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P R O C E E D I N G S  

(8:44 a.m.)  

DR. BERGFELD:  I think we're going to 

get started.  Thank you for all managing to get 

here -- all of you that are here -- for this 129th 

team meeting.  We have five of the panel members 

here.  We have four that are missing, but I think 

we have two on-line at this particular time. 

We're going to be considering seventeen 

ingredients -- seven of which are final, four 

re-reviews and four new drafts.  But what I'd 

like to bring to your attention is -- actually, 

several things.  We need to be discussing the use 

of the grass data for support of data for our 

documents.  We have already decided and it has 

been legally decided for us that the ECHA database 

is okay to use and that's been incorporated many 

of the documents. 

And then there's the new consideration 

for the restricted conclusion of 

non-sensitizing.  We need to make sure we're 

agreeable to that.  We do have a restricted 

conclusion of non-irritating, so it would seem to 

me it would fall into that sort of behavior. 



One of the things that was -- I drew my 

attention to that -- in several of the documents, 

the references were placed in the table, but not 

in the text.  I wonder if any of you noticed that 

and I wonder if we could just have clarification 

where you're going to put a reference. 

And I like to also, for my benefit, it 

would be nice to have the documents -- when 

they're sent to us -- at least somehow separated 

as to the council's comments, the -- whatever 

categories you're sending to us other than the 

actual document, the minutes, et cetera -- that 

if they could be a separate piece underneath the 

document, it would be easier to go to it.  This 

way we have to screen through the whole thing to 

find some of these comments -- especially the use. 

And in saying that, some of the use 

concentrations that were added in the tables were 

scanned sideways.  If they could be scanned 

upright, so you could read them, that would be 

helpful. 

And then I was looking through all of 

the council scientific committees comments and 

wanted to thank them for the technical 



comments -- wonderful comments.  So that's the 

only thing I needed to say.  Lillian, do you want 

to carry on? 

DR. GILL:  I don't have anything other 

than to welcome everyone here this morning.  I 

did want to remind you that that we have after 

lunch today a presentation that will also be by 

phone.  Ivan is going to man the slides for us.  

But I think it's going to be a very important 

discussion on the infant skin document since the 

council has had a lot of comments on it.  So that 

will be in this room after lunch.  And we've 

scheduled the team discussions on that so that we 

will have heard the presentation first. 

DR. BERGFELD:  Good.  So now we'll 

separate to the team meetings? 

DR. GILL:  Yes. 

DR. BERGFELD:  All right.  Dr. Marks, 

I understand, is leaving this room and I will go 

with you. 

DR. MARKS:  It's solitary confinement. 

DR. BERGFELD:  I will go with you.  

Yes, Halyna? 

DR. BRESLAWEC:  Just out of curiosity, 



who else is on the phone? 

DR. BERGFELD:  This is Dan Liebler. 

DR. MARKS:  Dan. 

DR. BRESLAWEC:  Anybody from Dr. 

Marks' group on the phone? 

DR. BERGFELD:  Not that we know. 

DR. GILL:  We do have -- Dr. Slaga and 

Dr. Shank both have said they will phone in.  Of 

course, they have some time differences, so I 

think they will be phoning in the other number.  

We gave them the number to the other room. 

DR. MARKS:  Dr. Shank has already sent 

comments.   

DR. BELSITO:  Dan, we're just going to 

make comments on these -- on the botanical 

boilerplate first.  I thought it looked fine.  I 

mean I think we have to see how it ends up looking 

as we go through each of the various documents.  

But I think, as it was outlined -- if there are 

constituents and impurities that we're concerned 

about, you know, if there's not, we sort of skip 

that and how to handle heavy metals and 

pesticides, if the products could contain 

aflotoxins and if there are, you know, 



constituents that we're concerned about, what are 

we concerned about?  Are we concerned about 

neurotoxicity?  Are we concerned about 

sensitization and -- 

I thought it was a good general 

guideline.  Again, I think we need to see how it's 

going to operate in actual fact now.  Did you have 

comments, Dan? 

DR. LIEBLER:  No.  I agree with you, 

Don.  I think that the rewrite looked very nice 

and I really had no edits to the rewrite.  The 

only thing I thought I'd maybe respond to or 

mention was I think it was a suggestion -- I'm 

trying to think.  It was either from council or 

it might have been in Lillian's memo about the 

need to actually have information about the 

levels of substances of concern in some of these 

botanicals -- particularly when they're going to 

be used in combinations.  And whether we could or 

should consider incorporating some statement to 

that effect.  Essentially placing the burden on 

industry when they're going to mix or stack 

botanical ingredients that contain substances of 

concern. 



So I wrote a little few sentences could 

go in the top boilerplate for the -- for the 

discussion section.  This would be on PDF page 

20.  I'll read you what I wrote and you can see 

if you like it or if you think it goes someplace 

else or maybe no place.  The panel recognizes the 

knowledge of actual levels of substances of 

concern would enable safe use of botanicals in 

combination.  Thus, the burden -- burden is on 

industry to generate such supporting data for 

botanicals containing such substances. 

DR. BELSITO:  So what part of page 20 

are you on?  Are you under the constituents, the 

opening paragraph? 

DR. LIEBLER:  Yeah, right.  

Constituents opening paragraph.  And I would 

propose that something like this could go at the 

end perhaps. 

DR. BELSITO:  So -- I'm not following 

you.  So the last sentence there now currently 

says therefore when formulating products, 

manufacturers should avoid reaching levels of 

plant constituents that may cause sensitization 

or other adverse effects.  Are you adding on from 



that point?   

(Discussion off the record) 

DR. KLASSEN:  Okay.  Don had to leave 

for a minute. 

DR. LIEBLER:  Okay. 

DR. BRESLAWEC:  May I make a 

suggestion?  Where it says manufacturers should 

avoid -- after the word should, I think maybe 

that's where you want to put in your thought, Dan?  

Manufacturers should be aware of, you know, the 

different levels that are being added through 

various constituents and avoid reaching levels of 

plant constituents, blah, blah, blah. 

DR. LIEBLER:  Right -- could spice it 

in that way.  I had it written as a separate 

sentence -- a separate few sentences.  I'm trying 

to remember where this suggestion is actually 

(inaudible) on industry that for some substances, 

we might need to do this.  I don't know if it was 

Lillian's cover memo or a comment from you, 

Halyna, or somebody else.  But I was trying to 

respond to that with some suggested language. 

DR. GILL:  It was -- it was in the 

notes, Dan, to you.  This is Lillian Gill.  Yes. 



DR. LIEBLER:  Okay. 

DR. GILL:  You read it in that. 

DR. SNYDER:  So I had a similar 

comment, Dan.  And I had also drafted a -- some 

language that I actually had inserted into all of 

the abstracts.  And it's along the same lines.  

Any my wording was because final product 

formulations may contain multiple botanicals, 

each containing similar components of concern, 

formulators are advised to be aware of these 

components and to avoid reaching levels that may 

be hazardous to consumers. 

And then I added a second sentence that 

I think we need to address specifically with 

x-genus and species- derived ingredients.  The 

panel was concerned that cosmetics containing 

blank resulting in blank.  I think we have to 

really be very specific about what we're talking 

about -- what specific ingredients of concern and 

what we are concerned about.  Because otherwise, 

I think it's a little too vague.  And so I had 

inserted those two sentences in all of the 

abstracts, trying to capture that very thing.  

But also having the ability to have it be specific 



to that particular botanical. 

DR. LIEBLER:  Okay.  I actually like 

that idea, Paul.  In fact, I think if it's brief 

and specific as you've left it and you've left it 

so it can be customized (inaudible) probably goes 

better where you have it than where I had it. 

DR. GILL:  Can I ask a clarifying 

question?  Dan, I thought your comments were 

directed toward industry providing us with the 

information on what's in the cosmetic -- the 

composition.  And, Paul, I think yours is 

specific in saying once we know, then we should 

highlight those components of concern -- those 

constituents of concern. 

DR. SNYDER:  Yeah, I wasn't aware.  I 

thought Dan was talking about an overarching 

statement that was to be used in the abstract 

also.  That's what I thought. 

DR. GILL:  Right. 

DR. SNYDER:  But I -- is that what you 

meant, Dan?  Or did you mean in what we were 

requesting from industry? 

DR. LIEBLER:  Well, I guess what I 

wrote could have been interpreted either way, 



Lillian.  But I think actually, you know, once 

it's in a report, probably is more valuable 

to -- it's not an issue of what information is 

provided to us anymore.  So I actually like 

Paul's suggestion and having -- place it where 

Paul has it in the abstract.  At least I think it 

accomplished the same thing. 

