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P R O C E E D I N G S  

(8:30 a.m.) 

DR. BERGFELD:  We're going to begin our 

126th CIR Team Meeting.  Welcome everyone.  At 

this time we're exceedingly challenged and I will 

tell you why in a few minutes.  We have 15 

ingredients, we have three re-reviews to review, 

some conclusions and a couple of new data 

ingredients, so we'll be moving to our team 

meetings in a few minutes.  The challenge that 

we've had is that we've been given a jump stick 

instead of paper so that we're going paperless and 

some of us have been more challenged than others.  

I've been the most challenged I think.  I 

understand that Jim Marks was also challenged.  

We're hopeful over time that the teams will feed 

into the CIR staff what we need to see in those 

transmitted documents. 

I'd like to make some suggestions 

first.  The format for the documents is still 

varying as are the categories or headings and I 

wonder if we could take a look at that.  The other 

thing that seemed important to me was that the 

lead parts of the ingredient, namely the flow and 



the minutes discussions were not in some of the 

ingredients which is very important for us to come 

up to speed again.  We also lack the Buff Book 

which was the meeting book that contained all the 

minutes and the agenda which I find most helpful 

to start my process.  I'm hopeful that all of you 

will make comments during the review today of the 

teams and then we will keep enhancing this 

process.  Alan, do you have some discussion? 

DR. ANDERSEN:  I think there are 

several things to talk about.  First, in each of 

the breakout sessions we're going to have one of 

the CIR staff on the computer able to go to 

whatever page you folks would like to talk about 

and project it on the screen so that everybody 

will know the same information, not that you won't 

be able to find it on your respective computers, 

but just in case there's a question about what are 

we looking at and we could be able to project the 

information.  We positioned, isolated may be a 

better word, the team leader for the Marks team, 

you can see that Jim is off on an island down 

there, in order to have for each report that comes 

up the CIR technical writing staff will be there 



next to Jim and the staff working on finding the 

documents will be next to the writer.  We're 

trying to organize it so that we can keep track 

of what we're doing in this paperless 

environment.  Knock on wood that it actually 

works.  Kevin Fries and Julia Linthicum are going 

to be manning the computer in trying to find 

stuff.  They are not the technical arm of CIR, 

they're the information people and they can find 

it just fine, but if you want to talk technical 

details, that's not where they're at so I need to 

manage that expectation that the technical 

writing staff are the ones that are up to speed 

with the content of all of the information. 

Another thing is we did get the VCRP 

with updated data 2013 from FDA.  We did not make 

a big deal out of sending that to you.  What we 

did was we took a look at it and where there wasn't 

much difference we figured we'd just go ahead and 

update any report before it goes to the next 

stage.  Where there was something unusual, a big 

jump in the number of uses or a new use category, 

we did tell you about that in Wave 2 so that you 

got some information but you didn't get a data 



dump on all of these ingredients and all of the 

new VCRP data.  Each of the staff have those data 

if you really want to chat about them, but we 

focused on is there anything new here, and if 

there wasn't we didn't worry about it.  If that 

turns out to have been a snafu, throw eggs at me.  

I think the staff probably more wanted to send you 

the information.  I was remembering previously 

that Wave 2 is too big feedback and decided to keep 

a lid on it.  There are two areas of new 

information that originally were not planned this 

meeting but the timeliness looks appropriate to 

at least ask the question:  

Methylisothiazolinone.  I started this 20 years 

ago and I never in earth thought I'd be able to 

say that word repeatedly without getting it mixed 

up and I mean the spelling.  We have some new data 

indicating that perhaps the number of people who 

are reacting to MIT, the other MIT, and we need 

to talk about that at this meeting.  The other 

thing that I got from Don Belsito just this past 

Saturday and forwarded to you a lot of 

information.  The latest is from Dennis 

Sassaville that out of 590 individuals tested, 26 



were likely positive to MIT, 8 clearly positive 

and if you lump those together you're up at about 

6.8 percent so that that's another sector heard 

from in terms of what is being seen out there in 

the real world as far as reactions to MIT. 

DR. BELSITO:  If I can add that Denny's 

data would suggest the sensitizer was 

methylisothiazolinone and not 

methylchloroisothiazolinone.  It was eight 

clearly because they were MI positive and MCIMI 

negative and the other 24 or so were much stronger 

to MI than they were to MCIMI which would suggest 

that MI was the sensitizer, but they reacted to 

both unpatched testing. 

DR. ANDERSEN:  The other thing I want 

to talk about is hydroquinone and  

parahydroxyanisole.  I had not much of a sense 

before we received information from David 

Steinberg raising a question.  I now have a much 

better sense.  If you think of these two 

compounds as hydroxyphenol and methoxyphenol, 

they're a lot more closely related than the names 

would indicate.  The question has been asked 

about whether there is enough information to 



change our conclusion regarding use in cured nail 

polishes.  That seems to be a new big thing out 

there.  From my own experience, one of the things 

I'm going to want to focus on as you look at that 

is the UB part of it since involves a curing step.  

It's going to be an interesting process.  For 

both of those, for methylisothiazolinone and 

hydroquinone and parahydroxyanisole, the 

question isn't what's the new answer.  The 

question is is there enough information to take 

the step to begin to reopen it to look at all of 

the new information.  Do you choose to start the 

process, and it's not what's the new answer for 

any of these ingredients. 

Then we have scheduling issues.  Curt 

Klaassen will be leaving in less than an hour or 

so to go out to NIH and give a presentation that 

got scheduled for this morning and wasn't quite 

expected for this morning.  Don Belsito at some 

point today is going to head for the airport, get 

on an airplane and go to Europe to make a 

presentation on quantitative risk assessment 

vis-à-vis fragrance evaluation.  These are 

one-time things.  We can't duck it.  It is a good 



thing that panel members continue to be leaned on 

by others for their expertise, so I guess if you 

want good people you have to expect that this kind 

of thing is going to happen periodically.  Don 

will be here much of today and if as he usually 

does move  things along smartly, you'll probably 

have him for most of your discussions.  Tomorrow 

you guys can fight it out as far as who's going 

to handle it or Don can make a pronouncement, but 

somebody other than Don is going to be presenting 

for the Belsito team tomorrow. 

Botanicals.  We have on the agenda 

hypericum perforatum.  One of the growing issues 

that we saw when we did whatever it we did at the 

last meeting, achillea millefolium, was that the 

question of a particular component of concern, 

but achillea wasn't the only botanical that could 

have that in it, in that case it was also 

peppermint.  Now the question is, if a particular 

component is of concern and multiple botanicals 

are possibly used in a formulation, how then are 

we going to handle alerting the formulator that 

paying attention to just the ingredient they're 

adding may not enough?  It's going to be an 



ongoing issue.  It's a question that Don 

addressed in his presentation to the Academy of 

Dermatology at the most recent meeting and I think 

it's a question that's on our plate for the 

foreseeable future.  I don't have any particular 

answers, but it's a question that is worthy of 

ongoing discussion and figuring out how we're 

going to handle it.  That's the other wrinkle 

that I wanted to alert everybody to and we'll how 

that plays out in the discussion of hypericum.  I 

think we can break to the two break rooms.  Don 

Belsito's team is moving and Jim Marks is staying 

put. 

(Recess) 

DR. MARKS:  Let's start with the first 

ingredient I have which is methyl glucose 

polyethers and esters.  I'm going to be working 

off of the document on the computer and also my 

paper next to me.  In December the panel issued 

a tentative safety assessment with a conclusion 

safe in the present practice of use and 

concentration.  We're at the stage now to issue 

a final report with a safe as used.  I'll open it 

up to my team members.  First, are there any 



comments?  I didn't see anything.  We got a Wave 

2 for the new uses of spray gel but that didn't 

raise any issues for me.  Tom and Ron? 

DR. SHANK:  The only comment I had was 

in the beginning so that if it's the Word document 

it's page 3, if it's PDF it's page 21, I think we 

should mention up front that the esters are 

monoesters unless otherwise specified and that 

should also go into the discussion.  This is for 

methyl glucose.  Right?  We had that discussion 

last time that these are mostly monoesters unless 

it says otherwise.  There are some diesters as 

well. 

DR. MARKS:  The importance of that to 

make the notation in the beginning is to clarify 

the chemistry? 

DR. SHANK:  To clarify what the 

ingredients are chemically. 

DR. MARKS:  So that we're not worried 

from a safety point of view? 

DR. SHANK:  That's correct.  Are there 

any other comments? 

DR. HILL:  I said about all that I 

needed to say last meeting, but if I find myself 



in this case in the unusual situation where I have 

no real concerns about the safety of any of these, 

but I cannot agree with the language that says 

molecular weights are too high in LMPs and there 

won't be absorption.  I think we need to be very 

consistent about distinguishing between dermal 

penetration versus systemic availability because 

that doesn't necessary track.  As I said I think 

I said everything I needed to say about this at 

the last meeting, but I can't vote for a 

discussion that says the molecular weights are 

too high and the LMPs are too high.  That's true 

of any of the PPG and PEG polyethers, it's true 

of some of the higher molecular weight esters, but 

the lower molecular weight esters, if you've got 

a LMP of 7 and a molecular weight of 800, that's 

eminently absorbable and you can't convince me 

otherwise.  I teach drugs that are delivered by 

transdermal delivery passive diffusion and I know 

what those characteristics are and, yes, 

molecular weight 400 plus or minus 50 is more 

optimal than 700 or 800, but 700 or 800 doesn't 

preclude absorbability at all.  If you get above 

1,200, sure.  And the transdermal drugs that are 



delivered by passive diffusion, those tend to be 

log P of 5 plus or minus 2 is a log P of 7, you 

see transdermal drugs delivered by passive 

diffusion of a log P of 7.  They're out there on 

the market. 

DR. MARKS:  Go ahead, Tom. 

DR. SLAGA:  In the discussion I know we 

had gone over it several times, in the 

next-to-the-last paragraph about inhalation, the 

one statement that says in principle, inhaled 

droplets or particles deposited in the 

nasopharyngeal or thoracic region of the 

respiratory tract may cause toxi and that's 

depending on your chemical or other properties.  

However, it almost gives a feeling like that's not 

an important area.  There can be a lot of 

toxicology there.  I know we discussed a template 

here, but if there could be a little difference 

in wording it would be helpful to me. 

DR. BERGFELD:  What do you suggest? 

DR. HILL:  We've had examples of 

reports recently where this was done really well 

because the follow-up statement needs to be, yes, 

deposition could occur there, but based on the 



nature of the molecules, what we know about their 

toxicology and based on lack of structural hits 

that would argue for nasopharyngeal toxicology 

that we have no concern or something along those 

lines.  We've had several reports that we did 

exactly that with some relatively beautiful 

language.  The boilerplate was never intended to 

be adopted word for word I think.  It was intended 

to be adapted from that to individual 

circumstances if I'm not mistaken.. 

DR. SLAGA:  This is in a number of 

reports, so I think it's important to either now 

or later to have someone to sit down with us to 

try to come up with the right wording, that it 

doesn't imply what there's no concern with that 

area. 

DR. HILL:  The alkyl esters report is 

one I can think of off the top of my head which 

we're looking at this time that I thought the 

wording is quite good. 

DR. MARKS:  Tom, do you want to present 

how you might want to word it and then we can 

react? 

DR. SLAGA:  Ron, do you have any 



problems with that or do you want different 

wording? 

DR. MARKS:  I know we discussed this at 

length and it was Ron I think who pointed out that 

it could be the upper respiratory tract where the 

toxicity could occur, so we can't ignore that.  I 

thought the sentence addressed that.  But you 

could like it clarified even better? 

DR. SLAGA:  I would take it out.  We're 

stating due to particle size and all of that, but 

it's probably not a problem. 

DR. ANSELL:  The intent of boilerplate 

was to address situations where inhalation and 

toxicology was a possibility but in which there 

was no inhalation data.  This is suggesting there 

are systemic concerns and our feeling is that 

based on the weight of evidence that there really 

isn't a systemic issue with these materials.  I 

think this particular boilerplate sentence is not 

relevant in this particular report. 

DR. SLAGA:  I have no concern with this 

ingredient.  If we could either eliminate that or 

convince it down it would be good. 

DR. MARKS:  Lillian? 



DR. GILL:  Ron, you suggested that you 

thought the wording in the alkyl esters report was 

pretty good if we go back and take a look at that. 

DR. HILL:  I can tell you how I edited 

it here.  On the sentence where it says, "Coupled 

with a small exposure," and when you get down to, 

"The available information indicates that 

incidental inhalation would not be a 

significant," and then I crossed out the rest of 

that sentence and wrote, "Source of toxicological 

concern.  The available evidence indicates that 

incidental inhalation would not be a significant 

source of toxicological concern."  That's what I 

suggested here.  That's just my suggestion. 

DR. SHANKS:  That will be captured, 

Wilbur.  That eliminates the sentence you're 

concerned about.  Correct, Tom? 

DR. SLAGA:  Correct. 

DR. SHANKS:  Tomorrow do you want me to 

mention that in terms of the editorial comments? 

DR. SLAGA:  Yes, an editorial. 

DR. SHANKS:  Or do I even need to bring 

it up tomorrow?  I'll be the one making the motion 

as safe.  Do you want me to mention that editorial 



comment? 

DR. SLAGA:  No. 

DR. MARKS:  You've caught it, Wilbur? 

DR. JOHNSON:  Yes. 

DR. MARKS:  That addresses your 

concerns, Tom.  Ron Hill, I'll come back to you 

about the absorption and your concern.  Do you 

want to mention that again tomorrow? 

DR. HILL:  No, sir, I do not.  But if 

I make a statement that I'm not voting for this 

based on the language and rather than safety 

concerns, you'll know what I mean.  It's in the 

minutes. 

DR. MARKS:  I think tomorrow if you do 

abstain or not vote for it, please give a little 

bit more of a reason about the absorption. 

DR. HILL:  That's fine.  I can do that. 

DR. MARKS:  Thank you.  Rachel? 

MS. WEINTRAUB:  I wanted to note that 

this is one of the ingredients where I've noted 

a lack of data, a lack of developmental toxicity 

and carcinogenicity data and I know that the 

discussion reflects that lack of data, but I 

wanted to reiterate my concern about that.  And 



I think that there are some similarities between 

what Dr. Hill is saying.  I don't need to go into 

it again, but I think this is one of those 

incidents where the paucity of data is very 

apparent. 

DR. MARKS:  You're still with Rachel's 

concern and you're still fine with it as safe? 

DR. HILL:  I am only because of the 

nature of the molecules.  I can't really dream up 

anything where there would be a problem.  But in 

conjunction, when we use the word interpolate 

which happens here near the end of the discussion, 

interpolating is a little fuzzy but reasonably 

precise meaning and we need to be careful about 

the use of that word if we don't have data to 

support that we are in fact interpolating.  

That's all I was going to say.  I think we're okay 

here, but in general. 

DR. MARKS:  Are there any other 

comments?  Tomorrow I'll move that a final report 

be issued with a safe conclusion. 

DR. JOHNSON:  Dr. Marks, I have one 

comment regarding one of the comments received 

from the Council.  In the second paragraph of the 



discussion, the third sentence from the bottom, 

the Council had requested that that sentence be 

deleted beginning with "The panel also discussed 

the apparent uncertainty."  I'd like to know 

whether or not the panel concurs with that 

recommendation. 

DR. MARKS:  I think we've clarified 

where the mono and diesters are mostly mono.  Ron 

Shank, do you have any problems with deleting "The 

panel also discussed the apparent uncertainty in 

the definitions of esters reviewed relating to 

the extent of esterification."  Is that okay, Ron 

and Ron, to delete that? 

DR. HILL:  Yes, I think it would be a 

very good idea.  One other piece of the 

chemistry, I couldn't find any place where it was 

captured but I'd like to have a look, is something 

to indicate that on these polymers, these 

polyethers, that we're not talking about a single 

component but a group with a narrow molecular 

weight distribution around an average that 

results in a number being assigned.  They're not 

actually single molecules.  I didn't see that 

anywhere in the report, and if you go back and look 



at any of our polyether reviews, you'll see 

something about that and figure out a way to 

capture it artfully and succinctly. 

DR. MARKS:  Are there any other 

comments? 

DR. JOHNSON:  I know in the case 

reports there's evidence of sensitization after 

exposure to methyl glucose in dermatitis 

patients.  I was wondering if there was any 

concern about those results. 

DR. MARKS:  No.  I noted those, but 

overarching of this is the other safety of this 

so I wasn't concerned about those case reports. 

DR. HILL:  I will say on that subject 

that if you look, they're all really the same 

compound.  It's one of those monoesters with a 

relatively small molecular weight, so I think 

that tells us it's at least getting into the skin 

and that to me provides pretty strong evidence 

that it's getting into the upper layers of the 

skin.  I wouldn't expect significant systemic 

availability and that's why I don't have concerns 

about the things that Rachel has raised because 

the compounds don't look like they should have 



that kind of toxicology. 

DR. MARKS:  Are there any other 

comments?  If not, we'll move on to the next 

ingredient.  Wilbur, you're up again.  This is 

the palmitoyl oligopeptides, and this is the 

first time we're looking at this group of 

ingredients.  We received a memo dated March 18 

on paper.  This morning I found it on my desk here 

from the CIR Science and Support Committee of the 

Personal Care Products Council suggesting that 

this group of ingredients should be tabled.  

There are some issues in terms of nomenclature and 

also a suggestion as to what should be included.  

Do you want to address that memo?  I think that's 

important.  Have you seen this memo, Tom, Ron, 

Ron?  Are you reading it now? 

DR. JOHNSON:  I think our primary 

objection is that the family is generated by the 

palmitoyl moiety when we don't think the 

palmitoyl moiety is going to drive the 

physiologic activity.  We think it would be more 

appropriate from a toxicologic standpoint to 

generate the families based on the protein 

loyalty which is more likely to be the driver.  



We're not suggesting that the family is wholly 

inappropriate or that it needs to be done material 

by material, but we would slice and dice this 

group quite differently and not based on 

alphabetization but, rather, generated on 

chemistry and physiology and therefore are not 

really prepared to suggest how the grouping 

should be formed today but that it be tabled and 

reexamined. 

DR. MARKS:  I see Ron Hill shaking his 

head yes, nonverbally communicating he likes that 

idea.  Ron Shank, Tom? 

