research on the subject, the history of this 

confusion, and we're happy to try to alleviate 

that by observing that the issue emanated 

apparently back in 2008 from issuance of a warning 

letter concerning an OTC drug product that was 

making unapproved new drug claims.  You'll find 

that on our website. 

DR. BERGFELD:  Are there any other 

comments?  We have had a second this for a safety 

review.  All those then in favor of a safe 

conclusion, please raise your hand.  Thank you.  

Unanimous.  Then moving on to the next green 

document which is the tin oxide and tin.  Dr. 

Marks? 

DR. MARKS:  This is the draft report we 

reviewed.  It's the first time we've seen these 

two cosmetic ingredients tin and tin oxide.  The 

first thing that our team felt is we wanted to 

delete tin from this report and have the report 

focus on tin oxide.  We felt tin oxide was safe 

as used and moved to issue a tentative report with 



that conclusion safe as used for tin oxide. 

DR. BERGFELD:  That's a motion.  Is 

there a second or discussion? 

DR. BELSITO:  Discussion, and I'll let 

Dan lead this.  We agreed to delete tin and the 

question was the valiancy of the tin oxide that 

was used in cosmetic products, and I'll let Dan 

further elaborate. 

DR. LIEBLER:  We totally agreed about 

tin, and with tin oxide and with the other forms 

of tin that were cited in the report for safety 

data, the issue is one of speciation for 

inorganics, the oxidation state and substituents 

for the tin.  The cosmetic ingredient is tin(IV) 

oxide (SnO2).  In some cases, SnO tin(II) oxide 

was cited, in other cases, tin chloride SnCl2 was 

cited.  Unlike many organics that we consider, we 

felt that the concept of read across is dicey at 

best with these inorganics because they can have 

significantly different effects.  It wasn't clear 

in the report the speciation of some of the forms 

of tin cited in some of the references and it might 

not even be clear from the source literature, 

although Wilbur is going to go have to go back and 



look.  What we felt was that there is so much data 

that was cited in support of tin oxide, even if 

you throw away the tin, that it is unclear 

relevance because speciation isn't clear, I 

suggested that the report be tabled until all of 

that can be resolved, sift out the stuff that's 

not really relevant to tin(IV) oxide and then take 

another look at it.  I don't suspect that we're 

going to have a problem, I think we're going to 

end up safe as used, but I think the supporting 

data at this point are kind of a mess and we just 

need to go back and clear that up before we can 

draw a conclusion. 

DR. BERGFELD:  Is there a motion to 

table? 

DR. MARKS:  I'll withdraw my motion to 

move forward with safe and certainly we can table 

to clear up the report.  We felt that tin oxide 

would be safe also because it's not absorbed and 

it's not soluble, so other than I think 

housekeeping and getting the document as you 

suggested, Dan, I think we'll be moving forward. 

DR. BERGFELD:  Is there a second to 

table? 



DR. MARKS:  I'm fine with tabling.  I 

withdraw the motion. 

DR. BERGFELD:  We need the motion. 

DR. BELSITO:  We're fine with tabling.  

I'd say as an FYI there was one other issue that 

our group had and that is it's used in an eye 

product at 5 percent and we were concerned about 

potential irritation given the reports of ocular 

irritation at that level so that as this gets 

tabled and cleared up, just a note to industry 

that we would like to see some data at 5 percent. 

DR. BERGFELD:  There has been a second 

to table.  We need to vote.  All those in favor 

of tabling this ingredient please raise your hand.  

Unanimous.  Are there any other discussion points?  

Alan? 

DR. ANDERSEN:  I want to make sure that 

everybody is comfortable with adding the 

traditional caveat for ocular irritation if 

available. 

DR. BELSITO:  I'm not talking about 

doing an ocular study.  I'm talking about dermal 

irritation at 5 percent because it's used in an 

eye product. 



DR. ANDERSEN:  Thank you. 

DR. MARKS:  The only other which we 

noted and Alan pointed out is the issue of 

pneumoconiosis and we felt we could handle that 

in the discussion with the inhalation 

boilerplate. 

DR. BERGFELD:  Is there anything else?  

Seeing none, we'll move forward then.  Thank you 

very much for that.  We're looking at formic acid.  

Dr. Belsito, this is a possible re- review or is 

a re-review. 

DR. BELSITO:  Yes, this is a re-review 

regularly scheduled.  In 1997 we said it was safe 

as a pH adjuster with an upper limit of 64 parts 

per million for the free acid.  There is not a lot 

of new data.  However, the "Cosmetic Ingredient 

Dictionary and Handbook" has now assigned two 

additional functions to this chemical, one a 

fragrance ingredient which is not within our 

purview, however, the other is a preservative 

which is, and since there is a new function, we 

felt we needed to reopen the report to look at that 

and assess its safety. 

DR. BERGFELD:  Your motion is to reopen? 



DR. BELSITO:  Yes. 

DR. MARKS:  Second. 

DR. BERGFELD:  Is there any discussion 

about reopening formic acid? 

DR. MARKS:  We would add sodium salt to 

the new report.  Then we discussed that the new 

conclusion will probably be something like safe 

when formulated to be nonirritating since that 

was the concern in the original report; the 

irritation at 64 parts per million limit for the 

free acid was really inhalation irritation. 

DR. BERGFELD:  I call for the vote.  All 

those in favor of reopening this ingredient?  

Thank you.  Unanimous.  Do you have something, 

Alan? 

DR. ANDERSEN:  I think just as an alert 

probably directed at the council, the threshold 

for adding a new function, fragrance and whatever 

the other one was, I'm still not sure what formic 

acid smells like. 

DR. MARKS:  A preservative. 

DR. ANDERSEN:  A preservative.  Thank 

you, Jim.  That threshold is pretty much at 

zero -- somebody makes the claim that thy want to 



add these functions and they get added -- I don't 

think anybody has any sense that formic acid is 

actually used as a preservative or as a fragrance.  

Those have been added.  The issue that I'm raising 

is that function as given in the dictionary 

doesn't necessarily make it so and it's an issue 

that in an ongoing way I think we may find coming 

up more frequently.  So this is just a heads up 

that that thought is in our minds and we'll see 

where it goes. 