DR. KLASSEN:  Okay.  Is there anything 

else that people want in this -- any other 

suggestions of where this general statement in 

regards to botanicals?  If not, we'll go on to the 

next.  And we go right on to rosmarinus.  If we 

can all find that.  And -- okay, so the -- you 

people worked on this at the last meeting and we 

basically, the bottom line is we need to look at 

the dermo-sensitization data, especially in 

regard to this 10 percent of the leaf extract if 

that's still needed.  If a report with the 

conclusion of insufficient data should be issued 

and if further review of the panel finds that the 

existing data are sufficient, then a tentative 

report can be written. 

And so Don is back with us.  And we're 

just barely starting Rosmarinus. 



DR. BELSITO:  Okay. 

DR. KLASSEN:  And the main concern here 

is is sensitization and, Don, our expert on 

sensitization, so what's your input on that? 

DR. BELSITO:  Okay.  So looking at 

this, I think the flower is the -- the flower 

ingredients are insufficient for composition and 

concentration of use.  We have no information on 

that.  I think the leaf extract is safe up to 2 

percent in leave-ons and safe as used in 

rinse-offs because 2 percent is the highest we 

have for sensitization. 

We had asked for sensitization up 

to -- I'm doing this off the top of my head since 

I just walked in, but I think 10 percent was the 

highest that was used -- 

DR. KLASSEN:  Yes. 

DR. BELSITO:  -- in the leave-on.  And 

we don't have that information.  So, I would say 

we have to limit it at two, which is the highest 

sensitization data we have and so the leaf 

extracts are safe up to two in leave-on, safe as 

used in rinse-offs.  The others are safe as used. 

We had asked for information about the 



deodorization process.  But that method of 

manufacturing seemed to be with food grade, so I'm 

not sure why we were concerned about what 

deodorization might involve -- I mean as I read 

it.  And then, I think the pregnancy issues have 

been addressed and are well discussed in the 

document.  So, I mean, I think there are still 

some insufficient, but the flower isn't used -- or 

at least we don't have information into, you know, 

concentration of use so. 

DR. BRESLAWEC:  We're not 

interested -- industry is not interested in 

pursuing the flower. 

DR. BELSITO:  Okay. 

DR. BRESLAWEC:  So that's not -- that's 

not an issue.  I would like to point out that if 

you're going to say something about not using 

during pregnancy or use during pregnancy, you may 

want to say that the rosemary preparation should 

not be used as a drug during pregnancy because 

that is what the PDR for herbal medicines 

(inaudible). 

DR. BELSITO:  You know we could put 

that in the discussion.  I didn't feel that it 



was -- based on the information that we got, that 

that was really an issue at all for cosmetic use. 

DR. BRESLAWEC:  Well, again -- 

DR. BELSITO:  But if industry feels 

they'd like in the discussion something about the 

fact that the European equivalent to the PDR says 

not to use it during pregnancy, that's as a drug 

and much higher levels than what we're looking at. 

DR. BRESLAWEC:  We aren't particularly 

interested in putting it in.  However, if the 

panel felt that it needed to be in, then it should 

specify that it is a drug.  That it shouldn't be 

used as a drug. 

DR. BELSITO:  Rachel? 

DR. WEINTRAUB:  Was the panel 

concerned at all about the sperm reduction that 

was indicated in one of the studies? 

DR. BELSITO:  I read that.  

It -- again, I thought the levels were -- 

DR. SNYDER:  They were extremely high 

concentrations. 

DR. WEINTRAUB:  Okay. 

DR. BELSITO:  Yeah. 

DR. SNYDER:  There's probably 



(inaudible) toxicities and the (inaudible) is 

highly sensitive to those types of -- those were 

extremely high concentrations and I looked at 

those pretty carefully and I didn't have any 

concern with cosmetic use. 

DR. WEINTRAUB:  Can I ask -- the 

discussion does address the developmental 

toxicity and that it is used -- the concentrations 

are higher than what would be seen in cosmetics.  

Is it okay as written or do you feel that more 

language would be needed with that? 

DR. SNYDER:  I'm looking to see if I 

edited any of that, but -- yeah, I didn't have any 

substantive changes to that. 

DR. LIEBLER:  Are you talking about the 

second to last paragraph on page 33 -- PDF 33? 

DR. BELSITO:  Yeah.  Well, on PDF 33, 

we do have to add in the new data that we got 

on -- in wave two.  That hasn't been added in 

there yet.  The HRIPT up to 2 percent.  But, 

you're down in the discussion.  Is that correct? 

DR. LIEBLER:  Yeah.  I was talking 

about the repro -- the PDR herbal medicine and 

that paragraph. 



DR. BELSITO:  Well, that all is going 

to have to be written based upon the information 

we got in wave two so. 

DR. WEINTRAUB:  The paragraph I was 

referring to was the one on the developmental 

toxicity being above concentrations found in 

cosmetics. 

DR. LIEBLER:  Right.  And that's what 

I was responding to and I think that's fine. 

DR. BELSITO:  What page are you on? 

DR. WEINTRAUB:  PDF page 33. 

DR. BELSITO:  Thirty-three -- in the 

discussion. 

DR. SNYDER:  What section?  What 

paragraph? 

DR. WEINTRAUB:  Discussion section, 

second paragraph from the end. 

DR. BELSITO:  Okay.  That starts with 

according to the PDR for herbal medicines. 

DR. LIEBLER:  Right.  So that's what I 

was responding to and I think that looks fine. 

DR. WEINTRAUB:  Thank you. 

DR. BELSITO:  Yeah.  I had no comments 

on the discussion.  Again, I just thought that 



the HRIPT at the.2 or the 2 percent level is not 

in the summary -- or at least I didn't see it -- for 

the leaf.  If you go up -- this is also on page 

33.  Maximum concentration of 1.5 percent 

officinalis leaf oil was not an irritant or a 

sensitizer.  But you don't have the data for the 

leaf. 

DR. WEINTRAUB:  I'll add that in. 

DR. SNYDER:  Yeah, so I did -- I 

apologize.  I was hunting the wrong discussion.  

So I did have a comment on that paragraph which 

begins with according to the PDR.  I thought that 

we -- that could be reduced down significantly to 

just noting that the PDR reference referred to use 

as a drug.  And that we had data in rats only, at 

very high doses -- that it had some repro effects.  

And just really limit it to that.  Not -- it needs 

to be in there that we're aware -- acknowledging 

that we're aware of the rat study and the results, 

but putting in the context that it was at 

extremely high doses.  So do have a comment in 

here for that. 

DR. WEINTRAUB:  And it's in your -- 

DR. SNYDER:  Yes. 



DR. WEINTRAUB:  Thank you. 

DR. BELSITO:  So how did you word that, 

Paul? 

DR. SNYDER:  I just specifically said 

that we had a dose that was at 500 milligrams per 

kilogram per day in rats.  It was shown to be 

a -- to have some effects on the testes and 

not -- the panel was aware of this and it was 

not -- didn't consider it to be relevant to 

cosmetic exposures or something along that line. 

DR. BELSITO:  So instead of just saying 

the panel discussed these facts stating that 

these effects were observed only at exposure 

concentrations well above those used in 

cosmetics -- you expanded that further? 

DR. SNYDER:  I just think -- I think 

whenever we have a known level, we need to -- we 

should just put it in because I think it's -- you 

know, 500 milligrams is a significant level.  So 

I think we need to put it in there. 

DR. BELSITO:  So could you read that 

paragraph as you suggested it be added? 

DR. SNYDER:  Well, I didn't.  I just 

put it as a comment. 



DR. BELSITO:  Oh, okay. 

DR. SNYDER:  I just said reduce down to 

maybe a couple sentences regarding the PDR 

reference.  And then just specifically be more 

specific in the -- that it's a rat only study and 

it was at very high concentrations. 

MS. FIUME:  Does that address the PDR 

information as well?  Because the PDR is general 

information.  It was hard to find specific 

references for it, but it did refer to human use 

at very high concentrations during pregnancy. 

DR. SNYDER:  Right.  But, as we 

discussed previously, as drug use -- not 

in -- what has to be put in the right context. 

MS. FIUME:  Okay. 

DR. SNYDER:  Yeah. 

DR. WEINTRAUB:  This may be a moot 

point, but I thought the language in the second 

clause of the first sentence -- and mixed results 

were obtained in reproductive and 

developmental -- and development toxicity 

studies in rats.  Mixed results -- sort of a term. 

DR. SNYDER:  I don't like -- yeah. 

DR. WEINTRAUB:  Yeah. 



DR. SNYDER:  Nebulous.  It doesn't 

really mean anything. 

DR. WEINTRAUB:  Yes. 

DR. SNYDER:  I think we need to make it 

clear that we understood what the results were and 

that we were not concerned. 

DR. KLASSEN:  And that would be 

corrected by putting what was just mentioned.  Be 

a little more specific there. 

DR. BELSITO:  And so what would you 

say?  Instead of saying not used as a drug during 

pregnancy and some reproductive and 

developmental toxicity -- toxicities were 

observed in rats at doses -- 

DR. SNYDER:  500 milligrams -- you 

know, levels -- 500 milligrams per kilogram per 

day.  At high levels and then indicate what the 

levels were and just not really go into much more 

detail than that. 