DR. SHANK:  I have other concerns.  

There are several pages in the report on cellular 

activity.  These compounds are capable of 

stimulating collagen synthesis, angiogenesis and 

others, and I wonder does that not make them 

drugs?  And if the answer is, no, it does not, 

could the Council please address that for us?  

And if it does, should these be reviewed as a 

cosmetic ingredient?  Also I think there is a 

strong data need because of this that we need 

reproductive and developmental toxicity data.  

In Wave 2 we got some information on penetration 



of these compounds and it shows that they 

penetrate into the dermis.  But then the author 

concluded it would not therefore to into lymph and 

blood and I don't quite understand that.  If it 

gets into the dermis I think it would get into the 

lymph and blood.  I have several concerns about 

the safety not just the grouping. 

DR. MARKS:  Thank you, Ron.  I was 

going to ask for a preview of where we would be 

going with these ingredients.  You had also 

endorsed tabling it, but I raise these concerns 

at this point so that the next time we see these 

ingredients these issues may be addressed. 

DR. SHANK:  Yes.  It's going to a 

scientific committee of the Council?  If they 

could consider not only how to group these 

chemically but also are these drugs as well as 

cosmetic ingredients? 

DR. ANSELL:  I think the CIR Support 

Committee would be more than happy to reply 

suggesting a more appropriate grouping.  We 

would be happy to address any questions.  As it 

relates to the physiologic activity as it relates 

to its designation as a drug or cosmetic, I would 



suggest that would be directed to the FDA liaison 

as to its regulatory status. 

DR. SLAGA:  Do these have a type of 

effect in vivo if the doses are used in cosmetics?  

I agree with Ron that the cellular effects are 

quite pronounced in some cases, but what I'm 

suggesting is does this really occur in vivo as 

a cosmetic? 

DR. SHANK:  I could see advantages in 

cosmetics to stimulate collagen synthesis. 

DR. SLAGA:  But not angiogenesis. 

DR. SHANK:  Not angiogenesis, no, but 

certainly collagen synthesis for removing 

wrinkles. 

DR. BERGFELD:  That's very 

significant.  Was there significance in the 

paper? 

DR. SHANK:  Yes. 

MS. LORENTZ:  May I comment that that 

gets to the whole grouping question too, again the 

driver not being the palmitoyl. 

DR. SHANK:  Using the driver is maybe 

not the right term because it's the palmitoyl that 

drives the peptide into the skin.  Just the 



peptide itself would be absorbed I would think 

rather slowly, but when you add a fatty acid to 

it, that makes penetration much more likely. 

DR. HILL:  Not just into the skin, but 

into cells once it gets inside.  The other thing 

I picked up on this was that it also increases the 

interest in impurities if you have for example a 

palmitoyl pentapeptide which perhaps in and of 

itself isn't inactive, you would want to know if 

there was a tripeptide or tetrapeptide impurity 

for example based on the ways that peptide 

synthesis is done.  It's challenging to get 100 

percent pure peptides.  Then you need 

information about those impurity levels and some 

biological activity, so that would be another 

related issue to this in my mind.  I was looking 

for ingredient-by-ingredient information if we 

were going to go forward with these as they were. 

DR. ANSELL:  We're not suggesting what 

the conclusion would be.  We're certainly not 

suggesting ingredient-by-ingredient reviews.  

But we do think that if we pulled the family apart 

and reassemble it into smaller groups, perhaps 

they would lend themselves to building new and 



larger families but not based solely on the 

derivation but, rather, a look at both sides. 

MS. WEINTRAUB:  I also noted the lack 

of reproductive and developmental toxicity data, 

also no carcinogenicity data and absorption, 

distribution, metabolism and excretion wasn't 

found either.  So there seems to be a lot of data 

needed in addition to other concerns. 

DR. MARKS:  Tom, were you concerned 

about carcinogenicity of these compounds? 

DR. SLAGA:  No. 

DR. MARKS:  With the lack of data, the 

reason you weren't, again going forward?  Or you 

thought there was enough in here in answering 

Rachel's concern? 

DR. SLAGA:  On carcinogenicity?  I 

didn't have a concern about carcinogenicity.  I 

do believe that we had some genotoxicity data and 

that was sufficient. 

DR. SHANK:  But there is a data need for 

reproductive and developmental. 

DR. SLAGA:  Yes. 

DR. MARKS:  That was clear.  Rachel 

was anticipating my next question which was were 



there any other obvious data needs?  Obviously 

since we're tabling it we're not going to sort 

through the compounds.  That was one of the 

things I had printed out, the long list of 

compounds or ingredients. 

DR. HELDRETH:  I wanted to add that if 

we're going to look at these in a different 

grouping fashion based on the protein portion of 

the molecule, you'll note in the definition that 

there's a great amount of possible variability of 

what the amino acids are and what order they're 

in.  So if we're going to base it on that part of 

the molecule, it would be nice if the support 

committee could provide us with which actual 

compounds are designated, say, palmitoyl 

tetrapeptides because that can be a number of 

different actual ingredients that if we're 

looking at the protein function or protein side 

of it are quite different. 

DR. MARKS:  Is there any comment about 

that, Jay? 

DR. ANSELL:  Yes.  There was a change 

in nomenclature from the parent ingredient to 

nomenclature of other naming conventions later on 



in the INCI process that are perhaps better and 

would certainly try to point out the correct INCI 

nomenclature. 

DR. HILL:  One thing I wanted to 

follow-up on to Dr. Slaga's comment is while there 

is nothing indicative of carcinogenicity, I don't 

remember if it's in the first submission or in 

Wave 2, there is language to suggest that there 

might be changes in invasiveness of cells 

depending on the particular peptide so that's 

something that needs some attention.  It's 

different than tumorigenicity and any of that, 

but it's changing the invasive character of the 

cells, then that's important. 

DR. SLAGA:  That relates to the 

antiogenesis that Ron has concern about. 

DR. MARKS:  Tom, going back to Rachel's 

question, it doesn't change your concern. 

DR. SLAGA:  No, it doesn't change 

anything about the genesis. 

DR. MARKS:  But the question is could 

it enhance the invasion if were metastatic? 

DR. SLAGA:  Angiogenesis inhibitors 

are used a lot in treatment of malignancy. 



DR. HILL:  Angiogenesis and cell 

invasion are related, but distinct phenomena as 

well. 

DR. MARKS:  We have some significant 

issues to resolve with these ingredients in terms 

of its biologic activity and back to originally 

is this a drug or a cosmetic.  Perhaps we could 

dodge it if we say it's a drug, but I don't think 

we can do that.  We have to address this.  

Rachel? 

MS. WEINTRAUB:  I have one question for 

Tom about genotoxicity that nanofiber gel CS was 

found to be genotoxic but not without metabolic 

activation in certain strains. 

DR. SLAGA:  What you have to do is take 

the total data for all of genotoxicity and in 

general it's more predominantly negative.  That 

was the only positive and that happens now and 

again.  I can't argue that that's not true, but 

generally since the majority are negative, I 

don't have a concern. 

DR. MARKS:  Anticipating when this is 

resubmitted, the different ingredients, was 

there any concern of several of these ingredients 



having hydrolyzed collagen?  You were talking 

about the peptide variability.  Is there any 

concern that these have collagen?  You, Ron 

Shank, mentioned right in the beginning that they 

can increase collagen synthesis, but if you look 

at sodium palmitoyl hydrolyzed collagen, there is 

palmitoyl hydrolyzed collagen and then there are 

these proteins also.  If we hadn't looked at this 

group I was going to say did you want to split any 

of these things out because of the difference 

there.  But what's your sense with those?  Did 

that raise any concerns or not, different than the 

peptide? 

DR. SHANK:  No concerns other than the 

other report which is on hydrolyzed amino acids 

and proteins. 

DR. MARKS:  Presumably tomorrow I'll 

be seconding a motion that these ingredients be 

tabled and I'll raise the concerns that were 

raised here, the need for repro and developmental 

toxicity.  And I'll raise the thorny question 

whether this is a drug or a cosmetic or at least 

mention it because of the activity of increased 

collagen synthesis, the angiogenesis, and 



obviously the grouping is the main driver. 

DR. BERGFELD:  I want to add a comment 

that in many cosmetic products that have 

antioxidants in them there is increased collagen 

being formed and there is a biological activity 

of the epidermis and the upper portions of the 

dermis and that is still considered a cosmetic.  

It's dependent on concentration of the 

antioxidant and there are some that are released 

only to physicians which are higher 

concentrations and to my knowledge there is no 

prescription item in the antioxidant group. 

DR. HILL:  Are you talking about 

something like kojic acid? 

DR. BERGFELD:  We have a lot of 

antioxidants that fall into the fruit acid groups 

and the retinoids in a whole line of cosmetics 

now, but they all have biological activity and we 

can even see it on histology as well as clinical 

improvement of skin texture and wrinkles. 

DR. HILL:  I brought up sunscreens at 

the last meeting in a moment of lapse, but I had 

read just a few weeks before that the very 

extended version of what's a drug, a medical 



device and a cosmetic and there are clearly gray 

areas and maybe this is a case where we need some 

further clarification, and it may not be 

forthcoming anytime soon I guess. 

DR. MARKS:  I'll mention it tomorrow, 

but as Wilma you've said, we have other 

ingredients that have had biologic effects like 

alteration of the immune system and perhaps one 

of them that we're discussing today can have an 

impact.  It should be raised and then we'll see 

where we go with it as we review the ingredient. 

DR. BERGFELD:  Ron, as to localized 

effects versus a systemic effect, would that make 

a difference for you between cosmetic and drug? 

DR. SHANK:  Certainly if it's 

systemic, yes.  As to local, I'm not so much 

concerned. 

DR. BERGFELD:  I think these are mainly 

local. 

DR. ANSELL:  At very low-use 

concentrations with some products as well at 

ten-thousandth of a percent. 

DR. MARKS:  Are there any other 

comments about these palmitoyl oligopeptides? 



DR. JOHNSON:  I have one question, Dr. 

Marks, with respect to the Wave 2 data.  Is it 

agreeable that all of those data will be 

incorporated into the safety assessment? 

DR. MARKS:  I guess if it's applicable 

to the ingredients in this new presentation.  

We'll see in the next draft report.  Is there 

anything else about these ingredients? 

DR. HILL:  Wilbur, I assume you would 

like whatever commentary, thoughts or feedback on 

that, you would like that along with the actual 

report. 

DR. JOHNSON:  Yes. 

DR. HILL:  It will be forthcoming.  I 

just wanted to be sure. 

DR. MARKS:  Thanks for bringing that, 

Ron.  For the writers, is a better way as we work 

through going paperless to have a flash drive and 

at the end of the meeting tomorrow give you the 

flash drive with our changes?  Some of us will 

have it in paper.  Some of us will be on either 

a Word document or PDF.  Which is the best way to 

give those back to you?  In the past we got the 

books, and I assume what you did, Wilbur, was go 



page by page. 

DR. JOHNSON:  Yes. 

DR. MARKS:  That hasn't changed.  

We'll go page by page.  It's just going to be on 

a screen.  Lillian? 

DR. GILL:  I think we suggested in our 

memorandum to you that we would like to have the 

flash drive back and we can get it around to each 

of the writers and get your comments.  Certainly 

you've had some team members that sent them by 

email.  If that's better for you and you want to 

spend some more time, that's good as well.  

Either way, Jim, works for us as long as the 

reviewers or the writers get the comments. 

DR. HILL:  One thought I had on that 

subject was a full version of that group, that 

would allow lifting the pages which I don't have 

on this, but it would allow lifting out the pages 

from for example Wave 2 on the pertinent 

ingredient and you could tack them onto the end 

of the others.  Maybe in the future we should aim 

for something along those lines. 

DR. MARKS:  I think we need to continue 

as we work though this certainly for the next few 



meetings as to which way to handle the data 

electronically and how that works and it may work 

one for one individual and a little differently 

for the other.  I think sharing the way we do it 

is important.  Jay just told me to download it 

from the flash drive and put it on my hard drive 

and showed me how to do that so that there is going 

to be a learning curve with varying steepness 

depending on the individual. 

DR. ANSELL:  May I also put in a request 

for the naming convention to use a little more of 

the title?  I found it very difficult to find 

which file aligns with which report because 

you're only picking the first four letters.  

They're hard to find. 

DR. BERGFELD:  The memo that I reviewed 

said that we were to go in and rename it.  I 

thought the responsibility was transferred to us 

to go in and fill in the whole name with our 

initials after it. 

DR. GILL:  I think the example allowed 

for renaming at the end with just the initials, 

but if you name it something and we can find it, 

Wilma, that will be fine. 



DR. BERGFELD:  Whatever we're supposed 

to do, I'd like to know that. 

DR. GILL:  The most critical issue was 

putting your initials so we would know from the 

comment. 

DR. HILL:  The only difficulty I had 

with that is the places where the alphabetization 

varied from the ingredient name and sometimes 

those change over time anyway, but when it's 

substantially different, so I marked up the 

agenda with what the names were so that I could 

quickly find them.  That's a small, small thing 

in my opinion. 

DR. BERGFELD:  I would like to make 

another comment here.  I think what was in the 

Buff Book before used to be in our transmission 

on this because we can go back and we can figure 

out the order of events and order up our 

ingredients in that way.  With not having an 

agenda, I found that it was hard because it was 

free-flowing whatever compound came up. 

DR. SHANKS:  Wasn't that the admin 

Buff? 

DR. BERGFELD:  I didn't see it. 



DR. HILL:  It's there. 

DR. SHANK:  It's in the PDF for, but I 

don't think it's in the Word book. 

DR. BERGFELD:  I didn't see it. 

DR. SHANK:  The PDF files were much 

more complete than the Word. 

DR. HILL:  The first thing I did was go 

in and print the first 10 pages of the Buff Book 

that had the order of ingredients.  If you were 

in the MS Word, you didn't see it.  When I got it 

on the flash drive the name had changed from what 

was on the original website. 

DR. MARKS:  Obviously the data needs to 

be sent consistently.  I gather there is among 

our members here a difference.  You used Word and 

PDF, Ron? 

DR. SHANK:  Right.  I appreciated 

having both forms available.  I can do it in Word 

much faster than I can do it in PDF.  I have 

Acrobat, but for me it's just faster in Word. 

DR. MARKS:  Do you use track change? 

DR. SHANK:  Yes, I do. 

DR. MARKS:  So that you can understand, 

Wilma, now why you were asking about the admin 



Buff because it is on the PDF.  I guess that won't 

happen again, that if that were sent in Word there 

won't be inconsistency. 

DR. ANSELL:  If you use a tablet, you 

can't use the flash drive, you have to download 

it from the CIR site. 

DR. HILL:  The way you do that is you 

take the flash drive files, you put them on the 

computer, you upload them to Box.net and then you 

download them into the tablet.  It's not hard, 

but it includes additional steps.  It works 

slickly. 

DR. ANSELL:  I would suggest we 

recommend to staff that they pick a file name and 

stick to it because my file name is different that 

I got from the CIR from the file name for those 

people who use the flash drive to upload their 

documents. 

DR. MARKS:  I see this as part of 

growing pains, and when you make changes there are 

always going to be difficulties.  It's going to 

be interesting to see how it works out over the 

next three or four meetings.  We've obviously 

committed to that.  I haven't heard anybody say 



I can't do this.  I'm quitting.  So that's good.  

Again I'll reiterate that it's a good thing we 

didn't have 2 hours of lectures this morning 

because we'll make up the difference in working 

through how to do this electronically.  I 

appreciate everybody's willingness to share and 

in my case reveal my ignorance. 

Next is 6-hydroxyindole.  How many 

like using the down button, the little scroller 

or just dragging?  My finger gets tired if I keep 

rolling the little whatever this thing is called. 

DR. SHANK:  You need to get a touch 

screen. 

DR. HILL:  On the tablet that's real 

slick because there's a scrubber bar at one place 

and it's got little thumbnails that pop up and 

show you what page you're on. 

DR. MARKS:  To me, I find the most 

exciting part of this is that I'm going to learn 

how to be more electronically savvy via this 

group.  I never knew that was going to be a side 

benefit of being a member of the CIR Expert Panel.  

You can scrub this off the record, but last week 

I started a total electronic medical record at my 



place of work, so talk about a learning curve 

between this and that.  On December 2012 

Christina tells us the panel issued a tentative 

safety assessment of 6-hydroxyindole with the 

conclusion safe as used in oxidated hair dye 

formations.  We're at the stage now of issuing a 

final safety assessment with that conclusion.  

Are there any comments?  Does anybody want to 

reverse their conclusion?  I see no reversals.  

Are there any significant editorial comments? 

DR. SHANK:  I have some minor editorial 

comments, but nothing important. 

DR. MARKS:  Ron Hill, you had 

something? 

DR. HILL:  I researched after the last 

meeting because I had one slide set from Julie 

Skare's presentation that was from June 2011 and 

in that presentation it showed I think it was just 

strictly phenylenediamine that showed that the 

first rate constant which was the oxidation step 

was slower than the subsequent two and coupling 

and extension and on that basis you wouldn't 

expect intermediates to build up.  But in 

December 2001 which slide set I do not have any 



I still don't have and I took I think seven pages 

of notes during that presentation, she talked 

about oxidative hair dyes, ones that were a 

mixture of oxidative and nonoxidative and then 

strictly nonoxidative hair dyes and there were 

time courses and there were buildups of 

intermediates and I don't have the details other 

than my sketchy notes seven pages in length where 

those built up.  I think in this particular case 

I don't have any compelling concern and we had 

some cross-references because they did capture a 

couple of cross- references where they give the 

oxidative chemistry but it wasn't quite 

consistent with what you would actually see in use 

on hair dye.  The comment I made last meeting was 

going forward in certain cases we might like to 

have some additional information from that and I 

realize what I'm asking and I realize what a big 

beehive I'm probably stirring, but the work can 

be done.  We saw that it could be done.  I'll 

grant you that it was from a larger organization 

that has some resources to put to that.  But in 

this case I don't have a big concern mainly 

because the percentage is small and most of it is 



not on the scalp, it's mostly in the hair and so 

exposures would be expected to be extremely low.  