DR. BERGFELD:  But if you could clarify, 

the motion to reopen and then look at the 

documentation was then we may choose not to go any 

further than that. 

DR. ANDERSEN:  Absolutely.  There is no 

reason not to use the new information as a basis 

for reopening.  I don't have any objection to that.  

Almost as a separate issue I'm concerned even 

historically for this ingredient relying on 

it -- we developed the whole conclusion for formic 

acid around the use as a pH adjuster that was an 

uncredentialed use.  It's a function that we never 

really critically examined.  We just took the 

dictionary's word for it.  And given that the 



threshold for that being cited as close to zero, 

I'm just a little bit nervous and we may be raising 

that question more as we move to the future. 

DR. BERGFELD:  Don? 

DR. BELSITO:  Hearing this from my 

standpoint as we deal with the fact that there are 

over 6,000 chemicals in the dictionary and not all 

of them are used and so now we can't get them out 

of the dictionary but we're going to put out a 

compendium of what's actually in use, is there any 

thought on the part of the council to say if you 

want to add an ingredient to the dictionary or you 

want to add functions to an ingredient, show me 

some data supporting that before you add it? 

DR. BERGFELD:  Halyna? 

DR. BRESLAWEC:  The short answer to that, 

Don, is no.  The dictionary serves a different 

function which is to provide nomenclature for 

anything that could be used in a cosmetic product 

and as that, the current function of the 

dictionary is to provide the appropriate name for 

the ingredient.  That said, we do issue a 

compendium that does list the ingredients that 

are actually used in cosmetic products.  With 



respect to Dr. Andersen's comment, we agree 

certainly generally that you can't just look at 

a use that's cited and assume that it's in fact 

being used for that particular ingredient.  In 

this specific instance, formic acid is used and 

listed in Europe as a preservative, so we do have 

some indication that that is in fact in use and 

especially I think in the area of natural products, 

it's one of the big rising new preservatives. 

DR. BERGFELD:  Thank you.  We're going 

to reopen formic acid, and certainly the edited 

remarks here have been taken in and will be part 

of the official minutes.  Moving on then to Dr. 

Marks's presentation of dialkyl malates. 

DR. MARKS:  In December of last year the 

panel issued an insufficient data announcement 

for these dialkyl malates.  The data needs were 

geno-tox, 28-day dermal tox and dermal 

sensitization for the for the dialkyl dodecyl 

malate.  We have received new data which covers 

the geno-tox and the 28-day dermal tox.  We 

received no sensitization data for dialkyl 

dodecyl malate.  So we move that we issue a draft 

final report as safe for five of the malates and 



insufficient for the dialkyl dodecyl malate as 

stated on page 28 of the panel book.  Safe and 

insufficient, safe for the five, insufficient 

because of sensitization.  That's a motion. 

DR. BERGFELD:  Don, do you want to 

respond? 

DR. BELSITO:  We're not seconding it 

because we don't feel that we have to take the 

dialkyl dodecyl out of that.  That was all based 

on two case reports to dialkyl dodecanol, the 

alcohol, two case reports in the entire world's 

literature, without any other reports I haven't 

seen this as a significant player.  If we did this 

on the basis of two case reports, how could we ever 

approve quarternium-15 that has thousands of case 

reports of sensitization? 

DR. BERGFELD:  Comments, Jim? 

DR. MARKS:  First of all, this is not 

being used so it's unlikely we're going to get the 

information probably.  The other thing is that we 

don't have any safety assessment either on a 

guinea pig or on a human so even though there are 

two case reports of a metabolite of it, that to 

me particularly with the one case where it was a 



very positive patch test reaction and raised a red 

flag.  So even though we would say safe in the same 

concentration in the same uses, without something 

that would substantiate -- we use the 

quarternium-15 analogy, we have lots of RIPT and 

other data to support its safety even though there 

are case reports of sensitivity. 

DR. BERGFELD:  Is there any other 

discussion? 

DR. HILL:  We saw a previous instance 

where one of these long-chain branched in a 

particular way, side chains also caused clear 

sensitization so we felt like leaving that with 

insufficient given the fact that there are no uses 

reported wouldn't cause a big problem because if 

somewhere down the line wanted to come back and 

support the use, they would supply that 

sensitization data and be done with it.  I know 

that's not a trivial request, but it's a 

reasonable one from where I sit. 

DR. LIEBLER:  I had less concern about 

the octyldodecanol because this case report was 

from testing with the alcohol as opposed to the 

malate ester and the malate ester of this material 



would arguably not produce the free alcohol in 

high concentration and anywhere near the 

concentration that was in that test.  That was my 

logic for not reacting to that finding as you guys 

have. 

DR. MARKS:  With that reasoning and 

rationale I think we then could include it as safe 

as your team as suggested, so I withdraw my motion 

to have a safe and insufficient and would go all 

safe, but I would want that to be noted in the 

discussion the reason why we felt the dialkyl 

dodecanol malate is safe from a sensitization 

point, and I like your rationale. 

DR. HILL:  Then at that point I will 

disagree with Dan.  I think you don't need to 

generate that large amount of such -- and there 

are lipases in the skin that potentially can do 

this, in reality we don't know one way or the other.  

A potential mechanism for sensitization can be as 

easy as converting to an aldehyde and linking to 

a sulfide and now we have a heptin.  So I feel like 

this agent is not in use, to me there is no bad 

consequence of making it insufficient.  I wasn't 

relying only on that case study.  It was from a 



previous situation where we saw one of these 

long-chain branched fatty acid side chains 

causing a sensitization reaction with an ester 

and I didn't research yet to find out which one 

that was.  So that's still the way I feel about 

it, and Dan's comments haven't changed my mind. 

DR. BERGFELD:  Thank you. 

DR. BELSITO:  I want Dan to comment on 

the maleic acid issue that we had discussed 

yesterday as well. 