DR. BELSITO:  So, we would say during 

pregnancy and some reproductive and 

developmental toxicity -- or some reproductive 

and developmental -- developmental, I guess -- 

DR. SNYDER:  Well, just say 



reproductive -- 

DR. BELSITO:  -- effects -- 

DR. 

SNYDER:  -- reproductive -- reproductive effects 

were seen in rats -- 

DR. BELSITO:  -- were seen -- 

DR. SNYDER:  -- at 500 milligrams per 

kilogram. 

DR. BELSITO:  -- in rats. 

DR. SNYDER:  Levels that are not 

relevant to cosmetic use or cosmetic -- 

DR. BELSITO:  Milligrams per kilogram 

per day, right? 

DR. SNYDER:  Yes.  Correct. 

DR. BELSITO:  Levels far in excess of 

what would be expected from cosmetic exposure? 

DR. SNYDER:  Correct.  Yeah.  

Something along that line.  And we could even 

say -- you could even put at the beginning of that 

a single study, because there was another study 

that was negative at 30 percent so. 

DR. BELSITO:  Well, that's how I took 

the mixed results out, but -- 

DR. SNYDER:  Okay. 



MS. FIUME:  Dr. Snyder, just so I'm 

clear, because I think I missed the beginning 

part.  So, anything about the PDR for herbal 

medicines -- do you want that removed?  Because 

that's -- that's human -- 

DR. SNYDER:  No, no.  That's fine. 

MS. FIUME:  Leave that in?  Okay. 

DR. SNYDER:  Yeah, yeah.  So there's 

a -- so, Don, when you stepped out, we had a 

discussion about the botanical things. 

DR. BELSITO:  Mm-hmm. 

DR. SNYDER:  That becomes relevant to 

this document.  And Dan and I had both kind of 

come up with a similar idea or a thought that we 

should have the summary statement in the 

abstract.  And I have some language here that you 

haven't heard yet, so I -- so I had inserted a 

sentence in all of the abstracts -- 

DR. BELSITO:  Are we done with the 

rosmarinus?  Do we have any further comment? 

DR. SNYDER:  Well, I think this goes 

in -- 

DR. BELSITO:  Okay. 

DR. SNYDER:  -- it goes -- it's 



relevant to the abstract. 

DR. BELSITO:  Okay.  So we're up in to 

the abstract. 

DR. SNYDER:  Yeah.  So then after -- 

DR. BELSITO:  Page of the PDF? 

DR. SNYDER:  I have a Word document 

so -- 

DR. BELSITO:  Okay.  I'm on the 

abstract. 

DR. SNYDER:  So I had inserted a 

general statement in all the abstracts as either 

the second or third sentence depending upon how 

the abstract was constructed that states because 

the final product -- because final product 

formulations may contain multiple botanicals, 

each containing similar components of concern, 

formulators are advised to be aware of these 

components and to avoid reaching levels that may 

be hazardous to consumers.  With genus and 

species -- the specific genus and 

species -- derived ingredients, the panel was 

concerned that cosmetics containing x resulting 

in y, and specifically lay out what we were 

concerned about with that -- with those 



individual botanicals.  Instead of leaving it 

just an open ended statement and having to go to 

the document to figure out what we were concerned 

with.  So I thought that we should have each one 

of the abstracts be specific to the 

botanical- derived ingredient.  Because 

sometimes we're aware that they're -- they 

contain sensitizers.  Sometimes they contain 

other things that we're concerned with.  And so 

just to put it on the -- just really put it right 

up front what we were concerned with. 

MS. EISENMANN:  I think part of the 

problem will be that the -- to include it in the 

abstract -- the variability of the composition of 

these ingredients.  So you're -- in order -- it 

would be very difficult to select one -- and that 

one might not be in all of the ingredients in 

the -- I mean I think it's a good idea, but not 

necessary for the abstract, because it might be 

misleading to focus on one constituent concern in 

the abstract that might not be found in -- like 

an aqueous abstract and it won't be found in an 

oil abstract.  Or it won't be in the essential oil 

and be -- you know, it'd be -- or it'd be in the 



root extract and not the leaf extract. 

DR. SNYDER:  Yeah.  Well, that's kind 

of why I had so many iterations of it and that's 

also why I went to the wording final product 

formulations.  It doesn't matter -- if the final 

product formulation uses ingredients derived 

from this plant, these are things you should be 

concerned about.  The previous language was 

really -- caution is urged to avoid reaching 

levels for individual -- individual 

constituents.  There's no detail there and so 

it -- so it was -- it really leaves the reader up 

to having to go dig it all out and figure out 

what -- and then to -- I thought that if we're 

really concerned about some of these 

constituents, we need to bring it to the forefront 

and specifically state what they are.  I mean I 

don't think there's any limit to the length of the 

abstract. 

MS. EISENMANN:  Then thing is I 

think -- 

DR. BRESLAWEC:  There is.  There is a 

limit. 

MS. EISENMANN:  -- it depends on -- I 



mean if there's a constituent of concern, but for 

like these more general -- like the fragrance 

allergens where there might be multiple in an 

ingredient, I mean why would you highlight one 

versus another?  But if there's really -- I'm 

trying to think of an example. 

DR. SNYDER:  Well, the fragrance 

allergens are an example where you could say that 

they do contain numerous fragrant allergens that 

sensitization is a concern.  So with those I 

would be okay with being maybe a little less 

specific about.  But I think that -- 

DR. BELSITO:  So what you're talking 

would be like aflotoxins, thujone -- things like 

that?  I mean, what are -- what, what? 

DR. SNYDER:  Well, I guess it would 

depend.  I have some in here in other documents, 

but I just can't. 

DR. BELSITO:  I sort of, you know, 

agree with Carol.  I think that makes -- 

DR. SNYDER:  I think it mis -- 

DR. BELSITO:  -- the -- it might work 

for some, but then for some, the abstract may 

exceed the length of what we need to get across.  



And then we'll get people in the habit of thinking 

everything they need to know is in the abstract, 

rather than referring them.  I mean if we outline 

it very well in the discussion, you know, I think 

that -- you know, if you're a responsible 

manufacturer, you should be reading the whole 

darn document.  Or at least reading the summary 

of all the data we looked at and the discussion 

and the conclusion.  Not just going by what you 

see in an abstract.  And the abstract just calls 

your attention to the fact that hey, folks, you 

need to go in and you need to read, you know, what 

the panel was concerned about and make sure that 

your levels are not exceeding. 

DR. SNYDER:  But -- 

DR. BELSITO:  I do agree with I think, 

you know, what Dan was saying before.  That, you 

know, if we have certain levels above which we 

don't want the total aggregate of a specific 

compound to exceed, because we have, you know, set 

those levels.  Either IFRA has set them as 

fragrance levels or we have been concerned about 

neurotoxicity with a specific, you know, thujone 

or whatever at a certain level, you know, we 



should have that in the discussion -- that, you 

know, aggregate levels should not exceed x. 

DR. SNYDER:  Well, I just had a -- like 

this one -- the -- that statement says because 

formulations may contain more than one botanical 

ingredient, caution was urged to avoid reaching 

levels of toxicity for constituents.  Well, then 

why do we even do a -- 

DR. BELSITO:  Well, it should be 

constituents -- 

DR. SNYDER:  -- why even do a review 

because, I mean -- I mean that's a non -- that 

doesn't mean anything really.  I mean just 

avoid -- avoid the levels of toxicity and so I 

don't -- it doesn't really put it any context. 

DR. BELSITO:  I think you need to -- 

DR. BRESLAWEC:  Would it help if you 

specified for constituents present in 

rosemary-derived ingredients? 

DR. BELSITO:  Or constituents of 

concern. 

DR. BRESLAWEC:  Or concern? 

DR. GILL:  Or concern found in this 

ingredient or that directs them back to the 



discussion. 

DR. SNYDER:  Right.  But I think we 

have to be very specific about a genus and species 

because we're running into that issue that we're 

very specific of what we looked at and with 

botanicals we have to be more -- I think we need 

to be -- exert caution that we're talking about 

this specific genus and species and its 

constituents. 

DR. GILL:  But can we direct them to the 

body of the document and the discussion that would 

discuss that pall or do you want that in the 

abstract? 

DR. SNYDER:  I would be amenable to 

that.  It's just that I felt that this language 

really puts it in the abstract because in some of 

these, that's the main thing that we're concerned 

about.  I mean that's the concern we have.  

There's no other toxicity.  It's these -- it's 

the cumulative effect of these components of 

concern.  And so that was my only comment was that 

you could reach a level that could exhibit -- in 

cosmetics -- that could be of concern.  And so I 

just felt that why are we -- why are we avoiding 



just putting it out there. 

DR. BRESLAWEC:  Well, I think the I 

mean it should. 