But I think to say this doesn't happen without any 

data to that effect is again for me problematic 

and not so much with this ingredient but in the 

future I think it's something I would like to see 

more attention paid to because that kind of 

information can be obtained. 

DR. MARKS:  Are there any comments, Tom 

or Ron?  It's interesting.  For skin sensitivity 

it's the oxidative and intermediates are probably 

the sensitizers so when you test it in the HRIPT 

to me I'm not concerned about those reactive 

compounds perhaps because they would be captured 

in that testing procedure. 

DR. HILL:  The test procedures are done 

under oxidative conditions.  I thought I 

understood that, but I wanted to be very clear.  

That's why we don't need human sensitization data 

in this report because there isn't any I believe. 

DR. MARKS:  Are there any other 

comments?  Tomorrow I assume I will be seconding 

a motion that this ingredient be sent out as a 

final report with a safe conclusion. 



DR. HILL:  The only other thing that I 

needed to bring up was in terms of the chemistry.  

I again assert that this is not an amine, it's 

certainly not a secondary amine and I've made 

editorial suggestions on how -- and when we talk 

about nitroso we shouldn't be talking 

nitrosoamine, we should specifically write 

introsoindoles which are well known.  But the 

lone pair in the nitrogen is part of the aromatic 

system and that makes is very unamine-like.  It 

is not basic.  The chemical behavior is totally 

disparate from an amine.  It's not an arylamine, 

it's not an amine.  It's a nitrogen-containing 

heteroaromatic.  I captured all of that in the 

chemistry but it's very important to not lump it 

with the secondary amines.  Chemically it's not 

that way. 

DR. MARKS:  Are there any other 

comments?  The ingredient is nylon.  Again we 

have a memo from Christina.  At the December 12 

meeting we issued a tentative safety assessment 

with a conclusion that these nylon ingredients 

were safe in the present practices of use and 

concentration in cosmetics.  We did receive some 



additional human sensitization data which was 

reassuring.  So we are at the stage of issuing a 

final safety assessment with a conclusion of 

safe.  Are there comments from the panel? 

DR. SLAGA:  I have no comments.  I 

thought it was a nice report. 

DR. SHANK:  I have a comment on the 

discussion.  It's page 13 for Word and page 25 for 

PDF.  I used file paging and not the report paging 

because my computer doesn't show the report page, 

it shows the file page.  I think everybody else's 

computer does the same thing.  Under the 

discussion there's a phase here.  It's near the 

end of the second paragraph of the discussion.  

It says that "There was a lack of systemic 

toxicity data.  There was little or no irritation 

or sensitization in multiple tests."  Then it 

says "The absence of gentoxicity in multiple Ames 

tests and the Chinese hamster ovary test lack of 

carcinogenicity in the lifetime studies."  That 

does not refer to the polymers.  The studies 

referred to were done on monomers.  I think it 

needs some tweaking because the way it's stated 

now I think it's misleading.  Then on page 21, the 



PDF file page 9, Word file under genotoxicity. 

DR. MARKS:  Which page are you on? 

DR. SHANK:  In the PDF file it's 21.  

Just above carcinogenicity you'll see a couple 

lines up it says "10,000 milligrams per plate."  

That's 10,000 micrograms per plate.  It's a 

thousandfold different. 

DR. MARKS:  Thank you, Ron.  Are there 

any other comments?  These can be captured.  We 

don't need to mention this tomorrow do we, Ron? 

DR. SHANKS:  No. 

DR. MARKS:  Are there any other 

comments?  If not, then tomorrow I'll move that 

a final report with the conclusion of safe be 

issued.  Ron, on yours it doesn't do the CIR panel 

page book because on my display it shows it at the 

bottom of the page. 

MS. BURNETT:  You can see it on the 

bottom of the page right there. 

DR. MARKS:  There you go.  See, Ron?  

It doesn't show that in yours? 

DR. SHANK:  You can see it visually on 

the page, but if you try to find page 7 in the file, 

it ain't there.  It's some other number. 



DR. MARKS:  I've been looking at my 

computer screen and ignoring that.  Which is the 

easiest for all of us?  Using the PDF page that's 

in the upper whatever you call that, track at the 

top, or do you use the panel book page?  In the 

past we often referred to the panel book page, but 

it's certainly easier using the PDF page at the 

top because you can scroll. 

DR. SHANK:  If you have the report 

visually like that, then you can use the report 

say page 7.  But if you're looking at your 

computer, page 7 isn't file page 7. 

DR. MARKS:  That's why I said I think 

the way you're referring to it is PDF, what is 

that, 25? 

DR. SHANK:  Quite different. 

DR. MARKS:  We'll see how this works.  

The header. 

DR. SHANK:  The Word number is 

different. 

DR. MARKS:  The Word number is 

different.  The Word number is different.  What 

I was saying, depending on which convention, I'll 

use that word, you could say three different page 



numbers.  Which convention do we like?  Do we 

like the PDF convention?  Who's using Word?  You 

are and you are.  It's a different page in Word 

I assume.  In your header, Ron, you used the PDF 

file number when you said 25.  How did you get 

that if you're using Word? 

DR. SHANK:  I use both and I made a 

table, the ingredient, my comments, Word page 

number and PDF page number.  Wilma, for you we 

need to get you the page number on Word if you're 

using Word. 

DR. MARKS:  Our next set of ingredients 

is the animal and plant amino acids and hydrolyzed 

proteins.  Christina, you're still up. 

MS. BURNETT:  The file names are 

in-house conventions for us that probably are not 

translating well for you guys. 

DR. MARKS:  In December the panel 

combined the hydrolyzed proteins in the in the 

amino acid reports and issued an insufficient 

data announcement.  We wanted method of 

manufacturing especially for the hydrolyzed 

wheat protein and we wanted composition and 

characterization specification for hydrolyzed 



proteins.  We didn't get much, and Wave 2 when I 

looked at it didn't help me much.  That was an 

insufficient data announcement.  Now we're to 

the point of issuing a report.  Do we have a 

tentative report with an insufficient data 

conclusion or looking back at this do we really 

need those data that we've said in our original 

conclusion? 

DR. SLAGA:  My recollection is that 

this group recommended safe as used and it was 

Belsito's team that wanted -- we felt there was 

enough method of manufacture and what addition we 

got I thought was sufficient. 

DR. MARKS:  Let me look at the paper.  

Is that how you remember it, too, that we were 

going to move forward? 

DR. SHANK:  Yes, but since then the 

allergenicity reaction to wheat hydrology has 

come up and apparently these are Type I allergic 

reactions which do not show up in HRIPT tests. 

DR. MARKS:  That's correct. 

DR. SHANK:  Therefore I would 

recommend, and I don't want the staff to shoot me 

or hang me right here, separating the amino acids 



from the hydrolyzed proteins and I do remember 

saying I think we should combine the two.  I was 

totally wrong, but then I didn't know about the 

allergenicity response to hydrolyzed wheat 

protein.  I apologize, but that's my 

recommendation and then the amino acids would be 

safe as used.  Then we have a problem.  Maybe 

another way out of this is to take hydrolyzed 

wheat protein out, leave the document as is and 

then it's safe as used.  Then do something else 

do with hydrolyzed wheat protein.  I apologize 

for that, staff people. 

DR. MARKS:  I think I may have been the 

one who combine the two and change the name.  At 

any rate, we're sort of ducking the wheat if we 

take it out and since this is not a re-review and 

a no-brainer, we can tackle the problem with this 

and alert the cosmetic ingredient formulators 

that there is a problem with wheat.  I'm not so 

sure the tack to take it out is the right one.  

It's the easier way to go about it, but we could 

do safe for all the ingredients except for wheat 

and say that's unsafe or insufficient. 

DR. SHANK:  What bothers me with that 



is I'm not that good for skin testing for 

allergens, but if hydrolyzed what protein was 

missed in the standard sensitization tests, what 

does this do with all of the other hydrolyzed 

proteins?  Could we have missed some more?  I 

don't know. 

DR. HILL:  That was the point I was 

about to make. 

DR. ANSELL:  We would agree to the 

separating wheat out specifically not so much to 

ignore it but, rather, because it is a significant 

issue.  It is under intensive research in Japan 

right now who are generating data concerning 

whether the allergy is real and how it's arising.  

We had provided an abstract which had been 

translated and think that more data that's going 

to be relevant to that consideration will become 

available over some time. 

DR. HILL:  Would information that came 

out of that give us enough to know this is 

something very unique to wheat or a more general 

concern that means we need to have a look at all 

the other protein hydrolyzates?  I remember the 

flow of the discussion that went to combining it 



which was in some cases there was reason to 

believe that some of these protein hydrolyzates 

would be hydrolyzed all the way down to amino 

acids and be dipeptides and tripeptides.  The 

idea was it was artificial to separate them if 

that was the case and we didn't have any 

information at that point to know for sure that 

we were looking at tripeptides and above let's say 

hypothetically and then the separation became 

artificial.  That's the gist of the discussion as 

I remember it and how we ended up concluding that 

maybe we ought to combine them.  But the original 

question I ask in this long babble was will we get 

information from the wheat studies that will tell 

us something about whether there is concern with 

the remaining ones.  I don't guess we can table, 

but I suppose could reopen down the line if we find 

that to be true, pare it out and go forward, but 

in my mind I had that question mark once you see 

that information with wheat and maybe it's not a 

real question mark and we don't need to worry 

about it in which case we're right back to where 

we were. 

DR. MARKS:  First is there are no 



standardized tests to detect -- I shouldn't say 

no standardized tests of the skin, but that's what 

we're dealing with here and I guess one could say 

if you went to (inaudible) would have prick 

testing.  I didn't look at this abstract so I 

don't know how they did it, whether they did prick 

testing or whether they applied the wheat protein 

on the skin.  When I look at these it could be 

applied to other things although the protein is 

the one that we're concerned about.  Does it 

cause a Type 1 and presumably immunologic, but 

there are also nonimmunologic mechanisms that 

contact (inaudible).  When you look down the 

proteins, there's soy milk, there is yeast, 

there's yogurt, there's a whole bunch of 

different ones which apparently unless they're 

not being used I would have thought would have 

come to light via the experience of what's 

happened in Japan and I suspect it's also the 

processing of the protein that makes a difference 

too.  It certainly was the case if you look at 

natural rubber latex, we used latex for years to 

make gloves and then at the onset of the HIV 

epidemic a lot of the manufacturing was 



transferred to the Pacific Rim with a different 

manufacturing process and there was residual 

natural rubber latex protein in the gloves and 

then we saw the outbreak of a huge amount of 

natural rubber latex Type I allergy occurring 

after that.  If we break out the proteins I don't 

know that we're going to be able to say they're 

all safe because they've been screened with this 

test.  From an allergic point of view for an 

allergist you pick your top Type I allergens and 

things like wheat is there, peanut is there and 

I see hazelnut in there.  It certainly would be 

safer perhaps to break out the proteins and then 

eliminate the possibility of having contact 

(inaudible) or a systemic Type I reaction. 

DR. ANSELL:  To the question of 

grouping the families, indeed that has been our 

position since the very beginning, that this 

grouping should be based on the proteins.  That's 

not to suggest that all the soys could not 

reasonably be grouped and that at some point we 

may determine that the soys and the (inaudible) 

could then be rejoined, but we think that based 

on the process along is not the appropriate way 



to form a family, the hydrolysis being the 

nucleating point of the family as opposed to the 

parent protein.  We also do not think because of 

the points that Ron has just raised that we 

necessarily would join amino acids with higher 

forms either full proteins or peptides and amino 

acids, that they need to be looked at. 

DR. HILL:  We just had a big amount of 

information, and I could understand why, how far 

down it was hydrolyzed.  If you remember when we 

had the big grouping that it was different, but 

with the big grouping of vegetable oils one of the 

things we did is we looked at the fatty acid 

compositions and we used that to do a lot of 

recross and it wouldn't happen in the same way 

with proteins anyway.  I'm thinking that the 

dependence of the Type I may be more what the 

concentrations are there in the particular 

product that's causing the sensitization and 

perhaps even what else is there in the 

formulation.  We don't approve it that way.  We 

deal with ingredients in general. 

DR. ANSELL:  And that of course is the 

subject of why this is happening in Japan and 



market surveillance is not indicating that it's 

an issue anywhere else or certainly not in the 

U.S. or Europe where we have robust market 

assessments. 

DR. MARKS:  Ron, going back, your 

original suggestion is to split out the 

(inaudible) plant -- amino acids as one report and 

have a second report with the hydrolyzed proteins 

and considering deleting wheat since that seems 

to be the difficult one or you could put 

insufficient for what at this point because we 

have a problem that appeared with wheat in Japan 

and perhaps not elsewhere. 

DR. SHANK:  For part one, separating 

the amino acids from the protein hydrolyzates, I 

favor that.  Handing the protein hydrolyzates, 

if hydrolyzed wheat protein is used in North 

America and Europe without an allergic response 

and in Asia with an allergic response, there must 

be some difference in the preparation and we 

should find out what that is and handle that in 

the hydrolyzed protein report separately. 

DR. HILL:  Do we also know that what's 

going on in Asia is not a difference in 



susceptibility to that kind of reaction?  I don't 

remember what the incidence of HLA-57 is in that 

population versus U.S. and Europe, but it could 

partly be given by that. 

DR. ANSELL:  It's not our suggestion 

that we ignore it.  I think it's a real issue, but 

it's our suggestion that it's under intensive 

research in Japan and that we allow that to inform 

the decision as we go forward.  Linda may have a 

different opinion, but whether we separate it out 

or table it, we should recognize that the effect 

is occurring, that it is being examined and that 

it should be made available to the panel.  I think 

our suggestion is to separate it. 

MS. LORENTZ:  I think the recent memo 

says to look at it more by protein and I think the 

original suggestion from the (inaudible) was to 

look at wheat first and see what kind of issues 

that gives you and that might then be helpful for 

the following on how you can group, et cetera, 

just take the one with the most issues, get the 

understanding from that and go forward. 

DR. MARKS:  Do you like the idea of the 

motion I'll make tomorrow is tabling this so that 



these can be separated? 

DR. SHANK:  Do you have to table it to 

separate it and then approve the amino acids?  As 

for the amino acids I think we can conclude safe 

as used. 

DR. MARKS:  We didn't feel at the last 

meeting in December that we needed more method of 

manufacturing or composition. 

DR. SHANK:  Correct. 

DR. MARKS:  So we'll stick to our point 

of view from the last meeting.  Yes, we could move 

for a tentative report with a safe conclusion for 

the amino acids and then handle the protein group 

separately to either table that for more 

information or move forward with a tentative 

report with that.  Wilma? 

DR. BERGFELD:  Always when you have 

data that's quasi-promised you would like to know 

what time period you're dealing with.  Are we 

dealing with 10 years?  Five years?  Two years?  

Never? 

DR. ANSELL:  I'll call and ask Carol 

who's been tracking it more carefully. 

DR. BERGFELD:  I think that should be 



part of the suggestion, that if it's a reasonable 

time period then tabling it.  If it isn't, we have 

to move forward. 

DR. MARKS:  That's fair, except 

tomorrow morning we have to make the -- actually 

right now we're making the decision unless 

something changes for our team between now and 

tomorrow.  The amino acids will safe and that 

would be a tentative report obviously.  Then for 

the protein group it's going to be do we table or 

do we move forward and issue a tentative report 

with insufficient data? 

DR. ANSELL:  Not to cite the staff's 

area, but the process and procedures of allowing 

you to keep a report open while you develop data.  

That's not to suggest it's completely open-ended 

as Wilma is suggesting, that there be some 

expectation that the data is being developed and 

under a reasonable pace.  But I don't think 

the -- the CIR rules wholly envision that you can 

develop data and during that time keep the report 

open.  Whether that's a table or how you want to 

handle it administratively, I don't know, but I 

don't think you're forced to decide to go 



insufficient to close the report. 

DR. MARKS:  I think speaking to Wilma's 

point that if it's an insufficient you have a 

clock going, that if you table there isn't a clock 

although we could take it up at the next meeting 

in June and say if we haven't gotten anything more 

then we can decide whether or not we want to move 

on. 

DR. ANSELL:  I think Wilma's clock is 

wholly appropriate, but the clock should be 

measuring the development of the data and not the 

60-day review that will be precipitated by a 

decision. 

DR. MARKS:  Ron Hill? 

DR. HILL:  I'm still a little bit 

unclear.  Are proposing that the amino acids 

would be separated out and that next time we would 

be seeing a draft final report?  That seemed to 

be what Dr. Shank was suggesting. 

DR. MARKS:  Out of this meeting if I 

have the procedure correct there would be a draft 

tentative report sent out for public comment with 

a conclusion of safe. 

DR. HILL:  Because I remember one of 



the questions that came up when I was looking at 

the amino acids related to this method of 

manufacturing thing was the extent that we could 

know that the source amino acids were just amino 

acids, monomers or sated monomers and not 

contaminated with di-, tri-, petra-peptides.  

That was part of the thought process behind 

combining them.  I didn't look, but I don't see 

that we got a lot of additional information on 

that subject.  If we're going to go with draft 

tentative, that was one of the pieces of 

information I felt like was still lacking. 

DR. SHANK:  Repeat that again, Ron. 

DR. HILL:  That because the method of 

manufacture is hydrolysis of proteins down to 

supposedly individual amino acids, do we have 

information telling us the extent to which those 

are not contaminated by di-, tri-, treta-, small 

peptides?  That information I didn't was there 

and I still don't see that it's there.  If we 

combined them it was less of an issue in the sense 

that we will be looking at peptides and amino 

acids together.  If we don't combine them going 

back to amino acids then personally I would like 



to see information that we don't have small 

peptide contamination at any significant levels.  

Normally we would expect them to penetrate the 

skin, but some are biologically active, possibly 

sensitizing in theory; not likely, but in theory. 

DR. MARKS:  That gets back to the 

insufficient, the composition and 

characterization that was the second 

insufficient data need.  Ron Shank and Tom, I'm 

not as concerned about the sensitization of the 

di-, tri- say peptide compared to the -- are 

either one of you have any other toxicologic 

concern?  If we don't have that composition would 

you feel that you couldn't move forward with a 

safe conclusion?  Because Ron I feel it sounds 

like you're concerned that moving forward with a 

safe conclusion if you don't have better 

characterization of the composition. 