DR. LIEBLER:  There was some confusing 

text was it pertaining to the fumarate?  It was 

under noncosmetic use on Panel Book page 21 and 

it paragraph says DL malic acid are generally 

recognized as safe but at not for us in baby food 

because babies cannot digest D malic acid.  The 

reason behind this restriction was traced 

to -- which expressed the need to impose a severe 

limitation on the content of maleic acid and malic 

acid due to -- toxicity of malic acid.  So the 

problem I think comes up in the summary where it 

refers to maleic acid being nephrotoxic.  

Inadvertently I think that needed to be cleaned 

up because it was confusing the two.  I think we 



explained this yesterday and covered it so I think 

that you've got that Lillian. 

MS. BECKER:  Yes, I do. 

DR. BERGFELD:  The motion has been made 

but not seconded. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Any further discussion?  

We have Ron Hill objecting.  He would like to 

continue to have the insufficient for the one 

ingredient.  Is there no other discussion?  I'll 

call for the vote then.  All those in favor of a 

safe conclusion?  Abstaining?  One against.  Thank 

you.  And I think we've recorded the reasons why.  

Dr. Belsito then will be presenting on the 

polyether lanolins. 

DR. BELSITO:  In March up for re-review 

were PPG-5 lanolin wax and PP-5 lanolin wax 

glyceride.  While we felt there were no new data 

requiring this to be open, we felt that it could 

be reopened to add 37 related ingredients which 

are listed in the book.  And after reviewing all 

of the information on the original two plus the 

related ingredients, we felt we could go with a 

safe as used conclusion. 



DR. BERGFELD:  Is that a motion? 

DR. BELSITO:  That is a motion.. 

DR. BERGFELD:  Second? 

DR. MARKS:  Second. 

DR. BERGFELD:  Is there any further 

discussion regarding the lanolins?  Seeing none, 

I'll call for the vote.  All those in favor please 

indicate by raising your hand.  Unanimous.  Moving 

on to the borosilicates, Dr. Marks? 

DR. MARKS:  This is the first review by 

the panel of this draft report on borosilicate 

classes as used in cosmetics and we felt that 

these cosmetic ingredients could move forward 

with a draft tentative report having a conclusion 

of safe, and I make that a motion. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Is there any further 

discussion regarding this particular ingredient? 

DR. BELSITO:  Yes.  Dan had extensively 

rewritten the chemistry section. 

DR. LIEBLER:  I rewrote it because I 

think as Lillian noted in her initial draft there 

is local order and long-range lack of order for 

these structures, but the way it was presented was 



just a little too theoretical so I just condensed 

it a little bit to make a sharper description. 

MS. BECKER:  Thank you. 

DR. BERGFELD:  Rachel? 

MS. WEINTRAUB:  I sat with the Belsito 

team this time and I wanted to point out that in 

my review I thought there were glaring data gaps 

and I wanted to point that out to the team and they 

explained why they were comfortable with the 

existing report.  But I wanted to note again in 

this context that there do seem to be huge gaps 

in information that we don't have for this 

ingredient. 

DR. BERGFELD:  Thank you.  Does anyone 

want to address that at this time?  We have minutes 

from the team meetings so that can be addressed.  

Ron Hill? 

DR. HILL:  I raised the question whether 

when we got to ocular irrigation that that calcium 

borosilicate data even needed to be in there 

because I doubted that that was in the form if a 

class like these others and I thought maybe it 

raised an unneeded red flag.  That was just maybe 

editorial.  I'm not sure. 



DR. BERGFELD:  I would consider it 

editorial.  Does anyone want to make a comment on 

it?  I'll call for the question then.  All those 

in favor of safe?  Thank you.  Unanimous.  Moving 

on then to the next green ingredient which is 

dimethicone crosspolymers with Dr. Belsito. 

DR. BELSITO:  This is the first time 

we're seeing the dimethicone crosspolymers which 

is a list of 62 crosspolymers as noted in the book.  

I will not read them all.  We're told that there 

is additional data that will be coming as it's 

deciphered as to exactly what the trade names of 

that information relate to, what specific 

chemical.  However, despite that unless that 

information should raise any significant safety 

flags, we felt that based on the information we 

currently have that we could proceed with a safe 

as used conclusion and incorporate that new 

information into the final book that we would see 

whenever that might be. 

DR. BERGFELD:  Is that a motion? 

DR. BELSITO:  That is a motion.. 

DR. BERGFELD:  Is there a second or 

discussion? 



DR. MARKS:  Our team was concerned about 

what was the level of monomers in the finished 

polymer ingredient and were these released or not 

and because of that concern, our team wanted to 

move forward with an insufficient data notice to 

get information concerning these monomers.  Ron 

Hill, do you want to talk any more about that? 

DR. HILL:  My reasoning was that we only 

have monomer information on five of these.  I 

think from where I sat, safety concerns were 

almost entirely driven by residual monomer 

potential. I did develop a list of the monomers 

last evening that I could supply to whoever it was 

who was asking for it, and I felt like honestly 

I wanted information about monomer levels on all 

of them because we had information up to about.2 

percent in one of these cases and since they're 

used in high concentrations in finished products, 

99 percent plus in some cases, but there is 

possibility for toxicities related to the 

identity of some of these potential monomers and 

we could at least get data to alleviate those 

concerns which I think would probably alleviate 

those concerns, but we don't have that data.  Ron, 



does the data you have on negative Ames tests, 

negative mammalian genotoxicity, give you any 

comfort that the unreacted monomers would not be 

of a concern? 

DR. HILL:  We don't have that data for 

every single one of these and I think that's the 

point.  If we had those test data for every single 

one of these polymers, that might in fact make me 

feel better about it, because I don't know when 

you have a polymeric material how you even 

reasonably -- we're dosing bacteria, we're dosing 

cells with polymeric material like this, how do 

we have comfort that that's representative of the 

use conditions in terms of potential for 

releasing and I guess that's -- and maybe some 

documentation to that effect is all that is needed, 

but for me I didn't have that. 