DR. SNYDER:  Yeah, I guess I don't know 

then. 

MS. FIUME:  Dr. Snyder -- 

DR. LIEBLER:  The fact of the 

matter -- this is Dan.  From a practical matter, 

it seems like the only time we could be that 

specific in the abstract, I suppose, is if there 

is an individual chemical substance or perhaps 

two that's, you know, unique to the 

botanical -- or that's in the botanical that we're 

reviewing, but also is coming from other 

botanical ingredients that might be stacked in. 

I don't think that's the case with 

rosmarinus.  So there's probably practically not 

a way to put all that into the abstract and it has 

to be in the discussion instead. 

DR. BELSITO:  Yeah, and in fact with 

this ingredient, you know, the thing that, you 

know, we were really concerned about is why, you 

know, the PDR for herbal medicines said not to 

take it during pregnancy.  And we don't even know 



what the component is that might be causing that 

specific effect.  We just know that at 500 

milligrams per kilogram there were some effects 

seen.  So I don't even know that -- what would be 

limiting here?  It -- you know, we're not seeing 

any of the fragrance sensitizers.  We're not 

seeing anything that is given -- 

DR. SNYDER:  No, we do have -- we do 

have -- we list them here on page -- we list them 

here.  Specific examples of constituents could 

possibly induce sensitization -- caffeic acid, 

thujone, terpenes, (inaudible) acetate, 

limolene. 

DR. BELSITO:  Well, thujone is 

neurotoxicity, okay. 

DR. SNYDER:  So, I mean, but we do -- we 

do list --  

DR. BELSITO:  Yeah. 

DR. SNYDER:  And then I -- and then I 

did want to add one other thing to the -- to the 

issue is that it is grass ingredients, so that in 

combination with high doses -- we need to -- that 

needs to be inserted in that repro thing -- in that 

repro statement.  And it is both an ocular and 



dermal irritant, so I think we should specify that 

in the discussion -- in the paragraph above that. 

DR. BELSITO:  So you're on page? 

DR. SNYDER:  Well, I have a PDF 

document, so I'm under the -- under the -- 

MS. FIUME:  I think it was page 33. 

SPEAKER:  33.  

DR. BELSITO:  Discussion. 

DR. SNYDER:  Under the draft 

discussion I have here in this document. 

MS. FIUME:  So, for the ocular 

irritant, I don't believe we have standard 

wording to avoid ocular irritation as far as I can 

recall.  So is there some specific wording that 

you would like about the ocular irritation 

portion of the discussion? 

DR. SNYDER:  No, it was just that the 

document currently says it just causes 

irritation.  And so I think that we probably 

should specify dermal or ocular if we can.  

Because in this case, it's both a dermal and an 

ocular irritant. 

DR. BELSITO:  Well, you know, I had 

problems trying to interpret that data because it 



was 234 patients who already had underlying 

eczema and so I'm not sure what that means or, you 

know, what was being tested.  I mean you're 

taking, I assume, the whole leaf and putting it 

on the skin of individuals who have already an 

underlying eczema.  Trying to find that.  Books 

were easier. 

DR. SNYDER:  This one -- just under 

ocular irritation, it says rosemary oils reported 

to be a moderate ocular irritant.  And I 

didn't -- I didn't look at the details of that 

reference.  I just saw that -- under -- right 

after repeated dose toxicity -- 

DR. BELSITO:  Right. 

DR. SNYDER:  -- there's ocular 

irritation. 

SPEAKER:  It's on PDF page 28. 

DR. BELSITO:  Yeah.  Yeah, I mean, the 

irritation was -- and it just says, you know, 

irritation potential of rosemary leaves tested 

undiluted with sufficient petrolatum for 

binding.  The way I interpreted that study was 

they took patients who had eczema, they put some 

ped on the leaves and just placed the leaves on 



the skin and they saw some irritation.  I mean 

that to me is -- I don't know what to -- how to 

interpret that, but considering they were putting 

a whole leaf on irritated skin and, I don't know, 

so the irritation looked worse because it was 

occluded with a leaf that they said it was 

irritating?  I mean, I don't see this at the 2 

percent concentration we're going forward with as 

being an irritant substance.  I think what they 

were looking for was perhaps putting a whole leaf 

on eczema skin might improve the skin and they 

found that in 44 patients it looked a little worse 

afterwards.  And in 190, it looked better or the 

same. 

SPEAKER:  Dr. Belsito, can I clarify 

the concentration?  It's.2 percent, not 2 

percent. 

DR. BELSITO:  No.  We got -- didn't we 

get data on a 2 percent, correct? 

DR. SNYDER:  Point -- we got -- .2.  

1.5 of leaf oil or 1.5 leaf oil. 

SPEAKER:  I don't believe there's a way 

to document on rosemary. 

DR. BELSITO:  Okay.  Well, somehow I 



ended up with percent and -- 

SPEAKER:  I believe it's.2 percent and 

1.5 for the essential oil. 

DR. BELSITO:  Okay.  So.2.  I stand 

corrected. 

DR. SNYDER:  There's a.2 percent leaf 

extract and a 1.5 percent leaf oil. 

DR. BELSITO:  So leaf extract safe up 

to.2 percent in leave-ons. 

SPEAKER:  And then, Dr. Belsito, also 

as far as using the safe when nonirritating, under 

non-human for the rosemary leaf oil, there was a 

study where no details were provided.  But 

undiluted leaf oil was moderately irritating.  

So would that argue at all for leaving in the safe 

when formulated to be nonirritating, or is does 

that not give enough information to include that 

caveat? 

DR. BELSITO:  But it was undiluted and 

what's the highest concentration of use of the 

leaf oil? 

DR. SNYDER:  We have a negative test at 

1.5 for the leaf oil. 

SPEAKER:  1.5. 



DR. BELSITO:  1.5 is the highest 

concentration of use.  Yeah, and we have a 4.4 

percent leaf oil was not irritating to rat skin.  

And then, 10 percent in petrolatum was not 

irritant on a 48-hour closed patch test.  So, I 

mean, I think we have data to suggest that at the 

concentrations being used irritation is not an 

issue. 

SPEAKER:  So go ahead and remove that 

part from the discussion and conclusion? 

DR. BELSITO:  Yeah.  I don't think 

irritation needs to be part of the, you know, 

discussion or conclusion -- particularly based 

upon, you know, the levels we're talking about.  

I mean -- I mean, what did we -- okay.  No 

discussion. 

Yeah, I mean -- you know, first of all, 

I don't know what to make of the data with the 

leaf.  And then the only other irritation we had 

was undiluted leaf oil causing irritation.  You 

know, I think that if you wanted to say anything, 

you could say when the leaf was applied to 

eczematous skin, it caused some irritation and 

undiluted leaf oil caused irritation.  However, 



at the concentrations that are being used in 

cosmetic formulations, this would not be an issue 

at all.  Or simply not discuss it at all. 

SPEAKER:  What's it mean in this first 

sentence under the human where it says sufficient 

petrolatum for binding?  What the for binding 

mean? 

DR. BELSITO:  To make it stick to the 

skin. 

SPEAKER:  Okay. 

DR. BELSITO:  So, like when you are 

doing patch testing sometimes with like a piece 

of glove, for instance.  You'll put a little 

petrolatum to get it stick and tape it on. 

SPEAKER:  Okay. 

DR. BELSITO:  So do we want to keep that 

sentence about irritation in the discussion and 

just point out that it was seen under situations 

that aren't to be observed at all in cosmetic use 

or remove it? 

DR. SNYDER:  I think that there's 

potential there to be confusing if we don't 

address.  We can summarize that we didn't feel 

that it was an irritant and because of the reasons 



that you have alluded to. 

DR. BELSITO:  So we're going to just 

modify that sentence and point out the leaf 

applied to eczematous skin and undiluted oil.  

And that it's not pertinent to the use levels in 

cosmetics.  Okay. 

Okie doke.  Anything else. 

SPEAKER:  That's it. 

DR. BELSITO:  Okay.  So -- 

DR. LIEBLER:  Don. 

DR. BELSITO:  Yes, Dan. 

DR. LIEBLER:  The only other point is 

I had no concerns about the deodorizing 

chemistry.  I think (inaudible) -- he'll raise 

that in the full panel meeting and I'm not sure 

it should be anything we follow-up on.  I don't 

think there's anything there. 

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

I thought, too, because that was actually in 

rosemary for consumption was and -- 

DR. LIEBLER:  Yeah. 

DR. BELSITO:  Okay.  So to go back, 

we're saying that the flower is insufficient for 

position and concentration of use and industry is 



not really interested in the flower anyway.  The 

leaf extract is safe up to 0.2 percent in 

leave-ons and safe as used in rinse-offs.  The 

others are safe as used.  The deodorization goes 

completely out of the discussion and our needs.  

And the repro effects we've added into the 

discussion pointing out that there were some 

observed in doses in rats at 500 milligrams per 

kilogram per day and that far exceeds the level 

that would be seen from cosmetic use. 