DR. HILL:  What you need for 

sensitization is the possibility of heptin 

formation and I don't have any sense for when we 

have di-, tri-, tetrapeptides sitting there on 

the skin, to the extent that that could possibly 

translate into something unusual.  I doubt it.  



Maybe I need to do some literature research and 

see what I find on that subject. 

DR. MARKS:  Tomorrow it seems pretty 

clear we're going to move forward to separating 

the amino acid ingredients from the proteins.  

How do we want to move forward with amino acids?  

Do we want to suggest a draft tentative report?  

I don't think we can go to draft final report 

because we haven't seen it all separated out, but 

what's your sense of that? 

DR. SHANK:  To have a draft tentative 

final for the amino acids only with the conclusion 

that they are safe as used.  And for the 

hydrolyzed proteins, that would have to be 

tabled.  That's my suggestion. 

DR. MARKS:  Tom or the other Ron? 

DR. SLAGA:  I agree with that. 

DR. HILL:  I'm okay with that too. 

DR. BERGFELD:  Do you want to put in the 

discussion Ron Hill's? 

DR. HILL:  I would like to know whether 

that's a real issue.  I need to do some literature 

searching.  Anybody else is welcome to do the 

same and we'll send the info because if we can put 



that issue to bed then there's no problem in my 

mind. 

DR. MARKS:  Are there any other 

comments?  Jay? 

DR. ANSELL:  No other comments. 

DR. MARKS:  Rachel, do you have 

anything?  What is this? 

MS. WEINTRAUB:  Everything that I have 

on my list has already been brought up. 

DR. MARKS:  What I didn't do is flip the 

memo over.  Thank you, Christina.  Number 3 is to 

remove the suggestion from the Science and 

Support Committee and also remove the hydrolyzed 

hemp seed protein.  The panel chooses not to 

reorganize this report.  It should be removed to 

remain consistent with previous CRIR panel 

decisions. 

DR. HILL:  I'm not sure why we would 

need to do that on the basis that any process I 

can conceive of for isolating proteins would seem 

to leave behind any significant concentrations of 

THC even though it's a relatively potent 

molecule.  If we had analytical information to 

suggest that ain't any of it in there at 



detectable levels of significant levels then why 

would we pare that out?  How shall I say this to 

be politically correct?  A great use of a cash 

crop that has a lot of not so great uses?  A widely 

cultivated cash crop?  I don't know.  I guess 

precedent has been set according to what's in the 

memo, but to me it seems as long as you can assure 

that that isn't there in significant amounts, why 

pare it out?  And leave the onus on the people who 

want to market it to document that. 

DR. ANSELL:  Our comment is based on 

consistency, and although we know that 

consistency can be the hobgoblin of small minds, 

to put it back in and then throw a whole series 

of obligations in terms of identification and 

quantification of potential THC and materials of 

little interest would bring us back to our 

original suggestion of just for consistency since 

we have removed it in previous reports. 

DR. HILL:  We can always have a 

conclusion that says safe except insufficient in 

that particular one and then somewhere down the 

line if somebody wants to do that, again I think 

it's up to them.  The whole system is based on 



this isn't it?  I'm putting it out there for 

consideration since we're tabling it anyway. 

DR. MARKS:  Wilma, you were going to 

say something I thought. 

DR. BERGFELD:  I forgot. 

DR. MARKS:  Christina pointed out that 

if we go on the use table what page is that? 

MS. BURNETT:  Page 28 PDF. 

DR. MARKS:  It's not being used, 

although that's again not a reason because we 

always cover if an ingredient isn't going to be 

used if it were going to be used in the future.  

Ron and Tom, your sense is just leave it out or 

put it in and have to spend as much time as we just 

spent trying to dance around? 

DR. SLAGA:  I don't have any problem 

with leaving it in especially if it's being 

tabled. 

DR. BERGFELD:  Do you want to make some 

kind of note about Ron Hill's concerns? 

DR. HILL:  Like I say, I'm pro-economic 

activity and I'm pointing out that this is a 

pretty widely cultivated plant.  I'm putting 

that out there for consideration. 



DR. MARKS:  Ron Shank, what do you 

think?  Isn't this a cash crop in California?  

That's one of the states where you can grow this 

medicinally. 

DR. SHANK:  If it's tabled just leave 

it in and see what we find out about the other 

proteins. 

DR. MARKS:  How's that, Jay?  We 

haven't decided to delete it but we haven't 

decided to include it.  We're kicking the can 

down the street here for another meeting. 

DR. ANSELL:  Number 3 on the back side 

of our recommendations. 

DR. MARKS:  Tomorrow I think I have 

this that we're going to split these two 

ingredients, the motion for the amino acids is 

that's going to be safe and we're going to table 

the hydrolyzed proteins until we get more data, 

that specifically we're concerned about the wheat 

and Type I reactions.  Are there any other 

comments?  Then we're going to think about hemp.  

From the last meeting we're not concerned about 

method of manufacturing and composition so that 

I'll address that tomorrow.  The next ingredient 



is hypericum perforatum.  In December the panel 

issued for public comment a tentative amended 

safety assessment with a safe in the present 

practices of use conclusion for these 

plant-derived ingredients also known as St. 

John's Wort.  We're at the point now of issuing 

a final amended report with a safe conclusion.  

We heard this morning the issue that Alan brought 

up a la if we have ingredients in one botanical 

that may have a toxic effect, how do we deal with 

multiple botanicals combined and the potential 

additive effect?  The way I thought I could be 

handled is a botanical boilerplate advising the 

cosmetic formulators that if the total sum of 

particular ingredients like in this case 

hypericum or kursitin reached a potential level 

of toxicity that they should be aware of that.  We 

might pick out either from botanical to botanical 

the particular ingredient or we may just have a 

list of flag ingredients of these botanicals and 

the combination of these could give a total amount 

which perhaps could be toxic.  That was my idea 

of how to deal with it.  Wilma? 

DR. BERGFELD:  That was mine too. 



DR. MARKS:  I guess we could develop 

that boilerplate.  I don't know that we could 

develop it for this report because it would be 

delayed I think unless one didn't consider that 

a significant editorial comment, but it will 

probably take a few reviews of the boilerplate 

before we would land on what we're comfortable 

with. 

DR. BERGFELD:  May we ask Jay? 

DR. ANSELL:  We agree that it's likely 

to take several iterations before we're happy 

with boilerplate language.  We think it's a most 

interesting issue to bring up and we'd like to 

have the time to think about it, talk about it more 

depth and disconnect that discussion from this 

specific report. 

DR. SHANK:  This not new for the panel.  

The toxicologists at least have considered this.  

We do it not only for botanicals but for all of 

these.  If we review these individually but we 

realize that chemicals are used in combination, 

this is a well-recognized situation in toxicology 

and we'd go on the fact that the use concentration 

is such that there's a margin of safety which 



adequately covers the fact that you might be 

adding two or three other chemicals with the same 

impurities.  There is still not a significant 

risk.  This is not new for the panel. 

DR. MARKS:  Ron Shank, would your 

comment then be we don't need a boilerplate or we 

don't need to do anything, we do this as part of 

our routine safety assessment of these cosmetic 

ingredients? 

DR. SHANK:  I don't object to 

developing the boilerplate.  That would be fine 

if we have something in print.  But conceptually 

this is done by the panel so I don't think we have 

a problem in that we need to modify this report 

or go back to any of the other botanicals. 

DR. SHANKS:  Ron Hill? 

DR. HILL:  I agree. 

DR. SLAGA:  I agree. 

DR. MARKS:  I'll be presenting a motion 

and in the discussion of that motion I'll mention 

that moving forward our team feels that a 

botanical boilerplate can be developed dealing 

with this issue but we wouldn't delay the safety 

assessment of hypernicum based on that and that 



I would move that we issue a final report with safe 

in the present practice of use.  Is that okay Tom 

and Rons?  Wilma? 

DR. BERGFELD:  As a reminder, for the 

same reasons the pesticide boilerplate was 

developed with botanicals. 

DR. SHANK:  Yes. 

DR. MARKS:  Right.  Are there any 

editorial comments, Rons or Tom, on the report?  

Lillian, you're going to get off easy there. 

MS. BURNETT:  I'm not done yet. 

DR. MARKS:  Are there no editorial 

comments?  Let's move on to the next ingredient, 

the modified terephthalate polymers.  This is a 

draft final report.  At the December meeting we 

issued a tentative safety assessment that these 

ingredients were safe in present practice and 

use.  We've gotten some comments.  There was 

some Wave 2 data sent to us.  I don't know whether 

or not this is proper, but I call these a glitter.  

There was concern whether or not because of the 

physical structure of these polymers they could 

cause damage to the eye and Wave 2 data was 

reassuring as well as the original data that we 



had, that even though there was concern raised, 

there was no scientific data to substantiate that 

concern.  As for the Belsito group, who's been 

over in that group?  Do we know who the leader is 

going to be tomorrow?  It's going to be like the 

Pope, I guess.  We'll find out tomorrow who it is.  

Is there any white smoke from that other room or 

is it still black smoke? 

DR. HILL:  I wish to point out, by the 

way, that the Pope was educated as a chemist so 

that's pretty cool. 

DR. BERGFELD:  I'd like to say that for 

3 weeks I've been asking Alan who is going to lead 

that group and he has not committed.  It's been 

a very elusive appointment. 

DR. MARKS:  You'll notice how 

political he was this morning and very 

diplomatic, leaving it up to the Cardinals within 

that group to make a decision who's going to be 

the leader.  At any rate, enough with those 

analogies.  Are there any other comments?  

Otherwise we will go to a final report with a safe 

conclusion.  This is a final report.  This is not 

amended.  Jay, you had a comment? 



DR. ANSELL:  We have some editorial 

comments and recommend that the entire discussion 

concerning glitter and eye damage be removed.  

Again, the citation is a single letter from an 

author in which there is no data provided.  All 

of the data which is provided suggests there is 

no issue there.  The Wave 2 data confirms once 

again there is no issue.  The only thing I think 

that can be supported with substantive 

information is that the letter exists and I'm not 

sure that should be elevated to inclusion in the 

report. 

The XXX T4 10:  08 the college is cited, 

but that's not what the college says.  The report 

is included in several places in terephthalate 

glitter.  In fact, I thought we had agreed at the 

last meeting that that letter would be removed or 

discussion of it would be removed. 

DR. MARKS:  Let's get back to the 

specific area.  Is that 13 right above the 

conclusion? 

MS. BURNETT:  You wanted page 11. 

DR. MARKS:  That's glitter. 

DR. ANSELL:  It's included in the 



introduction at the last paragraph of Panel Book 

6. 

MS. BURNETT:  PDF page 11 is where we 

talked about it. 

DR. MARKS:  That whole section; I could 

see I was raising your antibody titer when I used 

the word glitter and here it is highlighted as a 

section title. 

DR. ANSELL:  It's mentioned at PDF page 

8 in Panel Book 6.  One issue is raised; unique 

cosmetic use of these polymers and there's a 

concern, et cetera, about eye damage.  There's an 

assumption as to why that may occur even though 

the data demonstrates that the hypothesis is 

incorrect.  It's raised again at PDF page 9, 

Panel Book 7.  It appears repeatedly throughout 

the report. 

DR. MARKS:  Tom and Rons?  I 

understand that they're concerned that it puts 

too much emphasis on the letter and no data to back 

it up.  The question is how do we handle that? 

DR. SLAGA:  We could decrease the 

amount that's in the book related to glitter and 

have that we reviewed the letter and we felt that 



there was no issue.  At least it's in there in a 

simple form. 

DR. MARKS:  Rachel? 

MS. WEINTRAUB:  I would agree.  This 

is the issue that we've been looking at for the 

past two meetings so it seems like to completely 

remove it would not reflect our work over the past 

few meetings.  I think reducing it and making 

clear what the panel found would be acceptable. 

DR. MARKS:  I would agree also.  There 

should be an acknowledgement of the concern and 

then address it with the facts.  You're 

suggesting a fair amount of the document be 

deleted or amended, Jay.  Are those editorial 

comments going to be enough that it should be sent 

out again for review or can we approve it for a 

final? 

DR. ANSELL:  I do think it's editorial 

because all of the text ends up concluding the 

letter is not substantiated.  Perhaps we could 

not substantiate with far fewer words. 

DR. BERGFELD:  I think we should remove 

it from the table of contents too. 

DR. MARKS:  That would be this one 



whole section. 

DR. BERGFELD:  I mean the line item in 

the table of contents.  You call it something 

else maybe. 

MS. BURNETT:  So that you want to 

retitle the section? 

DR. BERGFELD:  Clinical use. 

MS. BURNETT:  Put in clinical use? 

DR. BERGFELD:  Yes and take this out.  

It makes it too big an issue. 

DR. MARKS:  You're talking about in the 

table of contents at page 4 where it has a total 

heading with glitter on it.  Essentially that's 

what you suggested, Jay, isn't it to delete that 

section and certainly don't highlight it in the 

table of contents.  Then as Tom recommended, 

acknowledge. 

DR. SLAGA:  But don't write a 

dissertation. 

DR. MARKS:  Yes. 

DR. ANSELL:  That would include 

deleting the comments in the table of contents, 

introducing the problem which then leaves it 

hanging, the entire section on glitter which is 



not terephthalate, by the way, and perhaps 

addressing it within the discussion that such a 

letter existed and the panel addressed the 

potential concern.  I don't know what PDF page it 

would be. 

DR. MARKS:  The table of contents is 

PDF 7.  That's what's on the board now.  Then you 

can go down in the report and it's page 4.  

Clearly that's got to be almost eliminated.  The 

concern can be raised in the summary or probably 

better the discussion as one sentence as you 

suggest, Tom, and then all the reasons why you're 

not worried about it.  Jay, when I talk about the 

editorial changes, may I call on you to mention 

those? 

DR. ANSELL:  Certainly. 

MS. BURNETT:  So that the direction 

we're going is we're not going to mention it all 

until the discussion and discussion is going to 

be the first place we see it? 

DR. MARKS:  That's what I suggest 

because it's a letter to the editor.  What do you 

think, Tom? 

DR. SLAGA:  It seems to me the 



discussion always should have a tie back to the 

main text so that there could be a sentence 

somewhere in there that's very similar to what we 

have in the discussion.  We don't have to go into 

detail on it, but it should be mentioned in the 

text very shortly and then discuss. 

DR. MARKS:  I think we have in the text 

the irritation and sensitization. 

DR. SLAGA:  Yes.  Right. 

DR. MARKS:  Then you have that whole 

section in the discussion and say there was an 

issue raised concerning potential harm of the eye 

and that's been alleviated by our data from 

irritation and sensitization. 

DR. ANSELL:  The part that would be 

included in the irritation would be that a letter 

had been directed? 

DR. MARKS:  No, I'd put it in the 

discussion.  To me what refers back is the actual 

hard data, and then in the discussion, the 

discussion is we have this letter but we're not 

worried about it. 

DR. ANSELL:  I guess that's my concern, 

that if it appears in the data suggestion that 



suggest that it's data and it's not data, it's an 

opinion, and all of the opinions offered are 

undermined by the actual data.  To the extent we 

want to mention it, I think Rachel's point is well 

taken.  In PDF 12 or 13 the panel addressed the 

potential concern concerning ocular injury by 

glitter products composed of these ingredients.  

Usage studies show that the glitter did not enter 

the eye under normal conditions; these data 

combined with a lack of case reports and no 

ongoing FDA regulation suggests to the panel that 

ocular injury is not likely. 

DR. MARKS:  Does that sound good? 

DR. SLAGA:  Yes. 

DR. SHANK:  Yes. 

DR. MARKS:  Are there any other 

comments? 

DR. SHANK:  I have two.  In the 

abstract and in the introduction we use very soft 

terminology like this is concerning the chemical 

equivalency between medical-grade and 

cosmetic-grade ingredient and we say cosmetic 

grade is likely to be the same and another place 

in the introduction it will say it's we believe 



it is.  Can't we be more positive about this?  

Can the Council comment either that the cosmetic 

grade is the same as medical or not?  But for us 

to be wishy-washy and say we kind of hope it is, 

that's a very weak position for us.  My other 

comment was that everything is based on 

polyethylene terephthalates, PET, but we say 

nothing about the read across for the others.  

And apparently the only medical device is PET, but 

we're grouping five or six other modified 

terephthalates as safe as used with no comment 

whatsoever and I think at least we should address 

that in the discussion. 

DR. MARKS:  Jay, do you have any 

comments in terms of how close you think the 

cosmetic-grade is to the medical- grade PET?  And 

if we can't make a comment about that, some of your 

feeling of safety is based on the experience with 

medical grade.  Correct, Ron? 

DR. SHANK:  That's correct. 

DR. ANSELL:  Our concern historically 

has been not to establish medical specifications 

for cosmetic-grade materials and that tends to be 

our concern.  The citation that materials are 



used in medical grades would be okay, but to try 

to parse it in terms of what is the USP 

specification or what the implant grade NDA looks 

like would be very, very, very difficult. 

DR. SHANK:  I don't follow.  Are you 

saying we don't know if the cosmetic grade is 

equivalent to medical grade? 

DR. ANSELL:  I will look into that. 

DR. HILL:  In terms of safety, I don't 

see that that's really an issue because we're 

talking about long- chain polymers here so given 

the size and character, they're not penetrating 

the skin, they're not penetrating membranes.  

Then the commonality here is the terephthalate 

monomer and what we do know is that medical-grade 

polyethylene terephthalate is used essentially 

without incident and to me that is an argument for 

the safety of the whole group.  We can allude to 

that, and maybe we already are, maybe it's just 

the language in the way it's captured.  In that 

particular case I think the identity with the 

medical grade for me is a nonissue in part because 

we do have a group of ingredients here and we're 

not demanding that we get that kind of information 



for all the rest of them.  That's the way I had 

viewed this all along. 

DR. MARKS:  Is there a way to reword 

that abstract and then be consistent?  I think 

the word in the abstract you don't like, Ron 

Shank, if I interpret it, is in the third line, 

likely, since it was likely that the PET is 

chemically equivalent.  Somehow likely is a 

little bit too loose for a scientist.  Is that 

right? 

DR. SHANK:  Yes.  If the Council is not 

going to clarify that, then I would think that the 

report should say that the panel considers 

cosmetic-grade equivalent to medical-grade. 