DR. LIEBLER:  We have data for 

impurities for some of the compounds but not all 

of them as Ron points out.  We do have the data, 

particularly a lot of the data, in the wave two 

submission, mutagenicity testing and also 

irritation sensitization testing on these and 

those are all negative.  So even though we don't 



have impurities for every compound, that 

combination of information made me feel 

comfortable in going ahead with this and 

supporting this as safe as used based on the data 

that we do have.  I certainly wouldn't object to 

having more data, but it doesn't rise to the 

threshold for me to say I would support an 

insufficient on this. 

DR. BERGFELD:  Let me call on Paul and 

Curt. 

DR. SNYDER:  I felt the same way.  I 

think that the data that we have under the 

impurities with the limited number that we have 

suggests that there is no contamination of the 

monomer forms and they only talk about the 

catalyst and a few other things, so I agree with 

Dan. 

DR. BERGFELD:  Curt? 

DR. KLAASSEN:  This also doesn't rise 

to the level of concern for me. 

DR. BERGFELD:  Tom?  You already stated? 

DR. SLAGA:  I agree too.  I extrapolated 

from the impurities in some of them to all of them 

and I was comfortable with that. 



DR. SHANK:  I didn't have concern about 

holding up the report for more impurity data. 

DR. HILL:  I would note that there are 

16 unique monomers of potential concern on this 

list including things like vinylcyclohexene 

oxide which I think raises for me if it's there 

at a level of.2 percent and we're using this stuff 

at 95 percent in a cosmetic formulation, to me 

that's high enough to at least think about and 

have some information to base some conclusions on.  

My guess is that for the vast majority of this 

there may be only one vendor in the world 

supplying this particular material and that means 

that they're probably doing pretty solid quality 

control but it would be nice to have some 

information in support of that.  Again because of 

the difficulties I envision using these kinds of 

polymeric materials do to an experiment like a 

mutagenesis assay, I'm not sure we're getting all 

the information we need.  That is my rationale. 

DR. BERGFELD:  Jay, can I have you 

respond? 

DR. ANSELL:  It's a very high molecular 

weight material.  The conducting of mutagenicity 



studies on materials which are insoluble is a 

challenge from an interpretation standpoint.  But 

more precisely, a material which is genotoxic is 

something that's genotoxic in the assay.  If it 

comes out to be negative in the assay, to look at 

it and suggest -- I find it somewhat theoretical. 

DR. HILL:  Sitting in an assay at 25 

degrees versus sitting in a mucus membrane for a 

while with repeated application at 37 degrees 

might be different. 

DR. BERGFELD:  We've recorded all of 

this discussion because it is important that we 

go on record for this and the concerns go on record.  

Is there any other discussion before I call the 

vote? 

DR. MARKS:  I think we need to second 

the motion and I will second the motion. 

DR. BERGFELD:  I'll call the vote then.  

All those in favor of a safe conclusion, please 

indicate by raising your hand.  Abstaining?  

Against?  One.  Thank you.  Moving on to the next 

ingredient which is the ginseng group, Dr. Marks 

reporting. 

DR. MARKS:  In December, the expert 



panel tabled the draft report on the ginseng root 

derived ingredients.  We feel now that we're in 

the position that we can move forward with a draft 

tentative report with a conclusion of safe for 

these root-derived ingredients. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Is there any other 

discussion? 

DR. BELSITO:  First of all, I think 

Lillian did a very good job about handling the 

issues of phytoestrogenic activity.  We felt that 

didn't need to be further expanded.  We also noted 

in the panax quinquefolius root where they have 

those very high levels of pulegone, it's from the 

root essential oil which is not a cosmetic 

ingredient so we felt that that was not an issue.  

Furthermore, we went back to the peppermint 

report which demonstrated that the NOAEL for 

pulegone was 20 milligrams per kilogram per day 

and in the way that these would be used it would 

be below that NOAEL even if there were components 

of the essential oil in the quinquefolius and we 

thought that that should go in the discussion. 

DR. MARKS:  Don, did your team feel when 



you look on Panel Book page 31 under the 

conclusion the last sentence there is the 

concentration of pulegone in these ingredients 

should not exceed 1 percent, we thought that that 

could be moved up into the discussion and did not 

have to be in the conclusion and obviously when 

we now have multiple botanicals that might have 

pulegone in them, it's the addition of all of 

those and not just the single ingredient. 

DR. BELSITO:  Right.  As we discussed, 

the issue is when you say that pulegone should not 

be at 1 percent in this product, a different 

botanical may be used in a much higher or lower 

concentration resulting in a very different 

concentration of pulegone or thujone or quercitin 

or whatever we're concerned about in that, so we 

would agree with striking that from the 

conclusion and putting it into the discussion. 

DR. BERGFELD:  It's been moved and 

seconded that we move forward with a safe 

conclusion for the ginseng group.  Is there any 

other discussion?  Seeing none, I'll call for the 

vote.  All those in favor please indicate by 

raising your hand.  Thank you.  Unanimous.  Then 



moving on to the alpha amino acids, Dr. Belsito? 

DR. BELSITO:  I lost my little cheat 

sheet of the history of this, but it's coming back 

to us with some clarifications on D&L and we 

looked at the data, thought it was very well 

written with a safe as used conclusion was what 

our panel agreed to. 

DR. BERGFELD:  That was a motion? 

DR. BELSITO:  That's a motion. 

DR. MARKS:  We felt also that since the 

March meeting and the addition of some 

insufficient data needs were accomplished.  

However, in our discussions we felt the issue of 

the safe conclusion in this tentative safety 

assessment should be limited to and the title 

changed to alpha L amino acids and not include 

D&Ls. 

DR. BERGFELD:  Is there any discussion 

from anyone regarding that suggestion? 

DR. KLAASSEN:  I have no problem with 

that. 

DR. BELSITO:  It's in the discussion, 

but I would agree that that would make it clearer 

that that's what we're talking about here so I 



don't have an issue with that. 

DR. HILL:  The issue that's raised so 

you're clear on that is that it seems probable 

that in some cases cosmetics are being formulated 

with DL, in other words -- amino acids, as opposed 

to strictly L and we weren't sure we were covered 

for the toxicology of those because those I don't 

think are all included in grass ingredients and 

so we wanted to limit it and expect that we'll get 

some additional data in support. 