DR. SNYDER:  So, could you review that?  

The safe is as used except for the -- 

DR. BELSITO:  No, the flower is 

insufficient completely, so all the 

flower-derived ingredients here are 

insufficient.  All the leaf extracts, the water, 

et cetera -- .2 percent in leave-ons, safe as used 

in rinse-offs.  And the others that are -- 

DR. SNYDER:  I think the leaf extract, 

we have safe -- the sensitization data safe at -- 

DR. BELSITO:  .2. 

SPEAKER:  No, I think we -- well, we 

have a 1.5 percent. 

DR. BELSITO:  That's leaf oil. 



DR. SNYDER:  Oh, I'm sorry.  Yeah. 

DR. BELSITO:  Okay.  Anything else.  

Okay.  So, I guess we're moving on to the mono and 

the disaccharides.  It's the first time that 

we're seeing this.  Twenty-four ingredients and 

I'm going to read through the rest of it, but it 

appears that PCPC would like us to split the mono 

from the di.  So I guess before we even begin the 

discussion, it wasn't clear to me why they wanted 

those groups split out. 

MS. EISENMANN:  Not -- I don't think we 

want to split mono and di.  I think -- although 

these ingredients are structurally similar, how 

the body handles them is different and that 

didn't -- was not mentioned at all in the SLR.  It 

comes out a little bit in the -- this next draft, 

but I think they could do -- it could be a better 

job to put them how the body handles them.  And 

I'm not -- not necessarily a lot of data, but you 

could group which ones are -- serve as source of 

energy in humans, which are -- go right through, 

which are absorbed and not metabolized.  They 

could be put into groups and that might help the 

report be a little more organized and help you 



decide what additional data you might need. 

DR. BRESLAWEC:  If I could add to that, 

it's a question of how the group was formed and 

how the group was created.  Might want to point 

out that lactitol -- one of the ingredients in 

this group, is in fact a prescription drug 

laxative.  So, clearly, that has different 

actions metabolically than the other ingredients 

in the group.  So it's a question of how this 

group is formed, not just because they're mono and 

disaccharides, but how they act metabolically. 

DR. BELSITO:  So you -- excuse 

me -- has -- you would like this in the 

introduction, I presume, to the document as to how 

we form these groups? 

DR. BRESLAWEC:  Well, first of all, 

we'd like some of the items to be 

removed -- lactitol, for example. 

DR. BELSITO:  It's not a cosmetic 

ingredient? 

DR. BRESLAWEC:  It may be in the 

dictionary.  It is a prescription drug. 

DR. BELSITO:  Yeah, but there are 

prescription drugs, for instance, 4 percent 



hydroquinone, which are also used cosmetically, 

so the fact that something can also be used at a 

certain level as a prescription doesn't mean that 

it cannot be used in a cosmetic product. 

DR. BRESLAWEC:  That is correct. 

DR. BELSITO:  So if it's in the 

cosmetic dictionary and we have problems with it, 

then we'll say we have problems.  I mean if we 

don't have problems with it, then we'll go ahead.  

I mean -- 

MS. EISENMANN:  The other question is 

what salts do generally include, because gluconic 

acid is in here, but they decided not to put 

calcium gluconate in.  I mean there's other 

gluconates in the dictionary, but don't you 

usually include calcium salts.  So, if you 

want -- I mean, that concentration of use survey 

has already been completed.  So that would be 

easy to -- 

DR. BELSITO:  So, Carol, if I'm hearing 

you right, then there are also additional 

ingredients that could be added to this group that 

has not yet been added? 

MS. EISENMANN:  Well, there's a bunch 



of gluconate salts in the dictionary, but I think 

those are like zinc.  You don't usually put zinc 

in, so -- I mean and zinc would probably be for, 

you know -- they're probably putting it in for the 

zinc and that's why you can consume it.  So I 

don't think the rest of them really belong, but 

calcium probably does because you usually 

do -- you usually include calcium. 

DR. LIEBLER:  Carol, do you have any 

idea the usage on the calcium gluconate? 

MS. EISENMANN:  No, I don't have that 

off hand.  But I did get to use concentrations, 

so it has some uses.  But I -- I don't think it's 

a lot of uses. 

DR. LIEBLER:  Yeah. 

DR. BELSITO:  So, if you're looking at 

the list on the monosaccharides, then what you're 

saying is there's sodium, there's potassium and 

there's also calcium gluconate? 

MS. EISENMANN:  Correct. 

DR. BELSITO:  Okay.  And from -- are 

there any galacturonates that were missing? 

MS. EISENMANN:  I didn't look for that. 

DR. BELSITO:  Okay.  So it's possible 



that there are some additional ingredients out 

there that should be added to this report? 

SPEAKER:  At least considered. 

DR. BELSITO:  At least -- we know of 

one. 

MS. EISENMANN:  One. 

DR. BELSITO:  But -- 

MS. EISENMANN:  That's the only one 

that I was aware of -- 

DR. BELSITO:  Okay. 

MS. EISENMANN:  -- that I would say. 

DR. BELSITO:  So if you search the 

dictionary for glucon with an asterisk, the only 

other thing that you come up with -- or something 

gluconate, the only other thing you come up with 

is calcium? 

MS. EISENMANN:  No, there's 

other -- other -- I mean, unfortunately nickel 

gluconate is in the dictionary.  Why anybody 

would put a nickel salt in, but -- I 

wouldn't -- you wouldn't -- that would be for, I 

mean -- you wouldn't -- the gluconate is not 

important.  I mean for the other salts, I think 

it's the metal iron or the other iron that's 



important.  So I don't think you would add those.  

I have the list somewhere here. 

DR. BELSITO:  Okay.  So I guess the 

question is because, you know, when I reviewed 

this, I said well, there's no repro data, but 

these are grass.  There's only oral for the 

lactulose among the non-grass, but the others 

really didn't bother me in terms of the amount of 

oral exposure.  That we could use the usual plant 

boilerplate and go safe as used and in the 

discussion -- because of the Wave 2, we've got 

some irritation with 29 percent sucrose shampoo, 

but I find it hard to believe that it was the 29 

percent sucrose that caused the irritation.  I 

suspect it was the surfactant in the shampoo that 

was causing the irritation.  Linda? 

DR. LORETZ:  I hate to belabor this, 

but I'm going back to the classification again of 

some of the ingredients.  Because our chemists 

who looked at the grouping also felt that there 

were several that really by definition really 

shouldn't be in this category -- 

DR. BELSITO:  Okay. 

DR. LORETZ:  -- because they're really 



not chemically either mono or disaccharides.  

And that they should be pulled apart.  I can tell 

you the ones that they listed -- because they 

said, by definition, they really are not 

saccharides and those are flucose, plugonic acid, 

rhamnose, potassium gluconate, sodium gluconate 

and galacturonic acid.  That by definition, they 

would not be a saccharide. 

DR. GILL:  Can you hold that statement 

for just one second? 

DR. LORETZ:  Sure. 

DR. GILL:  She's gone to get Bart -- 

DR. LORETZ:  Okay. 

DR. GILL:  -- who put together this 

grouping. 

DR. LORETZ:  That'd be fine. 

DR. BELSITO:  So, which -- but which 

ones were you addressing, Linda?  I got 

galacturonic acid, potassium gluconate, sodium 

gluconate, plugonic acid. 

DR. LORETZ:  Gluconic acid, flucose. 

SPEAKER:  And rhamnose, right? 

DR. LORETZ:  And rhamnose. 

DR. BELSITO:  Glucose? 



DR. LORETZ:  No.  Fucose. 

DR. BELSITO:  Fucose.  Okay. 

DR. LORETZ:  F-U-C-O-S-E and rhamnose. 

DR. BELSITO:  So your chemist fucose, 

galacturonic acid, gluconic acid, potassium 

gluconate, rhamnose and sodium gluconate.  Is 

that the list? 

DR. LORETZ:  Yeah. 

DR. SNYDER:  Plugonic -- was it 

plugonic acid or? 

DR. LORETZ:  Plugonic acid. 

DR. SNYDER:  Plugonic not gluconate. 

DR. BRESLAWEC:  And I guess we would 

add then -- 

SPEAKER:  And galacturonic acid. 

DR. BRESLAWEC:  You'd have to add 

calcium gluconate, which we've suggested to add, 

but we have no objections to removing those 

ingredients. 

DR. BELSITO:  Well, let's -- okay, 

Bart.  So, FDA had some objections to the 

inclusion in the monosaccharide categories of 

fucose, galacturonic acid, plugonic acid, 

potassium gluconate, rhamnose and sodium 



gluconate.  Is that correct? 

DR. LORETZ:  That's correct. 

DR. BELSITO:  And as not being 

monosaccharides. 