DR. MARKS:  There you go.  I like that. 

DR. SHANK:  That's stronger. 

DR. MARKS:  Yes. 

MS. BURNETT:  You got it. 

DR. MARKS:  There it is.  That solves 

that, Ron, that the Cosmetic Ingredient Review 

Expert Panel considers that the PET used in 

cosmetics is chemically equivalent.  That's not 

only is a nonissue from the scientific concern you 

raised, but when with Ron Hill's comment that he's 



not worried about the safety anyway, I think it 

makes it stronger.  Lillian, you'll make that 

consistent.  I am going to ask for Jay to comment 

tomorrow even though I'm not the one, perhaps the 

Belsito team will ask you to comment, but if they 

don't I will or you can jump in because I think 

that's some significant change in the report.  

Ron Shank, do I need to mention your editorial 

comment about medical and cosmetic grade? 

DR. SHANK:  No. 

DR. MARKS:  Are there any other 

comments?  Tomorrow I expect I'll be seconding a 

motion to have a final report with safe as the 

conclusion.  Next is tromethamine.  Now it's 

going to be much easier for me to follow the time 

since it's on my computer. 

DR. HILL:  That will cramp your whole 

style won't it? 

DR. MARKS:  I know.  I won't have an 

excuse if we go into lunch. 

DR. HILL:  I was just realizing that I 

had coffee earlier and I need to step out.  Can 

we take three? 

DR. MARKS:  A 5-minute break.  Let's 



do that. 

DR. HILL:  Would that be all right? 

DR. MARKS:  Let's take a 5-minute break 

which means it'll really be 10.  We'll readjourn 

at 10:55 or thereabouts. 

(Recess) 

DR. MARKS:  Let's go ahead and resume 

for another about an hour.  The next ingredient 

is tromethamine.  This is the first time we've 

seen this report and I want to ask the panel 

members and Wilma, I've heard different comments 

as to which is the easier document to edit, the 

PDF or the Word document.  Right now we're doing 

both.  One of the facts today is that the PDF 

document has the memo in it, it has the safety 

assessment flowchart, it has the history which 

presumably in the future potentially have a long 

history, it has the data profile which I know Ron 

Hill you really like because you can scan across 

there and see what toxicologic end points we have 

and then it has the report.  The Word document 

only has the report.  I'll let Lillian answer 

that.  Maybe process-wise we can ask why they're 

different.  To me the question would be why can't 



they do the same in the future which then will 

allow you to edit either document and not worry 

about flipping back and forth.  Go ahead, 

Lillian.  Why isn't everything in the word?  Or 

Alan? 

DR. ANDERSEN:  I'm impressed.  I 

certainly am.  You don't have permission to edit 

the transmittal memo sent to you so you don't need 

that in the Word file.  The data profile is what 

it is.  You don't need that in the Word file.  The 

only thing that you ever edit are the reports 

which you got in the Word file.  Yes, we can 

provide everything in every format although the 

data profile may be a little tricky.  The 

thinking was that the Panel Book as we 

traditionally describe it that starts with a 

cover page, goes through the transmittal memo, 

the data profile, the minutes from the previous 

meeting, everything that goes into presenting 

that package that used to appear as a stack of 

paper in front of you, now appears as a PDF build.  

It is what it has traditionally been.  The 

courtesy of providing the Microsoft Word report 

versions was to give you in another place the Word 



files which you traditionally do make comments 

on.  Could we do it differently?  Of course.  

But that's the rationale for how we got what we 

did for this first go-around of giving you 

material electronically for review, and now the 

goal is to tweak that to optimize it.  What could 

we do differently that would optimize it? 

DR. BERGFELD:  I'd like to say 

something.  I read the memo that came out at the 

paperless meeting February 26 several times and 

I never saw -- I thought I was to choose Word 

versus PDF, not that one would have more 

information than the other, and if I had noted 

that I would have checked it and I didn't.  The 

second thing is that it asks you go online and it 

doesn't give you the password, because when I went 

online I didn't have the password and so I didn't 

go online.  But I hear from Tom and Ron here that 

if I paid attention to Kevin's memo that the 

password was in that.  I would have liked it all 

in one piece so I would have one reference to tell 

me what to do. 

DR. MARKS:  Rons and Tom, would you 

like the Word document to be identical to the PDF?  



We know we don't edit the memo unless sometimes 

my habit was to put notes on the memo.  I did edit 

that memo, not that I'm changing what in this case 

Lillian wrote, it's that my summary notes were on 

the memo as to the next steps. 

DR. ANSELL:  It also changes 

pagination, so that page 15 in a Word doc is 

different than page 15 in the PDF which is 

different than page 15 in the paper report.  We 

also discovered that the web files had different 

names than the thumb drive files.  It really 

would be helpful if no matter where you got it, 

it was the same. 

DR. MARKS:  I think the conclusion, 

Alan, is that no matter what format, we can get 

in and we look at it won't matter, we'll see the 

same data, the memo, et cetera, along with the 

actual report.  Rons, am I capturing that?  Ron?  

Tom?  Wilma?  How much more work does that create 

for you, Lillian?  Is that difficult to do? 

MS. BURNETT:  For me it's not work.  

It's for this young lady over here. 

DR. HILL:  For things that only 

available in hard copy, for example, with a 



submission from Imgend the only way to get it in 

MS Word is you're pasting a bunch of images in 

there which I think will make very large files if 

I'm not mistaken.  PDF takes account of all the 

white space and compacts in such a way that you 

don't have those file sizes.  I know when I went 

to dump information from my computer back into 

the -- I can get a lot bigger flash drive than was 

supplied to me, but I had to pare out files because 

there wasn't enough space.  I know that to me the 

PDF is fine particularly if you get folders in 

Acrobat where you can write on it, I can do 

everything I could do in pencil and I have.  You 

can write right on the files. 

DR. SLAGA:  You could use sticky notes. 

DR. HILL:  I was using a combination of 

both so I didn't have to do -- but for supplying 

language or formatted stuff, MS Word is vastly 

superior and that would be the memo itself and I'm 

not sure it's all that cumbersome to have two 

different files so long as they're named the same, 

one is.doc or.docx and one is PDF. 

DR. BERGFELD:  One has more than the 

other. 



DR. HILL:  If you know in the future 

you're going to look at the PDF for everything but 

the actual document, I don't think it's that 

cumbersome in my opinion, but that's just me.  

Because to get things that are supplied in hard 

copy into MS Word I think it's all images and I 

think the files are going to be huge or else the 

images will have to be low resolution and I don't 

think that's great either.  We can consult with 

Kevin on that, but that's what I think we'll find. 

DR. MARKS:  Ron? 

DR. SHANK:  If I'm not correct or 

correct me if I'm wrong, if you have a PDF file, 

Word can read that and convert that to a Word 

document. 

DR. HILL:  But if it's graphics, 

something like this, it's not going to deal with 

that. 

DR. SHANK:  What happens? 

DR. HILL:  You won't see anything 

useful I believe. 

DR. MARKS:  We've been addressing 

paperless as the morning has gone on and that's 

why we're perhaps not quite as far along, but it 



seemed appropriate to being up another issue as 

far as that's related. 

DR. HILL:  The only downside of using 

the two files as I see it is for the writers.  They 

will have to go through both PDF and MS Word.  You 

could quickly zoom through MS Word and find any 

comments and changes can't you? 

DR. MARKS:  At least at this point what 

we've like the panel members on the Marks and 

Wilma team would like to see is the memo in both 

documents whether it's Word or it's PDF at this 

point and we'll go forward and see how things 

evolve.  Now we have a draft report from Lillian 

on tromethamine as used in cosmetics.  This is 

the first time that the panel has seen this 

report.  You can see under the memo the Science 

and Support Committee has suggested that not 

using the aminomethyl propanol as an analog 

approach, but to use the AEPD, the aminomethyl 

propanediol.  It's just this one ingredient.  

Correct?  A single ingredient.  Rons and Tom, 

how do you feel about using these analogs to come 

to the conclusion that this ingredient is safe?  

You'll recall that the AMPD already from a 2009 



CIR that we concluded that that ingredient was 

safe. 

DR. SLAGA:  I feel we can use them and 

I think it's safe as used. 

DR. HILL:  I totally disagree.  I 

don't think there's any reason to use those.  

There is no justification for using them.  There 

is no reason to think the biohandling would be 

similar.  And I don't see why we need that data 

to conclude safe. 

DR. MARKS:  You feel that you could 

conclude safe without using it? 

DR. HILL:  Absolutely. 

DR. MARKS:  Ron Shank? 

DR. SHANK:  I also agree safe as used 

whether you use the other data or not. 

DR. BERGFELD:  I do too. 

DR. SHANK:  I really don't know whether 

it's useless or not. 

MS. WEINTRAUB:  I raise the concern 

also.  I think it's not at all well explained or 

rationalized why an analog would be used for this 

ingredient.  I think so much of the work we do on 

this panel is looking at data sources and making 



decisions based on what we have and asking for 

data and I think there is a lack of explanation 

about why an analog would be used in this 

situation versus so many others that we find 

ourselves in.  It seems to me that there's a lack 

of evidence provided us as to why an analog would 

be acceptable. 

DR. ANSELL:  We'll have a technical 

response, but I believe that fundamentally we 

need to continue to advance the concepts of QSAR, 

that asking for a study is very 15 minutes ago.  

What we want to do is identify questions and come 

up with the best data to respond to those 

questions and often today that may not be a study.  

It may not be an animal study.  It could be a 

computational method.  It could be an in vitro 

method.  It could be a variety of methods.  I 

think we're going to be seeing more and more of 

that as we go forward. 

MS. WEINTRAUB:  May I respond to that?  

It seems to me, and this has been one of my 

underlying principles, that if an ingredient is 

being used in a specific product then it's up to 

the manufacturer and others in the supply chain 



to prove through data the use of the ingredient 

that it doesn't pose various types of impacts and 

that using the types of more modern scientific 

technologies that are available, I don't know 

that that necessarily means that data is not 

provided specifically about that ingredient.  I 

understand it's making comparisons and 

assumptions, but it seems that there needs to be 

a very good rationale for why there can be a 

complete analog used for a specific ingredient. 

DR. ANSELL:  We agree absolutely.  

That is my point exactly, that this is not making 

decisions in the absence of data.  This is 

looking at a much richer data package.  My 

concern was simply that if we look at the 

carcinogenicity and say there is no 

carcinogenicity study, that's not really what we 

want to talk about; is there a concern and how do 

we conclude that there is no concern and I think 

we've seen through this morning that we can do 

that in a variety of ways even if there is no 

specific animal study.  So I think we're in 

agreement. 

DR. HILL:  I teach QSAR and the like at 



the graduate level.  I'm a medicinal chemist.  

There are situations where the complete data 

packet is more valuable than the information on 

that particular one alone.  This is not one of 

those situations.  That's my point.  Moreover, 

we have an agent that's administered 

intravenously on a routine basis for various and 

sundry purposes and I think there is plenty of 

other toxicology data out there to support the 

fact that this isn't going to be problematic and 

that we just need to drag that data in.  That was 

my feeling on this. 

DR. HUGHES:  Let me explain where this 

came across.  My name is Brian Hughes.  I'm with 

the Dow Chemical Company.  Probably where we did 

use surrogates to be able to explain this was 

cause of lack of reproductive developmental data 

in the HPD program.  That's where I think we used 

the surrogate.  Unfortunately we used the 

surrogate AMP which has some problems with it 

versus AEPD which is the propanediol.  If you 

take a look at the reproductive developmental 

studies you'll find out that we did that after we 

submitted the AEPD document and found out that the 



tris amino even at the limit dose doesn't have the 

problems AMP does and is more related to AEPD.  

That's where that read- across approach came in.  

The idea that the panel agrees if I can say that 

that tris amino can stand on the merits itself, 

we would agree to that. 

DR. MARKS:  I was looking at skin 

sensitization and I didn't see any animal nor 

human sensitization to trimethylamine and 

looking at AMPD and APD was reassured with that.  

It would have been nice to see an HRIPT on the 

trimethylamine but I didn't see any.  That's what 

I liked and thought was reassuring.  Ron Hill, I 

heard initially where you don't like this in this 

case at all and all of you felt that it could be 

safe on its own, that even with the skin you didn't 

have a problem. 

DR. SHANK:  Why do you feel that two 

analogs, AMPD and AEPD, are so unlike the 

ingredient? 

DR. HILL:  That extra hydroxyl group 

gives us a completely different character.  The 

only other commonality there is that primary 

amino group.  I suppose if you have reason to 



believe that there will be some sensitization -- I 

don't have a problem with keeping the data in, but 

I want to make sure that it's viewed in the proper 

context in the way it's discussed. 

DR. SHANK:  All three compounds are 1, 

3 propanediols.  All three compounds are two 

amino substitution.  I think there's quite a bit 

of structural similarity. 

DR. HILL:  I know Dan doesn't like when 

I use the word biohandling, but I know exactly 

what I mean by that and there is no reason to 

necessarily believe that the biohandling other 

than the primary amino group would be in common.  

Again I have no problem with leaving the data in, 

but I'd make sure that it's not overused because 

I don't think we need to.  Overextrapolated I 

guess is the word I should have used. 

DR. MARKS:  Is there a way you could 

suggest in your editing how you would like 

to -- was there anything (inaudible) 

specifically?  Obviously this is going out as a 

tentative so it seems to me that there wasn't an 

issue in terms of moving it on as a tentative 

report with a safe conclusion.  Is that correct?  



Then we could handle that issue of the 

read-across.  Of course we're doing that all the 

time, reading across, but if you want to, Ron 

Hill, make some specific editorial comments it 

might be helpful for the next edition.  Are there 

any other comments?  Rachel, do you feel 

comfortable now hearing the discussion that as 

Ron Shank mentioned, the structural similarity 

and Ron Hill is concerned about the biologic 

handling of that so there's some difference 

there.  Tom Slaga feels fine with the 

read- across.  Then the actual compound or 

ingredient that we're reviewing feels safety in 

that as is without the read- across. 

MS. WEINTRAUB:  At a minimum I think 

that type of analysis needs to be in the report.  

Whether or not I agree with it or not, I think the 

panel needs to justify why it's doing it and 

explain it thoroughly. 

DR. MARKS:  Lillian, you're going to 

capture that obviously. 

DR. SLAGA:  We do that in all the 

reports, read- across. 

DR. MARKS:  Yes.  Absolutely. 



DR. HILL:  I think Rachel's point, and 

I can't disagree, is why don't we have the 

sensitization data on this ingredient given the 

volume of use.  I'm always for more science. 

DR. MARKS:  Ron, I was willing to go 

with safe, but I can't imagine there isn't an 

HRIPT on one of these.  Was it 400 or something?  

I'll have to look.  What was the use?  How many 

ingredients or how many products was this used in? 

DR. GILL:  480 leave-on and 69 

rinse-off. 

DR. MARKS:  It's over 500.  It's hard 

to believe that there is not one HRIPT on any of 

those. 

DR. HILL:  On the other hand, because 

there's pharmaceutical use here and intravenous 

use, I couldn't dream up anything that would 

happen dermally that didn't show up in all of that 

so that's a lot of my comfort level. 

DR. MARKS:  Wilma? 

DR. BERGFELD:  I'd like to make a 

comment. 

DR. MARKS:  Was there one there that I 

missed? 



DR. ANSELL:  We simply note Lillian's 

comment to the panel where a patch test at 3.1 

percent was provided. 

DR. MARKS:  A patch test?  What page 

are you on? 

DR. ANSELL:  I have no idea.  I'm 

referencing Lillian's report to you guys of 

February 22.  This is in the report where it 

mentions a patch test on Panel Book page 13 with 

reference to 56. 

DR. MARKS:  What panel book? 

DR. ANSELL:  Panel Book page 13 is 

where I'm seeing it.  I'm searching for the word 

"patch" in the report.  Here's a patch test of 

dermatitis patients. 

DR. MARKS:  That's not an HRIPT.  I 

want a perspective.  At any rate, I don't think 

it would inhibit us from moving forward, but that 

was my comment that I would have liked to see at 

least one HRIPT.  I don't think it would cause me 

to say insufficient by any means, but it would be 

more robust.  Lillian, your comment? 

DR. BERGFELD:  I made a comment earlier 

about the document and the headings.  I'd like to 



draw your attention to this one in particular to 

the table of contents.  I understand there's been 

a movement from animal to human as a topic heading 

to nonhuman and human.  I understand that.  But 

what I don't understand under "Irritation and 

Sensitization," you have irritation and then 

right in the middle of that you have dermal human 

and those are all animal and others where I think 

you need to isolate the human away from the 

nonhuman.  It shouldn't be in the middle of two 

nonhuman studies or to follow it or have a 

separate heading as nonhuman and human.  That's 

at your table of contents under "Irritation and 

Sensitization." 

MS. BURNETT:  You'd want the dermal 

nonhuman and the intradermal nonhuman together 

and then the human? 

DR. BERGFELD:  I think you should 

cluster your nonhuman together and your human 

together.  You shouldn't be interspersing them. 

MS. BURNETT:  Our template had been 

whatever our test is, human/nonhuman, next test 

our data point, end point, human/nonhuman.  We 

can change that. 



DR. BERGFELD:  I'd like to hear 

comments from other people because it happened in 

multiple documents.  It wasn't just this one.  I 

like the heading under irritation to put in the 

nonhuman and human.  I like that.  But the fact 

that you intermix them was a little bit 

problematic. 

DR. MARKS:  Are there any other 

comments?  Rachel? 

MS. WEINTRAUB:  I had another comment 

and that's about footnote 52.  It seemed like 

there was very little detail on the study.  It 

just said Syrian hamsters.  It didn't say how 

many.  It seemed like it was a much less-detailed 

study than we normally have and I wanted to get 

the panel's interpretation about whether that was 

sufficient.  It's on page 5 of the report, page 

14 PDF. 

DR. HILL:  This is reference 52? 

MS. WEINTRAUB:  Yes, footnote 52. 

DR. HILL:  It's because the focus of 

the study was not on trimethylamine but, rather, 

benzo[a]pyrene. 

MS. WEINTRAUB:  Yes, I noticed that. 



DR. HILL:  That isn't informative to 

the lack of carcinogenicity of this compound that 

I think we probably have.  Did we capture the 

wrong piece of data here? 