DR. BERGFELD:  Halyna? 

DR. BRESLAWEC:  The dictionary does not 

distinguish between D and DL, and DL is a food an 

approved food additive. 

DR. HILL:  Are all the DLs included in 

the grass category?  That's the question.  I don't 

think so, but maybe we can find that out. 

DR. BRESLAWEC:  We could find that out, 

but more significantly is the dictionary does not 

distinguish between the two. 

DR. HILL:  It's not a particular concern 

for glutamic acid because we can convert 

biologically, but there is a note under the 

impurities section that D glutamic acid has more 



than.3 percent methanol.  Methanol is of no 

concern, but that immediately tells us that maybe 

somebody is formulating with D glutamic acid so 

that raises some types of issues and that was what 

we wanted resolved and we didn't have information 

to resolve. 

DR. MARKS:  Halyna, are you saying that 

we can't come to a conclusion with a title that's 

not in the dictionary?  Is that your point?  We 

could put it in the discussion very clearly that 

we're talking about the alpha L amino acids and 

your suggestion is not to have L in the title. 

DR. BRESLAWEC:  That's correct.  Our 

suggestion is to have alpha amino acids in the 

title. 

DR. BERGFELD:  You're not allowing the 

L, that alpha amino acids would be the title.  Is 

that correct? 

DR. BRESLAWEC:  That is correct. 

DR. MARKS:  If that's the case, I don't 

think our team would have a problem with that as 

long as in the introduction in the discussion we 

make it clear that the safety assessment is aimed 

at affirming the safety of the alpha L amino 



acids. 

DR. ANSELL:  It was our suggestion that 

since the L is a grass material and that the L is 

food grade that what the real concern is is the 

D uniquely and that perhaps if we wanted to add 

something, it would be to the discussion 

concerning the food uses of the isomerically pure 

D form. 

DR. HILL:  If there is no concern with 

DL, then there is no concern D.  At least I can't 

envision any.  And that's the thing.  So the 

question was do we really have safety discussion 

supporting DL in all cases where that would come 

to play?  This whole thing is structured on an 

honors system so it's again I always think about 

somebody sitting in a small and less 

knowledgeable organization formulating that may 

not know. 

DR. ANSELL:  The idea of somehow 

selecting a isomerically pure material is 

unlikely.  And indeed I agree that based on the 

DL mixtures, I would argue that the D is probably 

safe as well for topical applications.  Is 

stereochemistry at all relevant to cosmetic 



applications or is to unique to certain food 

applications? 

DR. HILL:  The only concern that was 

raised in my mind was that if there is a D amino 

acid in there and because things do happen to 

molecules sitting in formulations if it somehow 

generated an unnatural peptide, it's not that 

hypothetical, that we could suddenly have a 

sensitivity issue that wouldn't arise, but I 

don't know that.  We don't have any information 

or data either way. 

DR. LIEBLER:  So this would be 

skin-phased peptide synthesis? 

DR. HILL:  Not skin-phased.  In 

formulation.  Because we're not approving 

products, we don't collect stability information 

in general unless we think there's an issue where 

we could ask for it. 

DR. LIEBLER:  I think that this probably 

would be best handled in the discussion and this 

could simply be clarified.  We certainly have to 

review the ingredients that are listed in the 

dictionary so we use that as our guide and we can 

deal with this a little bit in the discussion.  In 



fact, I might add parenthetically that I was 

confused by the description of the 

stereochemistry between Figures 1 and 2 and I 

rewrote it a little bit because the description 

confused R and S and D and L, those are two 

different nomenclature systems that are kind of 

confusing to even first year organic students. 

DR. HILL:  I thought I'd fixed all that 

with the last draft but it somehow didn't fully 

translate into this one so that may be my fault 

in poor formatting of my edits.  I don't know.  But 

definitely I commented massively last time on 

that subject. 

DR. MARKS:  I'll second Dr. Belsito's 

motion. 

DR. BERGFELD:  To clarify then we have 

a first and second to move ahead as safe, but tell 

me where we stand with the naming. 

DR. BELSITO:  The conclusion as is. 

DR. BERGFELD:  The conclusion as is. 

DR. ANDERSEN:  Alpha amino acids.. 

DR. BERGFELD:  And lead ingredient on 

the document will be alpha amino acids? 

DR. MARKS:  Correct. 



DR. BERGFELD:  And the discussion will 

take up many of the points that were discussed 

here.  I'll for the question then if there are no 

further discussion points.  All those in favor, 

please indicate by raising your hand.  Approved 

unanimously.  Then moving on to the next green 

item which is nylon by Dr. Marks. 

DR. MARKS:  This is the first time we've 

seen this report, this draft report on nylon, and 

our team after reviewing this report felt that we 

wanted an insufficient data notice, that the 

discussion that we wanted was irritation and 

sensitization particularly focused on monomers 

in nylon and then genotoxicity data particularly 

in the dodecanolactam.  So I'd move for an 

insufficient data notice. 

DR. BERGFELD:  Dr. Belsito? 

DR. BELSITO:  We also thought it was 

insufficient so at least we're on the same page.  

We had several different data needs.  I guess the 

first comment we would want to make is that in the 

text it refers to monomers and we felt that they 

were not monomers, they were precursors of the 

nylon polymer so that that terminology should be 



changed.  We were a little bit chagrined that 

nylon 12 is the lead here with the most uses and 

there is absolutely no data on irrigation or 

sensitization or much data at all to support nylon 

12 and thought that if there are that many uses 

out there, there should be a lot of data that we 

haven't captured and so we are asking for as much 

data as they can provide us on nylon 12.  We didn't 

ask for a 28-day dermal absorption.  We said it's 

like putting string on the skin.  So pretty much 

just asked for dermal irritation and 

sensitization with nylon 12 because that's what's 

used. 

DR. MARKS:  I'll ask Tom to comment 

about the geno- tox if you would. 

DR. SLAGA:  There is no genotoxicity 

listed here.  However, the caprolactam was tested 

for carcinogenic activity and knowing NTP they 

always test genotoxicity, it's just not here for 

some reason.  Based on that, we felt that 

caprolactam was fine.  However, we have no data 

at all on the dodecanolactam and we felt at least 

to have genotoxicity with that. 