DR. LORETZ:  Well, as not fulfilling 

the definition of a saccharide, because, I guess, 

chemically -- and I'm not a chemist -- that they 

actually don't have the components that one would 

truly need to be categorized as being a sugar -- a 

saccharide. 

MR. HELDRETH:  Yeah, I mean, under some 

definitions of what a saccharide is it has to be 

able to inner-convert back and forth between the 

straight chain and the ring form, but that 

definition varies from group to group to some 

extent.  If you feel that that's going to affect 

the safety of these ingredients, I can see 

separating them out.  But if it's purely chemical 

and these items are still grass and you don't feel 

that the cosmetic application is significantly 

different to the extent where you need to make a 

safety call, then I think these are still 

saccharides from that kind of perspective.  But, 

technically, yes, because they cannot do that 



inner-conversion that is common in many sugars, 

then you could define them differently.  I'm not 

sure that that means anything from a tox 

perspective though. 

DR. BELSITO:  Dan, do you want to chime 

in here?  Have you followed this discussion? 

DR. LIEBLER:  Yeah, I have.  I'm -- is 

the concern from FDA only based on that sort of 

the technical definition of what's a saccharide?  

Because I suppose that could be dealt with by 

rewording the title. 

DR. LORETZ:  And maybe you want to do 

that if (inaudible).  Sorry.  Maybe you want to 

do that -- to change the title -- just so that way 

it becomes more inclusive if you want to include 

the ingredients. 

MR. HELDRETH:  Sure. 

DR. BRESLAWEC:  Again, we would have no 

objections including them if there was a 

discussion that addressed the kind of issues that 

we've been discussing. 

DR. LIEBLER:  They're certainly 

chemically related.  They're related in terms of 

their uses.  And in the case of the gluconates, 



they are metabolites of saccharides.  So, you 

know, I think they belong in the report as long 

as they have uses.  But I think we could tweak the 

title to accommodate that concern. 

SPEAKER:  Yeah, we could entitle this 

probably mono and disaccharide-like compounds or 

something like that -- if that would -- 

DR. BELSITO:  Or mono and 

disaccharides and related compounds. 

DR. LORETZ:  That might be a better way 

to phrase it. 

SPEAKER:  Our chemist came up with the 

title. 

MS. FIUME:  I just want to respond to 

Dr.  Leibler's question earlier about calcium 

gluconate.  The highest concentration is 1 

percent in leave-on products.  And there's.5 

percent in (inaudible) products. 

DR. LIEBLER:  Okay. 

DR. BELSITO:  Okay.  So we're going to 

change the title to something to the effect of 

mono and disaccharides and related cosmetic 

ingredients or related compounds.  We're going 

to keep those six in.  We're going to add calcium 



gluconate.  We're going to search to make sure 

there are no other gluconate salts -- probably 

not.  I mean is there an ammonium gluconate? 

DR. BRESLAWEC:  Carol has a list. 

MS. EISENMANN:  I have the list.  

There is barium, cobalt, copper, faris, lithium, 

magnesium, manganese, nickel and zinc 

gluconates. 

DR. BELSITO:  Okay. 

MS. EISENMANN:  And I didn't think any 

of those would be appropriate. 

DR. BELSITO:  I would agree.  So just 

calcium.  And then what about galacturonates? 

MS. EISENMANN:  I didn't look for 

those. 

DR. BELSITO:  Okay.  So we -- 

MS. EISENMANN:  I suspect they're not 

there, but --  

DR. BELSITO:  But we should know, 

rather than suspect.  So we'll search for that.  

So then, at this point, we're adding calcium and 

we're going to search for glucoronates.  And -- 

MR. HELDRETH:  I can tell you for all 

of these, I did look for the sodium and potassium 



salts of each one of these, so there -- there 

wouldn't be a sodium or potassium glucoronate.  

But I left out the other salts because I didn't 

want us to go down the road towards barium, nickel 

and -- 

DR. BELSITO:  Right. 

MR. HELDRETH:  -- these other ones that 

are going to be prickly pears. 

DR. BELSITO:  Okay.  But just let's 

then look for -- for calcium.  Make sure there's 

not a calcium glucoronate.  So -- 

DR. SNYDER:  Go ahead, I'm sorry. 

DR. BELSITO:  -- having said that, I 

mean I already told you what I thought.  We could 

go with a safe as used with a plant boilerplate 

and discuss the shampoo -- the 29 percent sucrose 

since it's used at a higher level -- that we felt 

that that was a surfactant effect of the shampoo 

and not an effect of the sucrose.  And assume that 

we're not going to find much about calcium 

gluconate that will give us pause, but since we 

are adding in another ingredient, where does 

that -- I mean, is this a tentative final, pending 

what we see where we -- or do you people feel it's 



not safe as used?  Where are you with this? 

DR. SNYDER:  No, I agree with the safe 

as used.  I do think that the document needed some 

modifications regarding specifically what we 

were addressing and I think we've had some 

discussion on that.  Now, Monice did have some 

language in here underneath the 

introduction -- the second paragraph -- refer to 

these as dietary sugar replacements or very 

closely related analogs and salts.  So would that 

language be appropriate for the title that used 

to determine analogy analogs and salts?  Is that 

the appropriate language?  And I also thought 

that we needed to have beefed up a little bit more 

discussion about the metabolism of these 

individual ingredients because we have a very 

brief sentence in the draft discussion or summary 

statement, and that's the first time we actually 

see that.  So I think we need to have a little bit 

more in the -- in this section of the document or 

the introduction. 

MS. FIUME:  Can I ask for clarification 

on that because most of that is the response to 

a council comment about metabolism of these 



ingredients and, generally, the way we've been 

reviewing ingredients that are grass and that are 

food, we're not concerned about the oral safety.  

They're well documented ingredients and we don't 

go down that path because if we tried to do the 

metabolism of these sugars, the report would be 

huge, but it wouldn't really be affecting the 

cosmetic safety.  So, I was sort of looking for 

some guidance on that because they are sugars that 

are eaten every day, what the relevance of that 

oral metabolism would be to the cosmetic safety 

of these ingredients. 

DR. SNYDER:  Well, in my opinion, I 

think we've got to be careful about global 

statements like these mono and disaccharides are 

common dietary sugars.  Well, they're not 

common.  They're not all common dietary sugars.  

So I think we need to -- we need to specify which 

ones are grass and I had actually indicated in 

here in the table, just put an asterisk and a 

footnote saying these are grass.  And then the 

remaining ones, I think we probably need to make 

a statement about whether they're not metabolized 

or not going to be absorbed or -- I think that's 



relevant to our assessment in whether or not we're 

going to have any concerns. 

MS. EISENMANN:  It's not necessary to 

put a lot of data, just some general information 

that, you know, sucrose is metabolized and it 

serves as a source of energy and not a lot of 

detail.  You know, you don't need to go into 

receptor, transporter and that kind of thing, but 

just some -- you could categorize these into 

different categories which are absorbed and which 

are not and not necessarily have data on it.  

There's probably some kind of a review that 

categorizes or a biochemistry book that 

categorizes them and that's -- 

DR. GILL:  I think -- I think we have 

to be careful not to ask for too much information 

to be put in on grass ingredients, because even 

though some of these products are used orally, for 

those that are grass, we -- what the panel has done 

is determine that the oral safety has been 

established.  And so I don't think we're asking 

for any data, but just a distinction that this 

could be metabolized differently.  And it has an 

impact on the oral, but it's not being addressed 



here because these are grass subjects -- or grass 

ingredients. 

MS. FIUME:  And I did just want to point 

out that the last paragraph in the introduction 

does state that those that are not grass or in the 

food chemical codex and that there was no oral 

data found on those ingredients.  Those were 

searched. 

MS. EISENMANN:  See, for some of those, 

there might be no oral data because they're not 

absorbed, so then you wouldn't do toxicity.  So 

a statement that says they're not absorbed might 

be more -- just as helpful as, you know, the 

statement that you didn't find oral data. 

DR. BELSITO:  So that, Carol, you would 

want in the discussion or a brief summary in 

metabolism section that the following are not 

grass and we have, you know -- we have no oral 

data, but assume that they're not absorbed?  Or 

how are you going to go about crafting that. 

DR. GILL:  I think on the non-grass 

ingredients, the panel and the writers have some 

leeway about what they would like to address in 

terms of oral toxicity.  For the grass 



ingredients, I -- we really don't need any 

addition information to be discussed. 

DR. BELSITO:  So -- 

SPEAKER:  I guess I agree that I would 

like to -- you know, for the grass compounds, 

fine.  But these that aren't grass, a little bit 

of information known -- if -- if they, you know, 

in general are absorbed or not, because some of 

these things are not absorbed.  And then 

secondly, I -- if they are absorbed, are they 

"metabolized" in such a way to make ATP?  Or are 

they more like drugs as far as their metabolism?  

I guess I would like to know that. 

DR. BELSITO:  So, to make the document 

clearer, should we have a table listing the 

non-grass ingredients in this group and what 

information, if any, is known about skin and oral 

absorption on them? 