DR. MARKS:  What do you want to do with 

that, Ron?  Do you want to leave that study out?  

Do you think it should stay in? 

DR. HILL:  What does Ron Shank think?  

Tom, what do you think? 

DR. SHANK:  This was in the control.  

Right?  Tromethamine.  So it's valid.  Then we 

have some genotoxicity data at least in a 

bacterial assay not (inaudible) and the APD was 

not (inaudible).  I have no concern over the 

carcinogenicity. 

DR. SLAGA:  I don't have any concern 

either. 

DR. MARKS:  Does that answer your 

question, Rachael? 

DR. ANDERSEN:  I think in fairness, the 

fact that that's a vehicle control arm could be 

added to the sentence to clarify just what it is 

we're dealing with here and that would make a lot 

more sense. 



DR. MARKS:  Thank you, Alan.  Are 

there any other comments?  Tomorrow I will be 

moving the tromethamine on to a tentative report 

with a conclusion of safe.  Then a lot of our 

discussion, Lillian, will be captured in that.  

We're going to skip HC Orange and HC Yellow since 

Lillian is going over to the other team. 

DR. ANSELL:  Why don't we continue to 

do those? 

DR. MARKS:  Shall we continue?  Next 

will be HC Orange No. 1.  This is a re-review.  

Who is going to sub for Lillian?  Alan, you will.  

In 1998 a safety assessment of HC Orange No. 1 was 

published with a safe as used up to 3 percent 

conclusion.  We received some new data. 

DR. ANSELL:  The requisite European 

position. 

DR. MARKS:  The uses of 

decreased -- the maximum use concentration has 

gone up to.55 percent but still significantly 

obviously below the 3 percent which the panel had 

concluded was safe.  The Scientific Committee on 

Consumer Safety report is noted.  Is there any 

reason to reopen this safety assessment? 



DR. SHANK:  No. 

DR. SLAGA:  No. 

DR. BERGFELD:  No. 

DR. MARKS:  Ron Hill?  I agree to no.  

I assume Ron Hill says no also.  You can add 

anything in the discussion for the re-review 

which should be mentioned specifically. 

DR. HILL:  Hold on one second.  I'm 

trying to find the spot in the SCCP.  I'm looking 

at the original report.  I had some difficulty in 

some cases figuring out what doses were involved 

or in some other cases what concentrations.  

There were a couple of places where it said dose 

and we didn't have dose.  I was looking at a 

couple of statements in the SCCP report and one 

of them at page 21 says, "Concentration of HC 

Orange No. 1 was only.15 percent.  No conclusion 

with regard to carcinogenicity could be made from 

the study," and there was something similar on 

page 23 apparently.  They had a similar statement 

on page 23 from the SCCP.  I think it's relying 

on the same data that was in the original report.  

To me it looked like much as it would be 

(inaudible) to be open and look at a few of these 



issues.  My comfort level compared with the 

yellow wasn't as high in the orange probably 

because of some of the issues that were raised in 

this European study, but that was just my take on 

it.  I've spent more time on this than I'm sure 

I should have.  If these guys don't see any 

difficulties then neither do I. 

DR. MARKS:  Back to is there anything 

in the re- review summary which specifically 

should be commented about?  No.  So we don't have 

any editorial comments?  There's not going to be 

much of a re-review summary then. 

MS. WEINTRAUB:  I have one question 

about whether the fact that the concentration of 

use is increased but still below. 

DR. MARKS:  It's still well below.  It 

was approved in 1998 up to and including 3 percent 

and it increased to.055 so that it's still within. 

MS. WEINTRAUB:  So that that should be 

included probably. 

DR. MARKS:  Yes, that could be.  I 

think it normally is.  We remark as to the use of 

concentration.  Use has gone down and 

concentration has gone up and it be commented that 



it's still within the limits of safety. 

DR. ANSELL:  Precisely it's not clear 

that the concentration of use went up.  A full 

survey was not conducted for the original study.  

A single company reported one number. 

MS. WEINTRAUB:  That's the information 

we have. 

DR. ANSELL:  I agree, but our comments 

suggest that it's correct to say one company 

reported it.  It's not correct that that's an 

indication of a trend, rather, the current survey 

is at half of what the SCCS approves and a sixth 

of what you guys thought was okay. 

DR. MARKS:  So noted.  HC Orange No. 1 

will not be reopened and the re-review summary as 

per our discussion mainly about concentration of 

use.  Next is HC Yellow No. 4.  This is also a 

re-review.  In 1998 it was concluded to be safe 

as used.  Most of the new data that was 

unpublished was from the Science Committee on 

Consumer Safety report which talked about 

sensitization, secondary amines and prone to 

nitrosation.  We have new data, an HRIPT, which 

is fine at 3 percent.  We also have local lymph 



node guinea pig maximization.  All that was 

reassuring.  Tom or Rons, do you have any 

concerns?  I heard you say, Ron Hill, earlier 

that HCL No. 4 should not be reopened. 

DR. HILL:  Yes, with a couple of 

provisos on information gaps.  One was I didn't 

get any sense from this that we knew that there 

was any current use in either oxidative or mixed 

oxidative/nonoxidative, because if it's used in 

oxidative then there is no chemistry capture 

about that. 

DR. MARKS:  As to the nitrosation 

issue, do we need to reopen it for that or put in 

a boilerplate, Rons, Tom? 

DR. SHANK:  No. 

DR. MARKS:  No reopen.  Tom?  Not 

reopen? 

DR. SLAGA:  No. 

DR. MARKS:  In this re-review summary 

do we want to address that or not?  Yes? 

DR. SLAGA:  Yes. 

DR. MARKS:  What things should we 

address in this case since there have been some 

issues raised by the Scientific Committee on 



Consumer Safety? 

DR. SLAGA:  In the summary we could 

talk about nitrosation and talk about 

reproductive toxicity at high doses.  That 

should be part of that summary. 

DR. MARKS:  When you say talk about it, 

Tom, specifically use the boilerplate in it?  It 

wasn't addressed in the original safety 

assessment. 

DR. SLAGA:  Can't we put it in that 

summary and discussion part of it? 

DR. MARKS:  Right.  Just do the 

boilerplate and that should take care of it? 

DR. SLAGA:  Yes, and then I think we 

should discuss a little bit about the high 

reproductive and developmental toxicity at very 

high doses which was beyond doses in cosmetics. 

DR. MARKS:  Very little of it is 

absorbed.  Then the others, the sensitization 

potential from the Scientific Committee on 

Consumer Safety report, I address that with all 

the studies we have now speaking of its safety.  

I think in this the editorial comments will be 

more robust and significant in the re-review 



summary but do not reopen. 

DR. HILL:  I'll retract an earlier 

statement because I forgot that there was a study 

done that indicates that exposure to hydrogen 

peroxide didn't result in any loss of HC Yellow 

No. 4 under conditions of use so that it's stable 

to oxidated conditions is what it's saying. 

DR. MARKS:  Are there any other 

comments? 

DR. ANDERSEN:  I guess from a chemistry 

perspective why isn't Europe right regarding 

nitrosation? 

DR. SHANK:  I don't have the European.  

I can't find it quickly, but it is a nitrosatable 

secondary amine. 

DR. ANDERSEN:  Under those 

circumstances, we normally say don't use it where 

N-nitroso compounds may be formed or whatever our 

current incarnation of that is.  Why wouldn't we 

repeat that here? 

DR. BERGFELD:  I thought we said we 

would in the boilerplate. 

DR. ANDERSEN:  We will in the summary, 

but you don't reopen it. 



DR. ANSELL:  Understood. 

DR. ANDERSEN:  I'm sorry. 

DR. MARKS:  There will be three 

editorial comments, ones on that issue and using 

the boilerplate to address the formation of nitra 

compounds.  Two is the reproductive and 

developmental toxicity at high doses but very 

little of this absorbed will again be in the 

summary.  Then the third thing is the 

sensitization issue which we have good studies to 

say that's not an issue.  Are there any other 

comments? 

DR. ANDERSEN:  Thank you. 

DR. MARKS:  You're welcome.  Next is 

alkyl esters.  We have an amended safety 

assessment of alkyl esters.  This is the draft 

final amended report.  At the December meeting we 

had a conclusion of safe.  As you recall, there 

were 238 ingredients so that we're at the point 

of issuing a final amended safety assessment 

that's safe as used when formulated to be 

nonirritating.  Are there any comments? 

DR. HILL:  This is the whole iso thing.  

I was trying to figure out why, and Halyna is not 



here to defend, but we have this discussion once 

before about iso and the fact that in most cases 

we didn't know what it meant even if there was a 

structure in the chemical dictionary.  Now 

suddenly there's an assertion that if that's the 

structure given in the chemical dictionary along 

with a name that we know in fact that that's the 

exact structure and that's the only thing in 

there, whereas before when we had this discussion 

I remember that we couldn't be assured that it was 

100 percent that particular iso, that in general 

these isos were mixtures of isos and so I thought 

except for the places where there were obvious 

errors, and I apologize for not catching this 

myself, that we in fact in general did not know 

what the exact chemical identities of the 

materials were that were done in toxicology 

testing because in general that would vary and 

that we had to take that into account in such 

assessments.  Now suddenly in the memo, and I say 

Halyna is not here to discuss this, so maybe she 

needs to be to further discuss it, but now 

suddenly we seem to be clear back on the opposite 

side of the fence from where I thought we started 



a couple of years ago I think or 3 years ago maybe.  

I want to say it was right after Bart joined that 

we had this whole protracted discussion of the 

nature of iso and what structures should appear 

in our reports versus structures appearing in the 

dictionary, et cetera.  We must have spent a 

couple of hours on that discussion at some point. 

DR. MARKS:  Does that change in your 

mind, Ron, coming to a conclusion of safe when 

formulated to be not irritating for these 238 

ingredients? 

DR. HILL:  No, it didn't.  I noticed 

this sort of at the end of the day when I was 

looking through loose ends and trying to figure 

out what you did or didn't do and ultimately in 

the report to respond or not respond to the 

comments in here, but I thought everything was 

fine and all was well and then I ran across this 

and went wait a minute.  So did we change 

structures in the report based on not yet?  

Because like I say, as I remember, at one point 

in time we did certain exact structures in there 

in some cases reflective of what was in the 

dictionary and then when we had the protracted 



discussion we said in fact we're really not 

assured except when there is one specific 

chemical name given and the identity is that CAS 

number, that particular compound, then in general 

we're looking at mixtures. 

DR. HELDRETH:  That's why we tried to 

insert in those cases where it was ambiguous to 

put one example of an iso. 

DR. HILL:  And it seemed that you were 

now being, I don't want to say picked on, that's 

not right word, but now you're being taken to task 

about that and in some cases obviously there were 

just some errors that were missed and I shouldn't 

have missed them.  But in other cases I'm not so 

sure and I wanted to make sure before changes were 

made wholesale based on what was there that we in 

fact get the right information in the report, and 

that may not be easy in some cases.  Historically 

when you had a mixture of iso it was probably 

pretty difficult to tell what was in there and now 

when we have GCMS at the capabilities we now have 

we would know but the problem is if we're relying 

on old toxicology data we probably did not know.  

I can well appreciate when you do these 



separations to prepare the ingredients that you 

probably wouldn't separate them based on 

similarities and properties.  On a safety level 

I'm not concerned.  I want to make sure.  This is 

really more about what goes in the report because 

it needs to be hammered out and it might need to 

be hammered out in consultation with industry.  I 

was grappling all along with the dearth of 

understanding, but because we have such a big 

group with a variety of branchings and so forth, 

this is a case where read-across works because we 

have such a big body of data.  In fact, where we 

weren't sure, we pulled that ingredient out.  

That was the ethylhexanoate. 

DR. MARKS:  In terms of moving, you 

feel that we can issue a final amended report with 

a safe conclusion not irritating? 

DR. HILL:  Yes, sir. 

DR. MARKS:  Is there anything you can 

say?  We're not going to delay it in 

consultation. 

DR. HILL:  We have no reason to delay 

it.  I think it's to make sure that in 

consultation with the SCCP and anybody else who's 



interested that we get what's in the report 

accurately captured on what we know and what we 

don't know. 

DR. MARKS:  This report has gone out 

for public comment and what we see now is after.  

This is a final.  It doesn't go out for more 

consultation at this point. 

DR. HILL:  Okay. 

DR. MARKS:  Are there any comments, Ron 

or Tom?  Are there any other comments? 

MS. FIUME:  Dr. Breslawec proposed 

removing isopropyl sorbate from the report 

because it is only used as a preservative and 

therefore has a different function, that we 

should propose that to the other team, so I wanted 

you to be aware of that proposal and whether or 

not you agree with it. 

DR. MARKS:  I assume the other team 

will make that motion.  I'm not sure that's an 

editorial comment or not, to remove an 

ingredient.  I don't understand.  If it has a 

different use it's still an ingredient and we felt 

that it was safe. 

DR. SLAGA:  We have a number of reports 



that it will an outlier of some different usage. 

DR. MARKS:  Was she concerned as a 

preservative?  Do you know, Jay? 

DR. ANSELL:  I suggest we add this to 

the discussion tomorrow. 

DR. MARKS:  We're not going to bring it 

up since there's hearsay what we have in this 

room.  I'm not the one who's making the motion, 

so we'll see how this runs tomorrow.  It might not 

be quite as quick as we thought.  It is 5 of noon.  

Do you want to adjourn now and then we'll go ahead 

and resume with the alkyl ethylhexanoates after 

lunch?  Let's go to lunch until 1 o'clock. 

(Recess) 

DR. MARKS:  Okay.  Wilma.  Where's 

Wilma? 

SPEAKER:  I think she ran away. 

DR. MARKS:  So, I don't think there's 

going to be much controversy on this next 

ingredient, so why don't we just go ahead and 

start. 

So we have the alkyl ethylhexanoates, 

and the amended safety assessment was attached, 

and we have a draft final amended report with a 



conclusion that it's safe in the present 

practices and use of concentration when 

formulated to be non-irritating.  You remember 

there were some issues in the past about 

reproductive risk with 2 ethylhexanoate acid as 

a possible metabolyte, but that's been addressed 

in the discussion.  Ron and Rons, are you happy 

with that? 

So, let me see.  Tomorrow I will be 

making the motion, and I would move that these 

ingredients be safe with a conclusion that the 

final report issued with a safe, non- irritating 

conclusion.  Is that -- okay.  Discussion?  

None. 

So, Wilma, we just concluded with the 

alkyl ethylhexanoates, and we're going to move 

forward with a safe conclusion.  And really, no 

discussion.  So, Monice, thanks.  The report is 

really well done.  Yeah. 

DR. ANDERSEN:  Jim, I just wanted to 

add a thank you to Ron Shank who first really 

pushed that, you know, maybe we'd be better off 

if we separated this group out from the overall 

alkyl esters.  It just has made it so much easier 



to focus on the relevant question.  So, normally 

I'm not sure I like splitting things apart but 

this was nicely done. 

DR. MARKS:  Thanks, Ron.  Okay.  Next 

ingredient is talc.  And so, we have a memo from 

Monice this is the draft safety assessment.  In 

December, the panel issued a tentative safety 

assessment with the conclusion, safe as used.  Is 

there any reason to alter that conclusion?  There 

were some questions about talc impurities, 

specifically with asbestos.  I think that's been 

answered.  So, comments?  Tom and Rons?  

Proceed with safe as used and issue a final 

report? 

Yes, okay. 

DR. SHANK:  Yes. 

DR. HILL:  Yes. 

DR. SLAGA:  Yes. 

DR. MARKS:  Okay.  Any comments? 

DR. SHANK:  I have a comment on the 

discussion.  So, let's see.  That would be Page 

26 in the Word document, Page 42 in the PDF 

document, Page 24 in the report paging. 

DR. MARKS:  And could you also give 



that to us in Chinese, please?  (Laughter)  The 

page and which way do we read it. 

DR. SHANK:  So, the paragraph that 

begins, the panel requested that industry submit 

additional information.  And we have that 

information, so I think that whole paragraph 

needs to be modified.  I think that's a leftover 

from older versions, perhaps.  Unless I'm wrong, 

but I think -- I thought we had enough of that 

information given to -- pardon me -- given to us. 

That's the only significant edit thing 

I had recommended. 

DR. MARKS:  And do we need to mention 

that tomorrow or is that just something Monice can 

take care of? 

DR. SHANK:  I think that's editorial, 

so. 

DR. MARKS:  Right, okay.  Any other 

comments?  If not, let's move on to boron 

nitride. 

DR. BRECSLAWIC:  I'm sorry.  I have a 

question on talc. 

DR. MARKS:  Oh. 

DR. BRECSLAWIC:  We suggested that --  



COURT REPORTER:  Use the mic, please. 

DR. BRECSLAWIC:  We suggested some 

alternative language on the epidermal barrier.  

Talc should not be used on skin where the 

epidermal barrier is removed or on skin that has 

a greater than first-degree burn, rather than 

first-degree or beyond or something along those 

lines.  So, that's a wording change for. 

DR. MARKS:  Yeah, that was in the Wave 

2 document, thank you.  Did everybody review 

that?  I was fine with that wording and I --  

DR. ANDERSEN:  Can we hear that again, 

Helene? 

DR. MARKS:  -- thought that's 

editorial. 

DR. BRECSLAWIC:  Yes.  Talc should not 

be used on skin where the epidermal barrier is 

removed or on skin that has greater than 

first-degree burn. 

DR. SHANK:  Isn't that over? 

DR. ANDERSEN:  It's an editing, Ron. 

DR. BRECSLAWIC:  It's an editing, 

yeah.  I think initially it said when the 

epidermal barrier was absent and this we felt was 



more accurate. 

DR. MARKS:  Or compromised.  It wasn't 

as specific. 

DR. ANSELL:  The final panel warned 

that talc should not be used on skin where the 

epidermal barrier is removed or on skin that has 

first-degree or greater. 

DR. BRECSLAWIC:  Right. 

DR. ANSELL:  I think the focus should 

be on that greater-than -- right.  Because 

first-degree the epidermis is not compromised. 

DR. BRECSLAWIC:  Right. 

DR. MARKS:  And then in your memo that 

Wave 2, were there other issues?  Now that you 

make me look at the Wave 2 I think your memo said 

something about just the change in the wording 

that would suggest other issues.  Were there 

other issues specifically? 