DR. HILL:  We thought that probably the 



data was out there for these precursors, monomers, 

if you will, and that just it wasn't captured.  

That's what we think.  We're not sure.  And it may 

be actually the same concern because the 

discussion we had was that these nylons are 

polymers, that they're not going to be absorbable, 

that shouldn't even penetrate upper layers of 

skin, even mucus membranes and nasal pharyngeals 

shouldn't be a problem, so everything is driven 

by those precursors at whatever low levels. 

DR. MARKS:  And also captured there was 

some concern about whether or not on Panel Book 

page 10 the oral nonhuman nylon 12 data and the 

intraperitoneal nonhuman, that those seem to be 

not correct, the 0.25 milligrams per kilo and the 

0.32, so we're going to get that cleaned up.  Then 

on page 13 in the summary we felt that the sentence 

toward the middle there where it talks about the 

monomer of nylon 6 causing convulsions at a 

starting dose of 500 milligrams per kilo could be 

deleted, that that wasn't really relevant to the 

use in a cosmetic. 

MS. BURNETT:  I wanted to note that Ivan 

and Bart look a closer look at the data on the 



studies on nylon 12 and it appears that since the 

document was old and it was typed that they 

transposed, and that in the document grams had 

been abbreviated gm and it looks like they just 

flipped it so it's -- we don't have positive proof, 

but that's what it looks like. 

DR. SHANK:  That makes sense.  Shouldn't 

we ask for sensitization data on all of the nylons 

in the report and not just 12?  Why just ask for 

nylon 12 sensitization data?  Why not ask for 

sensitization on all of them? 

DR. BELSITO:  We certainly could.  I 

think that what you're going to find is that 

they're not sensitizing unless they contain a 

significant amount of monomer and you'll know 

that from the impurity.  I was asking for it on 

nylon 12 only because it has 1,185 uses reported 

as opposed to the others where the maximum is 76 

for nylon 6 and the others are all less than 10 

reported uses.  Again I don't think that unless 

there are significant levels of impurities from 

the starting molecules that this is going to be 

an issue.  It's just that If find it hard to 

believe that there are that many uses.  If you got 



rid of all of the data except the data for nylon 

12, you would have one paragraph.  It's pretty 

anemic. 

DR. LIEBLER:  I had a comment about the 

nylon 12 impurities.  At the bottom of Panel Book 

page 8 refers to nylon 12 powder as a residual 

monomer at 100 ppm or less.  That's good.  But on 

the next page there is a reference to nylon-6, 12 

is reported to have at least 85 percent 

caprolactam and not more than 15 percent 

dodecanolactam, and I'm not sure if that's the 

composition or is that supposed to be impurities?  

We probably need to get a little more information 

representative of the nylon 12 ingredients that 

are used in cosmetic products.  I think that we 

might not have mined that satisfactorily. 

DR. BERGFELD:  Jim, we're going to vote 

on the insufficient and I wonder if you can give 

us a list since we're going to vote on what the 

group is proposing for their needs. 

DR. MARKS:  It was irritation and 

sensitization.  Our team felt we should focus on 

the monomers or precursors or whatever 

terminology you would want and we agree that 



certainly nylon 12 with over a thousand uses 

should be one of those.  What else we can find from 

the other monomers would be helpful.  And then the 

geno-tox data as Tom mentioned with the 

dodecanolactam would be needed. 

DR. BERGFELD:  Is that everyone's 

understanding of what the needs are with no 

additions?  Is there any other comment? 

DR., ANSELL:  In terms of the 

sensitization, I'm curious as to what we would 

intend to find from nylon.  Would it be okay to 

have some type of topical data on a formulated 

product which might contain nylon?  I'm not sure 

people would do sensitization on nylon in and of 

itself. 

DR. BELSITO:  That's often times where 

we get our data, from an HRIPT study on a product 

containing nylon 12 at close to or at the highest 

concentration they're reported using it. 

DR. BERGFELD:  Is there anything else? 

DR. HILL:  My thinking was that if we 

had the data on for example dodecanolactam and all 

of the potential precursors and they were all 

negative for sensitization, then I wasn't sure 



that there was real need to do the products with 

nylon in them, but that was just my line of 

thinking.  And I thought probably that data is out 

there because these polymers have mostly been in 

existence for a long time, the precursors are 

likely to be high production volume or at least 

regulated chemicals where people already know 

about the sensitization and if that data existed 

out there then we wouldn't be putting 

sensitization studies on industry that weren't 

needed.  That was the way I was thinking about 

this. 

DR. BERGFELD:  Halyna? 

DR. BRESLAWEC:  I haven't analyzed the 

search strategy.  Christina, did you search on the 

precursors? 

MS. BURNETT:  No, because I wasn't sure 

where this was going and I didn't want to spend 

a lot of time spinning wheels that might not have 

been productive.  The search was specific to nylon 

and then when we wrote the data needs and saw the 

possibility for impurities, that's when we asked 

for data on the monomers and will now go back and 

do a full search for the precursors. 



DR. BRESLAWEC:  I might suggest that 

that could be a source for additional information 

that could deal with the panel's concerns. 

DR. HILL:  I was thinking that if it's 

negative up to a fairly high concentration for 

these precursors that I don't see the reason that 

we would want to have to test the monomers, the 

nylons in formulation, but I'll defer to Don's 

thinking. 

DR. BERGFELD:  It appears that there are 

a couple of things that have to happen.  One in 

the CIR office with the search and one with the 

PCPC and their request of industry.  Is that 

correct?  Let's call for the vote then.  All those 

in favor of an insufficient announcement on this 

particular ingredient please indicate by raising 

your hand.  Unanimous.  I think that we've 

recorded in the minutes all of the needs and also 

what could supplant some of the needs if 

information is available.  Moving on to the last 

green ingredient is the fatty acid fatty acid 

amidopropyl dimethylamines and Dr.  Belsito. 