DR. GILL:  I'd like to keep it with the 

skin and oral absorption on those and not get into 

too much detail for the writers in discussing the 

metabolism of these if the panel is comfortable 

with that. 

DR. BRESLAWEC:  Table 8 actually 



includes your summary metabolism data.  I think 

if that could be expanded to include the non-grass 

ingredients, that would be fine. 

SPEAKER:  If there are data. 

MS. FIUME:  That does include a lot of 

the data that were found, so if it's not in the 

published literature, that's something we need an 

IDA on -- on the non-grass ingredients to show 

that they're safe? 

DR. BRESLAWEC:  That's a very good 

question. 

MS. FIUME:  And would those data 

be -- is that something we will get?  Would it 

hold up -- would it hold up the report is what the 

IDA comes down to if there is not oral metabolism 

data on those ingredients. 

DR. GILL:  And I think -- Halyna, I 

think that was -- that's been part of the 

discussion in the past about accepting it and it 

will require.  I know Carol is saying we can make 

a general statement, but I do believe we're going 

to get comment back if we make the general 

statement.  So what happens to them? 

MS. EISENMANN:  See, I suspect some of 



this information isn't in the literature you 

normally look at -- that it might be in some 

biochemistry text or our carbohydrate 

metabolisms -- that it might not be, you know, 

summarized in -- you know, I don't know for sure, 

but I think if you do some general searching 

rather than -- on the Internet in general, rather 

than some of these -- you might find -- I've been 

finding general statements.  You know, this is 

not metabolized.  This is not absorbed for some 

of these that you didn't have information.  So, 

it might be different sources than you use to get 

something like that. 

DR. BRESLAWEC:  I think the main 

concern obviously that the panel needs to address 

is is this a safety concern and then move forward 

from there. 

DR. BELSITO:  Well, I mean when you 

look at -- I mean the molecules themselves.  They 

don't strike me as molecules that are going to get 

through the skin, right?  So if you're concerned 

about absorption, then your concern is going to 

be on mucus membrane products.  And when you look 

at concentrations of use, mucus membrane 



products -- 65 percent for sucrose, .1 percent for 

trehalose, .0075 percent for xylobiose and no 

reported uses for xylose and that's what we have 

for these, you know, disaccharides.  So, I mean, 

you could put in the discussion that, you know, 

safe as used.  And you could even put something 

to the effect that it was noted that, you know, 

sucrose was used in as high a concentration as 65 

percent in a mucus membrane product.  This is 

grass product.  It would be expected that 

concentrations in such high levels would be mono 

or disaccharides or related compounds that are 

grass.  Because we are going -- when we say safe 

as used, we are going quite high with one of them 

in a product that's applied to the mucus 

membranes.  All of the others are quite low 

concentrations. 

I mean if you look, trehalose -- the 

highest is 2 percent and xylose is 1 percent.  So 

the only one that's, you know, way out there is 

sucrose.  And glucose.  I mean all the others 

that are used in mucus membranes are grass. 

DR. BRESLAWEC:  And that would fit safe 

as used. 



DR. BELSITO:  Right. 

DR. SNYDER:  Yeah.  I don't think -- 

DR. BELSITO:  If you wanted -- if you 

wanted to be even more specific, we're saying safe 

as used because the ones that are used in high 

concentrations in mucus membranes are grass 

ingredients. 

DR. LIEBLER:  That's basically it.  I 

agree with that, Don. 

DR. SNYDER:  Yeah, I don't think 

there's any issue with safety.  I think it's in 

crafting the document of our justification and 

how we classified them and what data set was used 

to support that safety. 

MR. HELDRETH:  Yeah, and I think to 

Monice's question, I don't -- I don't see how 

knowing the oral absorption and metabolism of 

these non-grass ingredients from general 

statements and textbooks is going to be all -- at 

all informative to cosmetic safety.  But maybe 

I'm missing something here. 

DR. BELSITO:  Okay.  So -- any other 

comments before we attempt to summarize where we 

are with these?  Dan? 



DR. LIEBLER:  Nope. 

DR. BELSITO:  Okay.  So, from hearing 

everything, that we're going to go safe as used.  

We're going to add the usual plant and 

boilerplate -- inhalation boilerplate.  We're 

going to point out that the high levels of use in 

mucus membrane products were ingredients that are 

grass and that we would expect that if a non-grass 

ingredient were to be used at that level, that we 

would have some type of oral absorption 

metabolism data on it.  And that that irritation 

with 29 percent sucrose shampoo is likely due to 

the surfactant and not the shampoo, and therefore 

we're not concerned about levels of use of sucrose 

above 29 percent that are in the report.  We're 

going to assume that the addition of calcium 

gluconate and perhaps calcium 

glucoronate -- since Bart didn't search for 

calcium is what I heard -- are not going to change 

that opinion and proceed as a tentative final.  

Is that where we're at?  Okay? 

MS. FIUME:  Dr. Belsito. 

DR. BELSITO:  Yes, ma'am. 

MS. FIUME:  If you -- the other 



ingredients you want to search for -- 

DR. BELSITO:  Calcium glucoronate. 

MS. FIUME:  Glucoronate.  

G-L-U-C-R-O-N-A-T-E? 

DR. BELSITO:  Yes.  Because we have 

glucoronic acid in the report, so there -- and 

Bart said he searched for sodium and potassium 

salts of the acid, so that would be the only one 

that we would miss that we would consider adding. 

MR. HELDRETH:  There is not one. 

DR. BELSITO:  There is not one. 

DR. LIEBLER:  (Inaudible) and Monice? 

MS. FIUME:  Yes? 

DR. BELSITO:  Excuse me. 

DR. LIEBLER:  (Inaudible) 

glucuronate. 

MS. FIUME:  Okay.  Thank you. 

MR. HELDRETH:  Yeah.  The only calcium 

gluco ingredients are the calcium gluconate and 

then there's a couple ingredients that are 

glucocide-type ingredients like calcium 

glucoheptanoate, calcium ketogluconate -- which 

would not be related to these ingredients.  So 

there are no other calcium salts that would fit 



into this report in the (inaudible) dictionary. 

MS. FIUME:  Dr. Liebler, just to check 

back -- I thought Dr. Belsito's concern was there 

is glucoronic acid in the report and so he was 

looking for glucoronics.  Did I misunderstand? 

DR. LIEBLER:  I think -- I don't think 

glucuronic -- 

MS. FIUME:  Okay. 

DR. LIEBLER:  -- is anywhere.  It 

should be gluconic, right? 

MS. FIUME:  Okay.  So, yes.  So we 

have all of them now. 

DR. LIEBLER:  Good, good.  

MS. FIUME:  Dr. Liebler, just to let 

you know, Dr.  Belsito stepped out for a moment.  

That's why you're not hearing anything. 

DR. LIEBLER:  Okay.  I'll step out for 

a bit, too. 

DR. BELSITO:  Okay, we've moved on to 

alpha- hydroxides?  Okay, let me just save these 

changes. 

DR. GILL:  Did Dan step away? 

DR. BELSITO:  Okay.  Okay, so 

alphahydroxy acids, AHA's.  So, I didn't think 



that particularly after getting information in 

Wave 2 that there was any need to re-open this 

report unless there were any ingredients that we 

didn't originally add that could be added.  I 

agreed that the ethanolamides should be kept as 

a separate issue, and again I had no problems with 

the increased frequency or concentration of use 

especially given the corrected concentrations in 

Wave 2 and the fact that, you know, in our initial 

report we said that you need to formulate not to 

be irritating and that you should be using a 

sunscreen, so I would say don't re-open. 

DR. SNYDER:  I had the same comment.  I 

want one clarification.  I couldn't glean that 

whether there were any new uses.  Any new product 

uses -- 

DR. BELSITO:  Categories like 

sunscreen or -- 

DR. SNYDER:  Yeah, that's the only 

thing that I -- I couldn't decipher that, and I 

was going to ask -- 

MS. FIUME:  Let me look through my 

document. 

DR. SNYDER:  Okay. 



MS. WEINTRAUB:  And I had a further 

question about that.  Just in the previous 

reports there are questions about personal use 

and salon use, and I couldn't get a sense from the 

data whether that was consistent or there were 

changes in that, and I think that would be useful 

to know. 

DR. SNYDER:  That's what precipitated 

my query in the use issue. 

MS. WEINTRAUB:  One other question I 

had, and this is for FDA; whether -- I wasn't sure 

if the document reflected any and all statements, 

actions, from FDA on these group of ingredients 

because it seems like when the original 

ingredient was -- or when this document was 

written there was still some question about FDA 

was going to do and wondering if there's more 

clarity about that. 

DR. LORENTZ:  What FDA did in response 

to when the original document was written was 

issue guidance for the use of AHAs, and I think 

that that's where the time of the first document 

and now, that's the only thing that's happened.  