MS. FIUME:  There were three sets of 

comments submitted and it was just how you felt 

about any of those comments and you agreed with 

them or not. 

DR. MARKS:  Rachel. 

MS. WEINTRAUB:  One of those sets of 



comments in Wave 2 talked about the American 

Academy of Pediatrics position on talc, and 

in -- I'm not sure if that's going to be relied 

upon in any way, but I don't think it should be.  

I think if we want to truly find out where MR. 

ANDERSON:  P is on this issue we should speak with 

them and find out what their position is and not 

rely on another party. 

So, if I was reading this -- the Wave 

2 on Saturday night, so I couldn't reach out to 

them.  I work with them on a number of issues, so 

I'm happy to reach out to them to find out if they 

do, in fact, have a position. 

DR. MARKS:  I don't think it's going to 

change our safety assessment, is it?  Rons and 

Tom.  I mean, we still feel it's going to be safe. 

DR. SHANK:  Yes. 

DR. MARKS:  Okay.  Any other comments?  

So, editorial changes, final report is safe. 

Okay, next is boron nitride.  And this 

is the first time we've seen this document.  Let 

me see here.  So, we don't have a lot of 

ingredients in this report.  We don't have a lot 

of systemic toxicity data.  It's insoluble in 



water and acids and probably won't penetrate the 

skin.  The skin tox, to me, looked okay.  So, 

Rons and Tom, what did you feel?  And then, Wilma, 

you had your question. 

DR. BERGFIELD:  I just wanted to ask a 

chemist one question. 

COURT REPORTER:  Use the mic. 

DR. BERGFIELD:  Yeah, it's on there.  

The question I had was whether -- how stable this 

molecule was.  Can it disassociate?  Because 

it's stable and insoluble I think it's fine.  But 

if there's any disassociation it may be another 

problem. 

DR. HILL:  From what I know, it's 

exceedingly stable. 

DR. SLAGA:  It's very much like 

graphite.   

DR. SHANK:  Yeah, and there are data 

where it was injected intravenously at 1 

milligram per kilogram and no toxic response.  

So, I think it's safe as used. 

DR. SLAGA:  I agree, safe as used. 

DR. MARKS:  Okay. 

MS. FIUME:  Can I ask a question?  



Something I sort of posed maybe in the 

introduction.  These intravenous injections are 

of the nanotubes, which I don't think is actually 

the cosmetic version or cosmetic form of the 

ingredient.  So the information was included 

because I could not find any other information, 

so I sort of need guidance as to whether or not 

that information is acceptable in the report and 

it's useful. 

DR. SHANK:  I think it is because it 

relates to the stability of the compound, even 

though the physical form is different.  So, I 

would leave that in. 

DR. MARKS:  And then Ron Shank, that's 

how you're going to address all these data needs 

as far as systemic? 

DR. SHANK:  Well, the main thing is 

insoluble polymer.  So, it's penetration of this 

epidermis is quite unlikely.  But even if there 

were a small amount, the intravenous injection of 

boron nitride, even though it was the nanotube 

form, produced no toxic response. 

DR. MARKS:  So that'll be obviously 

captured in the discussion.  Yeah. 



Any other --  

DR. BRECSLAWIC:  Dr. Marks, I wanted to 

point out that the nano form is not used as a 

cosmetic ingredient. 

DR. MARKS:  Okay. 

DR. HILL:  So what my comment on here 

was, in contrast to his, was I wrote, if there are 

no known cosmetic uses or ingredients having this 

form then we should remove the info.  The 

nanoforms put us into a separate safety 

assessment regime, than do the micrometers scale 

forms.  But I can go either way.  I just thought 

if there was something that came up, I mean, 

we'd -- if you include it in here then we need 

inhalation data.  Do we have that?  You know, 

that kind of deal. 

But it's not used in a way that that's 

relevant anyway, correct? 

DR. SHANK:  Okay.  You would think 

that if any form -- physical form was more toxic 

than any other, the nanotubes would be more toxic 

and there was no toxicity, even with nanotubes.  

So, that gives me more confidence for the cosmetic 

uses. 



DR. HILL:  I can't disagree with that. 

DR. MARKS:  Okay.  So, yes.  Rachel. 

MS. WEINTRAUB:  For this ingredient, I 

don't mean to go into it, but I had a long list 

of absence of data.  So, you know, I think the 

panel should make sure that it's -- the lack of 

data is addressed adequately in this report. 

DR. MARKS:  Yeah, that's what I was 

asking Ron.  So, in the discussion the lack of 

penetration of skin, the safety with the nano form 

IV, all those speak to even though there are, say, 

data gaps in terms of the specifics, we're not 

worried about the toxicity based on that. 

DR. HILL:  And I think the big thing is 

that really complete lack of chemical reactivity 

and biological systems.  So that's -- I mean, 

that doesn't mean that you can't have certain 

kinds of toxicology that don't rely on 

reactivity, but that's --  

DR. MARKS:  Okay, so --  

DR. ANSELL:  We would just like to make 

a point that I fully support what the Rons said, 

except for the part of assuming that because of 

its nano form it must be the most toxic of all the 



forms. 

DR. SHANK:  I didn't say it must be, but 

I said if any form were more toxic than any others, 

I would think it might be the nanoform. 

DR. BRECSLAWIC:  In this case? 

DR. SHANK:  Yes. 

DR. HILL:  In this particular case.  

Yes. 

DR. MARKS:  Okay.  So --  

DR. HILL:  Is that the qualification 

you were looking for. 

SPEAKER:  Yes, thank you. 

DR. MARKS:  So, tomorrow presumably 

I'll be seconding a motion that a draft tentative 

report be issued with a conclusion that boron 

nitride is safe as used.  Any other comments?  

And I think we've, Monice, given you plenty in the 

discussion.  We'll see how much of that are in our 

either Word or PDF files for you to get 

electronically.  Okay. 

Nitrocellulose.  This is the first 

time we've seen this ingredient.  So, 

nitrocellulose and collodion as used in 

cosmetics.  We have a draft report.  You're now 



our lexicon to sort out the naming of this, 

Monice.  You spent some time there discussing 

that. 

But at any rate, they didn't -- you 

didn't include flexible collodion because that 

has camphor and castor oil in it, so that's why 

that was left out, the flexible collodion.  So, 

it's nitrocellulose and collodion. 

Needs?  I see Ron Hill shaking his 

head.  Most of you.  So, go ahead, Ron.  What 

needs did you have?  Or Ron Shank, or Tom? 

DR. HILL:  The list I had was the 

stability of nitrocellulose in collodion, 

decomposition from either heat or UV, and either 

the method of manufacturing an info for collodion 

or impurity information, one or the other.  We 

have neither. 

DR. MARKS:  Would you repeat those 

again? 

DR. HILL:  Stability of nitrocellulose 

in collodion, specifically.  Decomposition from 

heat or UV, and method of manufacture for 

collodion or impurity information, one or the 

other. 



DR. MARKS:  And then decomposition is 

of both nitrocellulose and collodion or just 

nitrocellulose? 

DR. HILL:  I didn't think it mattered, 

really, in this particular case.  So, 

nitrocellulose, let us say. 

DR. MARKS:  With heat. 

DR. HILL:  But when I say stability of 

nitrocellulose in collodion, effectively that 

would also potentially go out and look at the same 

information, other than the UV. 

DR. MARKS:  Okay.  Ron?  Ron Shank?  

So mostly you're talking about 

manufacturing -- I'm not sure I'd say impurities, 

but it's really what's happening to the chemistry 

of these compounds. 

DR. HILL:  Well, an impurities 

assessment would capture the same kind of 

information we'd be looking at from the method of 

manufacture. 

DR. MARKS:  Right. 

DR. HILL:  Because I am thinking the 

method of manufacture will not be forthcoming, or 

I'd be -- I could be wrong, but. 



DR. MARKS:  Yeah, I had impurities as 

a need here, but did you want to use the category 

just under that heading, impurities, and see what 

we get out of that?  Our you would like to 

be -- obviously you have very specific needs. 

DR. HILL:  No, just normal survey for 

impurities.  That material in particular. 

DR. MARKS:  Ron Shank? 

DR. SHANK:  My feeling was that we 

could drop collodion because it didn't seem to be 

used.  Reading this again it sounds like maybe it 

could be used.  So, I would remove collodion from 

the title and mention in the discussion that if 

collodion were used it didn't present 

toxicological concerns.  But if you think it's 

going to decompose in that mixture, then that's 

a separate issue. 

But I thought for nitrocellulose it was 

safe as used. 

DR. HILL:  Right.  I mean, 

decomposition is one, but I asked that 

separately.  The other was, impurities.  

Certain impurities that could potentially result 

from the production, is what I was thinking, in 



that case, uniquely, as opposed to nitrocellulose 

in general, where I don't have that same concern. 

DR. SLAGA:  Safe as used. 

DR. SHANK:  Is -- collodion is just a 

solution of nitrocellulose, is it not?  It's not 

manufactured separately?  Nitrocellulose is the 

same. 

DR. MARKS:  Right.  And ether and 

ethanol, is that right? 

DR. HILL:  It wasn't clear to me that 

it was made, because we don't know.  It wasn't 

clear to me that it was made simply by dissolving 

nitrocellulose in that particular mixture.  That 

perhaps there's a reason it is in that mixture, 

and it might be produced as the mixtures -- that's 

what I was driving at. 

DR. MARKS:  So, I had impurities as a 

need, also.  Did you want to proceed with 

insufficient data notice and get the impurities? 

DR. HILL:  The three things that I 

listed, to me, were all insufficiency. 

DR. MARKS:  And if --  

DR. HILL:  The reason I was interested 

in the decomposition from heat or UV was because 



of the hair uses.  So I'm thinking in terms of a 

curling iron, and because of the things that are 

listed as potential things that might form, 

although we don't have exact information upon 

thermal decomposition.  I doubt that there's 

significant UV decomposition but it'd be nice to 

know for sure. 

DR. BRECSLAWIC:  We're not aware of any 

hair use. 

DR. HILL:  No? 

DR. BRECSLAWIC:  Nope. 

DR. MARKS:  It was nail. 

DR. BRECSLAWIC:  It was just nails. 

DR. HILL:  I know I remember that, and 

I just --  

DR. MARKS:  And I'm not sure. 

DR. HILL:  Let me think about this. 

DR. MARKS:  Okay, we'll let you --  

DR. HILL:  Because I remember 

considering that, and there was some reason I 

still came back and said. 

DR. MARKS:  So, Ron and Tom, do you 

still -- if you didn't have the impurities would 

you be concerned?  I mean, we would put the 



pesticide presumably boilerplate since it comes 

from wood.  I was actually -- and presumably the 

metals, because this is a natural product. 

DR. SLAGA:  No. 

DR. ANSELL:  I mean, it starts from a 

natural resource but by the time it's treated 

and -- you know, it's --  

DR. MARKS:  So there wouldn't be 

concern? 

DR. ANSELL:  It's used on fingernail 

polish, and I'm not sure, you know -- we're happy 

to iterate the manufacturing in greater detail 

than we provide here, but I'm not sure what 

impurities we'd be worried about.  It's pretty 

far from -- there isn't -- we understand it's 

related to gun cotton, but --  

DR. SLAGA:  Safe as used. 

DR. BERGFIELD:  I'd like to ask a 

question. 

DR. MARKS:  Wilma. 

DR. BERGFIELD:  Its chemistry, it's 

also noticeably yellow.  And what do we have on 

photosensitivity or phototox reactions in nails?  

And is that a concern or is it always a mixture 



with color that would mask that? 

DR. ANSELL:  Well, we do have 32 

percent aqueous solutions being the primary skin 

irritants or ocular irritants.  But we do point 

again to the nail polish part. 

DR. BERGFIELD:  Assuming there's color 

in it. 

DR. ANSELL:  Yes. 

DR. BERGFIELD:  There's added color?  

Well, I think if we agree that this is safe that 

we ought to discuss that in our discussion. 

We have some growing increase in nail 

bed cancers. 

DR. SLAGA:  You know, this 

review -- nitrocellulose was not toxic in the 

two-year dietary study in three different 

species.  Which you know, you wouldn't worry 

about anything.  I mean, it's -- and it was used 

at a fairly high amount. 

DR. BERGFIELD:  It's the UV. 

DR. HILL:  Well, collodion wasn't 

studied that way.  That's why I kept my -- and by 

the way, I will retract my request for 

decomposition from heat or UV.  There's no reason 



to need that, but stability in collodion and 

something about impurities in collodion is still 

out there. 

DR. MARKS:  Tom and Ron?  You didn't 

seem to be concerned what -- that there was no 

impurities mentioned in this.  So you wouldn't 

hold it up with method.  Actually, there is 

method of manufacture, it's just maybe not as 

robust as you would like to see. 

DR. HILL:  Not from collodion.  

There's nothing for collodion. 

DR. MARKS:  Well, of course as Ron 

said, collodion is basically nitrocellulose, 

presumably. 

DR. HILL:  If it is made by taking the 

nitrocellulose produced by the other methods and 

dissolving it in that, then, yes.  I bet that it 

is not, but I'm not sure. 

DR. MARKS:  Mark.    

DR. HILL:  I think another perspective 

looking at collodion is this is an old INCI name.  

If we gave this an INCI name now it wouldn't get 

the collodion name.  This would get a trade name 

mixture of nitrocellulose in the solvents.  So I 



think one way to look at collodion is to look at 

this as a pre-formulation material.  The 

formulators are going to be adding to a 

formulation.  Maybe they'll take nitrocellulose 

and add the ether, and add the other solvent into 

a formulation.  And again, we're talking about 

the same thing here. 

DR. HILL:  I don't know if we are 

because the point is, if it's manufactured in such 

a way that the result of the manufacturing process 

is this solution -- in other words, the reaction 

chemistry is done in these solvents or something 

that eventually ends up as these solvents without 

ever isolating a solid -- now, you can't do 

nitration and those solvents, obviously.  But 

what I'm saying is, if it's never isolated as a 

solid, if at some point -- I'm presuming aqueous. 

The reason is, it's possible that you 

actually could do it in an inorganic solvent if 

you use acyl nitrate, which is a nitrate in 

condition.  And that may be the way it's made, in 

which case you've never actually isolated 

nitrocellulose. 

DR. MARKS:  So, we could resolve that 



by what Ron Shank recommended early on, is just 

limit it to nitrocellulose and then deal with 

collodion in the discussion and have that as a 

second ingredient.  Then if it were being used, 

it would be used in a method that's in a 

safety -- as in this document.  Does that sound 

like a reasonably solution for you, Ron Hill? 

Because I don't think there's any 

question of nitrocellulose, we all feel very 

comfortable --  

DR. HILL:  No, there isn't. 

DR. MARKS:  -- with that. 

DR. HILL:  There isn't.  But I would 

think that we could get enough about the method 

of manufacture to know on collodion if this is a 

widely-marketed material. 

DR. MARKS:  IT still wouldn't be a 

problem in terms of, again, also using what you 

commented to title this nitrocellulose.  And if 

we get more method of manufacture with collodion 

and so on, we could obviously -- we may not even 

have a caveat in the discussion. 

DR. HILL:  I agree. 

DR. MARKS:  Okay, so as in the agenda 



tomorrow what I will move is that we move forward 

with a safe conclusion but it's going to be just 

for nitrocellulose.  We will include collodion 

and have the usual asterisk if it's being used, 

and that will go out as a tentative report.  

Correct, Monice? 

MS. FIUME:  Yes. 

DR. MARKS:  And --  

DR. BERGFIELD:  Could I ask a question?  

Ingredients are listed in the title.  Even if 

they're not used.  It's just, there're asterisks 

in the conclusion about use and not use. 

DR. MARKS:  I think we have large 

groups in the title and then we might have like 

258 ingredients, in some. 

DR. SHANK:  Well, the ingredient 

really is nitrocellulose. 

DR. MARKS:  Yes. 

DR. SHANK:  The fact that it can be 

added to a product in solution doesn't deserve 

title mention. 

DR. BERGFIELD:  Okay. 

DR. ANDERSEN:  I think, Jim, one of the 

possibilities would be to -- for the actual 



document that goes out, to shape it the way you 

described.  But in addition, in the post-meeting 

announcement if there is interest in formally 

including collodion in the safety assessment, 

then the panel would very much like to receive 

manufacturing data or confirmation that the 

ingredient actually is just nitrocellulose in a 

solvent and not from some alternate method of 

manufacture. 

DR. MARKS:  Yeah, I -- very 

well-stated, Alan.  Capture that -- Monice will 

capture that. 

DR. HILL:  I'm happy with that 

approach. 

DR. MARKS:  Good.  This is just -- not 

to raise another issue, but does it make any 

difference what wood -- do we know the source of 

wood?  There are hundreds of different woods.  

And that sounds sort of crazy, but if it were a 

tropical wood, there are a number of sensitizers 

in tropical woods.  I'm sure if it was from pine, 

that's a rare sensitizer. 

DR. ANSELL:  On the whole with these 

highly- processed wood products once you get 



through the nitration and the cleaning up --  

DR. MARKS:  Right. 

DR. ANSELL:  -- there isn't a lot left 

over.  The microcelluloses, the hydroxyethyl 

celluloses. 

DR. MARKS:  Okay.  And then the -- what 

is a nail sticker?  I know what the nail --  

DR. BRECSLAWIC:  Can you give me where 

that's (inaudible) -- it came from the cosmetic 

use.  The clarification of what the 41 percent 

is? 

MS. FIUME:  A nail sticker?  We will 

try to provide an answer to that. 

DR. BRECSLAWIC:  If my nieces are any 

indication, they're little applique that you put 

on the nail.  It's made of nail polish. 

DR. MARKS:  Okay, so that's all 

pre-dried solid rather than being a, say, liquid 

that's coated.  That makes sense. 

SPEAKER:  Are they shapes or? 

DR. MARKS:  Okay.  Thank you, Tom.  

Did you get that?  A nail sticker is a pre-formed 

sort of nail covering which is pasted on the nail 

plate.  Did I get that right?  Yeah, okay.   



Okay, the next ingredient on my agenda 

is in the Admin Buff Book.  It's 

methylisothiazolinone, or MIT.  And the last 

time we discussed this, the MIT alumni took over 

the discussion.  I must recluse myself, since --  

DR. SHANK:  I object to that acronym. 