DR. BELSITO:  This is the first time 

we're looking at these 24 amidoamines, and as you 



may remember from the betaine report, amidoamines 

created a huge headache in terms of sensitizing 

capacity, so I think that this will be an 

interesting group to deal with.  At this point, 

we thought the data was insufficient.  We're like 

some information on cutaneous absorption and if 

absorbed, reproductive data.  And we would like 

some sensitization and irritation on the shortest 

chain, amido propyl dimethylamine.  We do note 

that DMAPA which was the other impurity issue in 

the betaines is a starting ingredient for this, 

but we have the data from DMAPA that can be taken 

from the cocamidopropyl betaine report where we 

said it should be at a max of 0.002 percent and 

we can adjust the math depending on concentration 

of use of these ingredients versus the betaines 

we had previously used.  We have insufficient 

absorption, if absorbed repro, sensitization and 

irritation on the shortest chain. 

DR. BERGFELD:  And that's in humans? 

DR. BELSITO:  It's wherever they want 

to get it or wherever it's available right now.  

We're not specifying the species. 

DR. BERGFELD:  Is that a motion? 



DR. BELSITO:  That is a motion.. 

DR. BERGFELD:  Is there a second or 

discussion? 

DR. MARKS:  Ron Shank, do you want to 

comment about the absorption and then if absorbed 

the repro?  We didn't flag that.  We also had the 

same concerns about sensitization that your team 

had, and we decided to the betaine CAPB paper as 

a way to deal with it.  We had come to the 

conclusion that we could move forward with a safe 

as long as formulated to be nonsensitizing as a 

way of handling this.  Ron, hearing the discussion 

about the absorption and the reproductive tox, 

that alone would be a reasons for an insufficient 

data if you have concerns about the repro. 

DR. SHANK:  I didn't. 

DR. MARKS:  In our discussion we would 

reiterate the CAPB discussion on the amidoamine.  

Of these amidoamines, the one that I was most 

concerned about was the oleamidopropyl 

dimethylamine because we didn't have RIPT to 

substantiate its safety whereas I think we have 

in the others enough guinea pig or human data at 

the use concentration to substantiate their 



safety. 

DR. BERGFELD:  Ron Shank, did you want 

to comment? 

DR. SHANK:  We relied quite a bit on the 

cocamidopropyl betaine report that preceded this 

for the animal studies and we were going to 

require or ask for sensitization data and then 

decided to conclude safe as used so long as it's 

not sensitizing. 

DR. LIEBLER:  The CAPB report provided 

a context that you just referred and that was the 

starting point for our thinking as well, but the 

cocamido fatty acid amidopropyl, this is what we 

are calling an amidoamine back during those 

discussions, is actually a collection of chain 

links because these are from cocoa or cocoa amido 

and we were concerned that we didn't have enough 

information about the shortest chain length 

compound which would be an ingredient here, I 

believe C-12, and that that had a high likelihood 

of being absorbed to some extent but the extent 

of absorption was unknown and if that's the case 

for a compound like this then we need to think 

about repro, so that that as our line of thinking 



starting from the same place you guys started from 

I think, but thinking about the chain lengths and 

the fact that what we called the amidoamine in our 

previous discussion didn't necessarily capture 

the chemical space that we wanted to consider in 

this report. 

DR. BELSITO:  And also what we called 

the amidoamine in our prior discussion was a 

contaminant of cocamidopropyl betaine, it was not 

the ingredient. 

DR. LIEBLER:  Yes, and so very low 

levels on skin was my comfort level at that point 

because I raised a lot of questions about those 

components. 

DR. MARKS:  We certainly would want to 

err on the side of safety so that we would support 

the insufficient data notice for the absorption, 

and then we'll work out the sensitivity as things 

go on.  As I noted, it's just the one that, Don, 

as you know we've included now in our patch 

testing for the oleamidopropyl dimethylamines.  

So that was the red flag for me and I was going 

to go for an RIPT on that to confirm that it's safe 

at the use concentration of 4 percent.  The 



reports of allergic contact dermatitis to this 

ingredient are at 0.3 percent.  I think that was 

from the Netherlands.  But the way we decided to 

handle that as I said for future reference is 

formulated to be nonsensitizing and now it's up 

to the formulator and manufacturer to use this 

ingredient in a final product which is 

nonsensitizing. 

DR. BERGFELD:  Essentially you're 

seconding Don's motion. 

DR. MARKS:  That's correct. 

DR. BERGFELD:  Don, would you repeat 

your needs on the insufficient? 

DR. BELSITO:  Skin absorption and if 

absorbed, repro and developmental toxicity. 

DR. BERGFELD:  Is that on the whole 

group or specific to the short chain? 

DR. BELSITO:  To the shortest chain is 

fine.  As to sensitization and irritation either 

to the shortest chain or to the oleamidopropyl 

dimethylamine in addition to the repots if you 

look at Reference 27, amine and Belsito, 

oleamidopropyl dimethylamine was the number one 

cause of eyelid dermatitis outside of the nail 



polish in that study so that it does cause issues.  

If you want to do oleamidopropyl dimethylamine or 

the shortest length, I'd be comfortable with 

either. 

DR. MARKS:  Which is the shortest chain 

link ingredient here so that we're talking about 

the same thing?  I'm looking on Table 3, Wave 2, 

and that's page 79.  Which one of these that are 

used, Dan? 

DR. LIEBLER:  Lauramido. 

DR. MARKS:  Of course it only has two 

uses.  We don't have sensitization data on that.  

As I mentioned, the others like behenamidopropyl 

we have data supporting that safety from 

sensitivity, and we have data supporting 

stearamidopropyl dimethylamine for 

sensitization. 

DR. BERGFELD:  Are you changing any of 

the needs or you're just listing some of the 

shorter chains? 

DR. MARKS:  Yes, I think I wanted to get 

clear in terms of sensitization where we're going 

because the shorter chain one is probably not that 

one for me, it's the oleamidopropyl 



dimethylamine. 

DR. BELSITO:  I'd be comfortable with 

either.  I would like to see a little more 

sensitization and irritation data. 

DR. HILL:  But for the absorption we 

were talking about the shortest one.  Right? 

DR. MARKS:  That would be best.  That 

would be the lauramidopropyl. 

DR. BERGFELD:  Jay or Halyna, do you 

care to comment? 

DR. BRESLAWEC:  Just to point out that 

for the ingredients for which there are very, very 

few uses, we're not likely to get that data. 

DR. BELSITO:  Just do the best you can. 

DR. LIEBLER:  The possibility is for the 

ones that are from a mixture of fatty acid oils 

from a natural product like the sesamido.  If we 

had one with high use, I haven't looked lately to 

see, that has a predominance of short-chain 

substituents, that might also be good if you can't 

get data on C-12. 

DR. BERGFELD:  I can't remember if we 

voted, but we're going to vote again in case.  All 

those then in favor of insufficient.  Thank you.  



Unanimous.  We're moving on to the new data 

reports, the first one being Dr. Marks and 

achillea millefolium. 

DR. MARKS:  In lay terminology, this is 

yarrow.  Our team moves to reopen this safety 

assessment.  In the past it was found that the data 

was insufficient, and in our memo we have listed 

those data needs and a lot of data has come in.  

Then we would go ahead and add as on page 40 of 

the panel book the four new yarrow ingredients, 

the flower extract, et cetera.  So move to reopen 

and add those new ingredients. 

DR. BERGFELD:  Is there a second? 

DR. BELSITO:  Second. 

DR. BERGFELD:  Is there any further 

discussion other than the reopening?  Seeing none, 

I'll call for the vote.  All those in favor to 

reopen yarrow.  Thank you.  Unanimous.  Then 

moving on to the last ingredient under new data 

which is Dr.  Belsito, hypericum perforatum. 

DR. BELSITO:  Hypericum perforatum 

extract in oil.  In 1998 we wanted to know 

concentration of use, its function, 

photosensitization, toxicity in the visible 



spectrum, gross pathology and histopathology, 

dermal repro, developmental tox, skin irritation 

and ocular irritation.  We pretty much got all of 

that data.  There are some issues with some 

malreproductive effects, there are issues with 

hyperricin and absorption in visible wavelengths, 

so that will have to be addressed, but we felt that 

overall we should proceed with reopening this 

document and seeing the whole magilla.  So that's 

a motion. 

DR. MARKS:  We second that motion and 

also would endorse with this opportunity of 

reopening this report to add the other St. John's 

Wort ingredients as listed on page 129. 

DR. BELSITO:  Agree. 

DR. BERGFELD:  Are there any other 

suggestions or inclusions?  Seeing none, I'll 

call for the vote.  All those in favor of reopening 

St. John's Wort?  Thank you.  Unanimous.  Now we're 

finished with the 18 different ingredients and we 

have one other item on our agenda and that is the 

2013 priorities which Alan Andersen is going to 

discuss. 

DR. ANDERSEN:  I think the CIR website 



has captured this list.  We've offered it to the 

panel for comment.  I want to emphasize to 

everyone that this is simply the first 

approximation.  Each of these lead ingredients 

arguably has a family of cosmetic ingredients 

that will be defined and created as we move 

forward.  It was important to get this list of lead 

ingredients out there on the record so that 

everybody knew the general direction that we were 

heading.  The list also includes a future draft 

choice which is an unnamed hair dye ingredient.  

The panel has I thought substantially bought into 

the council's suggestion that on a yearly basis 

we continue to eat away at the hair dye 

ingredients, and since robust data packages exist 

as a result of activity in Europe that these will 

not be as onerous a task as they might have been 

in the past.  So we would look forward to hearing 

from the council what a good nominee would be for 

the 2013 list.  Let me ask Bart for any additional 

comments in terms of timing procedures. 

MR. HELDRETH:  No serious additions, 

just I wanted to note that we do acknowledge 

proposed some groups and those were the same 



groups that we were thinking of as well.  But we 

are happy to accept anybody from the public, not 

just the council and the liaisons, but anybody 

from the public or groups that might be good 

families for these ingredients. 

DR. BERGFELD:  I wonder, Bart, if you 

would redescribe how the party list is formulated 

at this time.  Having been on the panel for many 

years, we got rid of all of the hazardous 

ingredients, we've addressed the environmental 

group, we've addressed the congressional group of 

ingredients, now how are we formulating this list?  

What are we utilizing?  It is just use volume? 

MR. HELDRETH:  At this time our first 

step is to look at use volume for those 

ingredients we have not yet reviewed.  But at the 

same time we will certainly take proposals, for 

example, this year we took on chlorphenesin at 

FDA's request and we're certainly open to taking 

on those requests for 2013 as well. 

DR. BERGFELD:  Thank you very much.  We 

look to the FDA if you have any other suggested 

ingredients that we should review this year, we 

would be certainly open to do that. 



MR. MILSTEIN:  None at this time, but 

we'll take your invitation under advisement and 

certainly be communicating further with you on 

this. 

DR. BERGFELD:  Thank you.  I want to 

thank the panel and all of the support groups here 

at the CIR for a wonderful meeting and an 

unbelievable workload that was facilitated very 

nicely for us.  We got through all 18 ingredients 

and I don't think any of us felt in any way that 

we shortchanged any of them.  Thank you very much, 

and we look forward to seeing you on September 10 

and 11. 

DR. BELSITO:  I would like to take the 

opportunity, and it's been said many times before, 

to first of all thank industry for the great 

amount of data.  I don't think we've ever been at 

a meeting where we had so many green and pink books 

go safe as used and I think that is due to the fact 

that industry is ponying up with the data that we 

need.  And I'd like to thank the panel because I 

don't think without the wonderful job of writing 

that's being done, the tables and the 

descriptions of the wave that I certainly could 



have gotten through these documents for this 

meeting.  So I thank all of the people who are 

supporting me are doing a superb job and I would 

like to thank them all. 

DR. BERGFELD:  Thank you very much.  

Alan, do you have any parting words? 

DR. ANDERSEN:  Safe travels. 

(Whereupon, at 10:05 a.m. the 

PROCEEDINGS were adjourned.)  

*  *  *  *  * 
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