DR. MARKS:  Yes. 

DR. SHANK:  The Europeans use MI, but 

CIR staff insists on this MIT.  I just register 

that I object to that acronym. 

DR. MARKS:  Well, the three of you can 

have a powwow as who is going to lead it, but I 

must recluse myself since for a number of years 

I ran a meeting in Hershey which Roman Hawes who 

is now a part of Dow -- and I'm not exactly sure 

if it's a subsidiary or whatever -- but any rate, 

got financial support to run that meeting.  And 

actually, when the original ICMI was brought up 

to the panel I testified, came down and testified 

on that.  So, I am going to recluse myself at this 

point and, Ron, as I remember, you led the 

discussion before. 

It's pretty easy today.  Do you re-open 

or not re- open? 



DR. SHANK:  I think we have to re-open 

it in order to consider the sensitization issue. 

DR. SLAGA:  I agree with that. 

DR. BERGFIELD:  I do, too. 

DR. HILL:  Yes. 

DR. SHANK:  Okay.  So, I guess that's 

it, right? 

(Laughter) 

SPEAKER:  For today, that's all you 

have to do. 

DR. ANSELL:  Yeah, we agree. 

DR. SHANK:  Next? 

DR. SLAGA:  Next?  You can't escape. 

DR. MARKS:  The next is hydroquinone 

and para-hydroxyanisole, which Alan so elegantly 

gave us the chemical names of this and why they're 

so similar chemically even though the names are 

dissimilar.  So, that's in the Buff Book also. 

So, what page is that in the PDF? 

MS. FIUME:  20. 

DR. MARKS:  Thank you.  You have it 

right up there.  So, this is a memo from you, 

Alan. 

DR. ANDERSEN:  Yep. 



DR. MARKS:  And David Steinberg asks 

that we review these.  So the question is, do we 

re-open hydroquinone in a separate report?  It 

was found to be safe as used in nail adhesives.  

I'm not sure we knew about the UV curing at that 

point, so we'll -- that's a different issue, for 

my mind.  And then the para-hydroxyanisole was 

found to be unsafe because the potential skin 

de- pigmentation. 

So the first issues are, do we re-open 

one?  Both of these?  Do we combine them if we 

re-open them?  So I guess, should -- just because 

we have a new use of hydroquinone as an adhesive, 

do we re-open it? 

DR. SHANK:  We already addressed the 

adhesive issue --  

DR. MARKS:  Yeah. 

DR. SHANK:  -- in nail products and 

said it was okay. 

DR. MARKS:  0.5 percent. 

DR. SHANK:  This is yet another use, 

which is the nail application with UV curing.  

It's basically a nail coating.  It's not what we 

thought of before as adhesive.  So, it's a new 



use. 

DR. MARKS:  Yeah, so the 0.5 percent in 

the past we felt was as an adhesive, it was safe.  

So is anybody concerned about the new use of 

hydroquinone? 

DR. SHANK:  No, I don't think it needs 

to be re- opened.  It won't change the old 

conclusion. 

DR. SLAGA:  I agree, too. 

DR. MARKS:  Ron Hill?  I just thought 

you -- I saw your head shaking yeah, don't 

re-open. 

DR. HILL:  I would just ask -- does 

it -- so that the conclusion will encompass a 

higher concentration --  

DR. MARKS:  No, I think it's what 

prompted David Steinberg -- and is David here? 

SPEAKER:  No. 

DR. MARKS:  Is this new use now.  To 

me, it wasn't the ingredient that was of concern, 

it's now you're getting ultraviolet light to the 

hand and now will this increase the potential 

incidence of skin cancer.  So, and I don't know 

whether that was part of the issue with -- not 



much, I know.  But at any rate, I'm not sure where 

he was going with this. 

Normally we don't re-open for new uses 

unless it was something really concerning.  So, 

go ahead. 

DR. ANSELL:  I mean, that was the 

specific request to the panel.  Is to re-open 

specifically to evaluate a new application of the 

use of this material in UV-curable nail polishes.  

The information concerning the safety is, I 

think, illustrative but the question isn't do you 

find it safe today, the question is, will you 

re-open to consider adding things to the 

conclusion from the adhesive applications to this 

new UV-curable nail polish.  Right? 

DR. BRECSLAWIC:  Is one of the 

questions also whether you add the  additional 

ingredient, the p- hydroxyanisole to the 

hydroxiquinone reports for that use as well?  

Which is, it's used in essentially a gel nail 

polish? 

DR. MARKS:  Yeah, the reason I did it 

separately because one was declared safe and one 

was declared unsafe.  And so, I don't know that 



the new use in this case -- you could open one, 

not open one.  You could not open either one of 

them and say that it's not -- this new use doesn't 

warrant opening either one. 

So, the -- was the request coming from 

industry to re-open it or was David Steinberg? 

DR. BRECSLAWIC:  There's -- David 

Steinberg's representative, Tara Grottshalk is 

here.  Would you like to address the panel or? 

DR. GROTTSHALK:  Sure.  Both of 

my -- David was --  

SPEAKER:  Tara, you need to come over 

to the mic. 

DR. GROTTSHALK:  Sorry. 

DR. MARKS:  Or that one right there. 

DR. GROTTSHALK:  Oh.  Yes, the 

proposal was made by David Steinberg on behalf of 

industry.  The appropriating association, in 

conjunction with the nail manufacturers. 

And basically, you know, these two 

ingredients are used in conjunction to stop 

polymerization during the -- you know, when the 

gel matrix is formed, and then cured once it's hit 

with the UV. 



DR. MARKS:  And the UV presumably 

degrades these so that then it allows 

polymerization.  Is that the chemistry?  

Because aren't these added to prevent 

polymerization? 

DR. ANSELL:  Yeah, but it's the 

polymerization is actually UV-initiated. 

DR. MARKS:  Yeah. 

DR. ANSELL:  So it exceeds the 

inhibition. 

DR. MARKS:  Okay. 

DR. ANSELL:  I don't believe it 

destroys the materials, I believe it initiates it 

to beyond the capability of the preservative to 

inhibit. 

DR. MARKS:  So --  

DR. ANDERSEN:  And it happens while the 

material is on the nail. 

DR. MARKS:  Right. 

DR. ANSELL:  I mean, UV radiation 

coatings are a very interesting printing method 

and -- but I think the formal request went to you 

guys --  

DR. MARKS:  Yes. 



DR. ANSELL:  And you're the --  

DR. MARKS:  Arbiter. 

DR. ANSELL:  Well, the requester. 

DR. MARKS:  That's right.  The memo is 

from Alan here.  So, does that clarify anything?  

Does it change your concern with hydroquinone?  I 

mean, it's not a photosensitizer.  There's the 

issue with light, that's a whole other -- I guess, 

it's interesting.  Can you clarify that?  Was 

the issue of phototoxicity or the issue of 

carcinogenicity from this ultraviolet light 

process? 

DR. GROTTSHALK:  I believe it was 

carcinogenicity.  That's actually been in the 

headlines lately.  There are several recent news 

stories about it. 

DR. BRECSLAWIC:  The UV issue in terms 

of the skin has been addressed.  We have data 

supporting that it is safe.  But I don't think 

that was an issue in terms of this.  The question 

here is, is it safe.  Is this ingredient safe as 

an ingredient in the gel polish.  I don't think 

the issue here is the safety of UV exposure. 

DR. MARKS:  Okay.  So, we had 



no -- again.  So again, not re-open and we can 

just have it in the discussion the reason why we 

did not re-open it? 

DR. SHANK:  That will show that the 

panel did consider it.  Because that will be in 

the re-review summary. 

DR. GROTTSHALK:  Just so I --  

DR. SHANK:  It wasn't re-opened, but 

we'll see.  We didn't have a concern about this 

new use. 

DR. GROTTSHALK:  Okay.  And just so I 

understand, so you would treat the 

para-hydroxyanisole as a separate issue? 

DR. MARKS:  Yeah.  If we don't open 

one, we can't open -- if we were to combine them, 

then they'd both have to be open.  So I didn't get 

a sense that you wanted to combine the two 

ingredients. 

DR. SHANK:  I don't recommend 

combining the two ingredients. 

Let me clarify.  I don't --  

DR. MARKS:  Re-opening. 

DR. SHANK:  -- recommend re-opening 

the two documents to combine the reports.  All 



right? 

DR. MARKS:  Go ahead. 

DR. ANSELL:  I'm curious as to what is 

the reason for not re-opening?  I mean, there is 

a new application. 

DR. SHANK:  Because the conclusion of 

each report will not change.  We only re-open if 

we think we're going to change the  conclusion. 

DR. ANSELL:  And we're requesting that 

you do change the conclusion to allow their use 

in UV curable coatings. 

DR. SLAGA:  That's not in the 

conclusion. 

DR. ANSELL:  Isn't it? 

DR. BRECSLAWIC:  No, and the 

p-hydroxyanisole is unsafe. 

DR. MARKS:  Yeah, well we'll get to 

that in a minute. 

DR. ANDERSEN:  I think, Tom, you said 

that the use in nail polish gel -- UV-cured nail 

polish gels isn't in the conclusion.  That I see 

as the problem.  If you're a manufacturer 

offering this product, how has CIR met your needs?  

Our safety assessment doesn't address the use in 



UV- cured polishes for hydroquinone.  And it 

says, para- hydroxyanisole, which is currently 

routinely used in combination with hydroquinone 

as a polymerization inhibitor in this gemisch is 

declared unsafe by CIR.  So, you're in kind of a 

bind if you're producing these products. 

And while I don't want to presume that 

the answer isn't still that it could be safe in 

the present practices of use as we now have it, 

we just -- I think we'd be better off going through 

the exercise. 

DR. BRECSLAWIC:  Yeah, the industry 

position is that we would ask that the panel 

consider this new use for these two ingredients 

and evaluate the safety of the ingredients. 

DR. SHANK:  So, the only impact would 

be that we would have to change the conclusion of 

para-hydroxyanisole from unsafe to, well, in this 

one particular case it could be safe or is safe. 

DR. BRECSLAWIC:  Which would be under 

current conditions of use. 

DR. SHANK:  No, you couldn't possibly 

say that because we've said para-hydroxyanisole 

is not safe. 



DR. BRECSLAWIC:  But that was --  

DR. SHANK:  And so there are no 

conditions of use, except this one. 

DR. BRECSLAWIC:  Except it is being 

used.  We're being told by the manufacturer that 

it is being used in a different condition of use 

than was used in 1981 -- presumably the 

manufacturer has data supporting the safety of it 

and that's why they're using it. 

DR. SHANK:  If the conclusion for 

para- hydroxyanisole is to change, it would have 

to change specifically for that one identified 

use and never say under current conditions of use 

or some vague thing.  To go from unsafe to, yes, 

it's safe, is a very big change. 

DR. BRECSLAWIC:  As Jay points out, we 

don't need to write the conclusion right now.  I 

would assume on this one we would go back and 

survey what the type of use is, what the 

concentrations of use are for this ingredient, 

and has it been looked at since '81?  So I think 

that would be prudent to do.. 

And then you'd have the data on which 

to base an evaluation and conclusion. 



DR. MARKS:  I thought we had a 

re-review on that more recently.  Did we not? 

DR. ANDERSEN:  For hydroquinone we 

did. 

DR. MARKS:  We didn't for the 

para-hydroxyanisole?  I remember the animal 

studies. 

DR. ANDERSEN:  We made the decision as 

a group that we would not re-review ingredients 

for which the conclusion was unsafe.  That ball 

is squarely in industry's court to come back with 

new information.  We wouldn't initiate a 

re-review.  

DR. SLAGA:  Open. 

DR. BERGFIELD:  Why not? 

DR. SHANK:  So are you going to open 

both hydroquinone and para-hydroxyanisole? 

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

our team wants to do in this case.  I actually was 

in favor. 

DR. ANDERSEN:  I would strongly urge 

that both of them be re-opened, just to resolve 

the question.  Again, I don't want to presume 

what answer you're going to come up with after you 



look at this wealth of data that David has offered 

to provide.  That'll have to depend on what those 

data look like, what the information from the 

survey -- use survey comes up with. 

So, I don't know if any change is going 

to be made at all, but I'd sure like to see these 

data.  And especially the UV exposure. 

DR. SHANK:  Is the intent to combine 

the two reports? 

DR. MARKS:  If --  

DR. SHANK:  Because they're used 

together?  I don't think that's a good idea. 

DR. ANDERSEN:  We're going to have to 

talk about it among us CIR chickens on how to do 

that.  I hear you that that's not a good idea.  On 

the other hand, these two chemicals are very 

closely related.  It's only an accident of 

nomenclature from my uneducated chemistry 

viewpoint that has them sounding so different.  

It's difference between a methyl and a hydrogen.  

This isn't that different. 

So, I think it's just --  

DR. MARKS:  Well, it's certainly --  

DR. ANDERSEN:  I want to be sensitive, 



Ron, to the argument that these don't need to be 

combined but the issue is the same.  They're used 

in UV-cured gel polishes, gel nail polishes. 

DR. MARKS:  So I think industry has 

heard the robust discussion.  I think if we're 

going to err we're going to err on the side of 

re-opening, see all the data, and we may come to 

the same conclusion after seeing the data that we 

re-open hydroquinone and just have a summary as 

to why.  And then, we may not re-open 

para-hydroxyanisole again because we're going 

from an unsafe to now safe in one specific use, 

at least, if we have it -- although I must admit 

since de-pigmentation was the reason it was felt 

to be unsafe, I don't know how accurate you could 

be with skin of color not getting this gel on the 

perimeter of the nail.  But we'll address that 

later. 

So I'd just like your input, Rachel, 

just in terms of from a consumer's point of view.  

Would you like the panel, at least, to look at the 

new data --  

MS. WEINTRAUB:  Yes. 

DR. MARKS:  -- and then we can go from 



there? 

MS. WEINTRAUB:  Yes, definitely. 

DR. MARKS:  Okay.  So, team?  Any 

problems with re-opening? 

DR. SLAGA:  Re-open. 

DR. BERGFIELD:  Re-open. 

DR. MARKS:  Okay, let's see where that 

takes us.  Oh, I think it's going to be very 

important to (inaudible) -- we may need some 

direction from you, from the consumer's point of 

view.  And Rachel, if the concern about exposure 

to ultraviolet light -- this may be new ground for 

the CIR because we aren't ruling on UV light being 

safe or not, and we're into the process of 

treating this gel. 

So, Alan, do you have any previews on 

how to deal with that? 

DR. ANDERSEN:  Lillian Gill is going to 

have a tough call to make.  (Laughter) 

DR. MARKS:  So, that was to me the 

biggest question. 

DR. BRECSLAWIC:  Again, I think the 

issue is you're looking at the ingredient. 

DR. MARKS:  Okay. 



DR. BRECSLAWIC:  Okay? 

DR. MARKS:  But I think it's --  

DR. BRECSLAWIC:  We'd be glad to 

provide the information that we have about the 

process itself or the panel's information.  But 

we are looking at the ingredients here. 

DR. MARKS:  Yeah. 

DR. BRECSLAWIC:  Not the UV as --  

MS. WEINTRAUB:  But I think you can't 

divorce the issues. 

DR. BRECSLAWIC:  And as I said, we have 

data that show that the amount of exposure is so 

far below what the norm is that it doesn't matter.  

But --  

DR. MARKS:  That's good, because --  

DR. BRECSLAWIC:  It is good but the 

point here is that you're looking at ingredient 

safety, not the process. 

DR. MARKS:  But from the consumer's 

point of view, if we're looking at 

ingredients -- and this is how the ingredient is 

used.  I think starting with Tom's comment, he's 

not worried about the dose is so low.  At least 

in the discussion I think we will probably need 



to include that, whether it be as a re-review 

document or a re-open document. 

MS. WEINTRAUB:  And also there have 

been other ingredients -- like if you look at 

Brazilian blow-out -- no, it was methylene glycol 

but it was because it was heated that formaldehyde 

was formed.  So I think it's very important to 

look at the process also. 

DR. BRECSLAWIC:  Right, and in this 

case I think the UV light polymerizes as opposed 

to contacts the skin.  So that's the distinction 

here. 

DR. MARKS:  Okay.  Any other comments?  

So tomorrow I'm going to move that we re-open 

these ingredients and we'll see where that takes 

us. 

Lastly, I think we're down to the 

final -- we're down to the re-review summaries and 

really for the team members, it seems to me these 

are editorial comments about those.  And the 

2-amino-6-chloro-4-nitrophenol and the 

m- phenylenediamenes looks like it was 

straightforward.  Alan pointed out the pthalates 

were a little bit different and he wanted to 



confirm the re-review summary was okay.  Rons?  

Tom?  Do you have any editorial comments about 

these? 

So this is Buff Book 2.  This is Buff 

Book also.  What page is that? 

SPEAKER:  16 PDF. 

DR. HILL:  Page 103 in the Buff Book.  

Yeah, I had a couple of -- I guess they're really 

editorial.  But if somebody's actually looking 

at this, the third paragraph from the bottom.  

It's 2-amino-6-chloro-4- nitrophenol is not 

significantly absorbed through the skin.  I 

would like to see added, under current conditions 

of use.  Absorbed through the skin under current 

conditions of use. 

And then other comment I had was it says 

the panel agreed that there was not a sufficient 

basis, and I wrote -- and this is not the first 

time that I think I've seen this and then I wrote, 

agreed with who?  So.  (Laughter) Something 

reflecting it a consensus opinion or something 

like that. 

DR. MARKS:  How about we infer members 

between -- before "agreed". 



DR. HILL:  The panel's consensus was 

that no sufficient basis, language like that. 

DR. MARKS:  Okay.  Good, minor 

comments.  Any other comments about the 

re-review summaries.  Okay.  Did I forget 

anything?  Is there any more comments about the 

electronic age we are in? 

SPEAKER:  It's working. 

DR. MARKS:  It's working.  Thank you 

for the IT support.  And we'll continue to evolve 

with this process as Elaine is taking her pile of 

papers there. 

Okay.  This meeting is adjourned. 

(Whereupon, at 2:03 p.m., the 

PROCEEDINGS were adjourned.)  

*  *  *  *  * 
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