There's been some issue and concern about AHAs and 



sunscreens from the drug side, but we've had no 

additional issues and to my knowledge CDER has not 

changed their position, and they still support 

what we have recommended in our own guidance.  

Nothing has changed. 

DR. BELSITO:  Yeah, I wish that Ron 

Shank was here, but I think, Linda, that FDA 

actually went on and did some of their own sunburn 

studies or some additional studies separate from 

what was already in the literature. 

DR. LORENTZ:  We did, and that is 

actually what we did prior to going ahead with our 

guidance, so our guidance is based upon FDA 

research. 

DR. BELSITO:  Okay. 

DR. LORENTZ:  So that -- but that is 

actually referenced in this particular document, 

so the studies that are here -- that would be the 

only thing.  But that, again, it would have been 

reflected in our guidance that was published in 

2005 so that there's nothing that we've been doing 

since that particular time.  You know, we've done 

some minor studies and updates, but nothing 

that's really changed any opinion. 



MS. FIUME:  So, Dr. Snyder, as far as 

the new uses, is there something particular you 

want pulled out of Table 1 that shows -- 

DR. SNYDER:  Well, I mean, I have a Word 

document so I'm not exactly sure where I'm at, but 

there's an eye area and an incidental inhalation 

and ingestion where there were no reported uses 

in 1997, and now we have 15 eye area uses and one 

incidental ingestion for -- 

DR. BELSITO:  But I think that's the 

way we used - - I mean, when you see the reported 

uses -- 

DR. SNYDER:  That's my -- 

DR. BELSITO:  -- sometimes it's simply 

means we didn't split them out that way at that 

point in time. 

DR. SNYDER:  Yeah, that was, again, why 

the confusion.  I was having a hard time 

determining because whenever we do a re-review, 

I look to see whether the concentration has 

changed or were there any new significant uses.  

And so, in this one I was having a hard time 

determining whether there was any significant new 

uses that might raise a concern that wasn't 



addressed. 

DR. BELSITO:  But if you -- 

MS. FIUME:  So, for example, sodium 

lactate, I believe is what you're referring to 

with the new eye uses, but cetyl lactate also had 

use in the eye area in 1995, in 1997 data.  It was 

used up to 2 percent in 1995, so I don't know if 

they cover each other or not. 

DR. BELSITO:  I guess. 

DR. BELSITO:  But I guess my lack of 

concern with are there any new uses is the fact 

that any new uses are going to -- I'm not really 

concerned about the oral absorption of these.  

I'm more concerned about the skin irritation and, 

you know, what we've already said is that they 

should be formulated not to be irritating, so, I 

mean - - and where might you expect that to occur, 

certainly in an eye-area product would be the most 

likely, so I think we've already covered that. 

And I suspect, I mean, no one's going 

to put lactic or glycolic acid, you know, 

unbuffered in an eye product, at least not a 

cosmetic eye product, and I sincerely doubt that 

anyone would try and do a peel that close to the 



eye lid with even a medical grade product, so I 

thought we sort of covered the safety simply by 

sunscreens and formulated not to be irritating.  

Those were the real principle issues.  Dan, 

comments from your end?  Have we lost you? 

DR. GILL:  I know he said he stepped 

away. 

DR. LIEBLER:  I'm here.  I didn't hear 

the very first part of the discussion, but I guess 

where I'm at with this is do not re-open. 

DR. BELSITO:  Okay, well then, you 

heard everything we said.  (Laughter)  Okay, any 

other issues with the AHAs?  Okay. 

DR. LORENTZ:  I have one other quick 

question. 

DR. BELSITO:  Sure. 

DR. LORENTZ:  For two of the, I guess 

ingredients being used, the myristyl lactate at 

13.2 percent in lipstick and the cetyl lactate, 

10 percent in eye.  Do we need to say that there's 

no data, or we're just going to -- that's really 

not important because, again, of the 

non-irritating potential? 

DR. BELSITO:  Yeah, I mean, that has 



been -- if -- I think what we've essentially said 

if you're to put it in a product, then you have 

to have performed testing to show that under the 

conditions of use, it's not irritating, and that 

presumably if you have 10 percent cetyl lactate 

in an eye cream, you know that it's not going to 

cause irritation.  Anything more?  Okay. 

DR. GILL:  I do have one question for 

the panel on this.  This was, as I indicated, one 

of the re-reviews that we were looking at 

providing just the summary information, looking 

through the literature summarizing what the 

differences were between the time the initial 

report was issued and now and providing that with 

you with new use information, and I'm wondering 

if this sort of worked for you as opposed to 

re-opening with a full-blown re-review report?  

We would like to do this -- to use this approach 

in the future if this was an easier way for you 

to determine up front what the changes were. 

DR. BELSITO:  I think, really, you need 

to do this case by case.  In the case of AHAs, you 

know, in 1995 these were a big deal.  They were 

a hot topic, yada-yada-yada.  Not that they're 



not a hot topic now, but we now have 18 years of 

increasing use of an incredible number of 

consumers of dermatologists, of cosmetologists 

that are using these products, and we haven't 

really seen anything new coming out of the 

literature, certainly nothing new negative about 

them.  We've seen a lot of new ways to tweak them 

to make them better cosmetic products.  We've 

seen new marketing claims for them, but we haven't 

seen anything negative, so I think it works for 

this.  But there may be something that we looked 

at where there are a lot of negative things coming 

out, and we may need to expand that review more. 

DR. GILL:  Yes, we weren't -- thank 

you.  We weren't proposing to do that if they were 

a big issue or a safety issue; only for those 

things after reviewing the literature there were 

absolutely no safety issues at all. 

DR. BELSITO:  Right.  I think for 

methylisothiazolinone, it's going to be a little 

bit different.  (Laughter) 

DR. GILL:  Thank you. 

DR. BELSITO:  Okay, so next are the 

tocopherols, so basically we're adding in some 



ingredients here and looking at whether this was 

sound grouping, and did we get everything right, 

and are we having any issues with these?  So, I 

guess the first thing is Dan to comment on the 

grouping.  Are you happy and also are we missing 

any ingredients from the cosmetic dictionary that 

we should be adding in here? 

DR. LIEBLER:  Yeah, I think it's done.  

All the things that are in the report at this point 

are fine with me.  There's some very creative 

ways of hooking tocopherols together with other 

molecules, but even despite its structural 

diversity, I don't think that there's any reason 

that these don't all belong together.  There are 

essentially ways of incorporating either free or 

steriphide tocopherols, and they're all okay with 

me.  What I can't speak to is whether or not there 

are any other ingredients in the dictionary that 

should be included that aren't, but as long as 

they are tocopherol derivatives, they probably 

should be at least a third. 

DR. BELSITO:  Okay.  So, am I 

understanding that you thought there were some 

additional ingredients that could be added, or 



you were comfortable with what was added and move 

on? 

DR. LIEBLER:  Oh, I'm comfortable with 

what was added, and I'm unaware of any others, but 

there could be.  I just don't -- I didn't look in 

the dictionary to try and find out. 

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

comfortable with the ingredients, then my feeling 

looking at it is safe as used inhalation 

boilerplate, and although these are 

plant- derived, they're specific ingredients, 

and I didn't think we needed the botanical 

boilerplate for this particular group.  But 

we'll toss that out for further conversation. 

DR. LIEBLER:  Yeah, I don't think we 

need it either.  These are -- unlike the 

botanicals which are usually aqueous extracts or 

not very purified mixtures, these are actually 

highly enriched lipid products that -- the ones 

that are from plant sources that are pretty highly 

purified, and then a large percentage of what's 

being used is produced synthetically.  So, yeah, 

I don't think we need the plant (inaudible) 

boilerplate on these. 



DR. BELSITO:  Okay.  Kurt, Paul, 

comments, additions to the document? 

DR. SNYDER:  I was just going to ask Dan 

and Kurt to comment on the -- we're adding the 

tocotrienols, and they do have an increased 

absorption compared to the parent document when 

it was first reviewed, and was that significant 

enough to be of concern? 

DR. LIEBLER:  I don't think so.  One 

thing I pointed out is -- it wasn't covered in the 

report is that I used to the vitamin E field for 

quite a while, and I remembered that it was some 

literature, probably in the mid- 90s, on 

tocopherol-transfer protein and their role in 

packaging tocopherol into lipoproteins for 

distribution, so I think a lot of the difference 

between tocopherol and tocotrienols has to do 

with the fact that the tocopherols are 

selectively taken -- are handled by these 

tocopherol bindings proteins, and the 

tocotrienols apparently are not.  So, this has 

more to do with the in vivo kinetics of the 

compounds and distribution into tissues and then 

possibly some of the oral data, but for topically 



applied materials I don't think there are really 

big issues here.  In general, these are very 

modestly absorbed, very modestly metabolized. 

DR. SNYDER:  I was -- 

DR. LIEBLER:  I don't -- 

DR. KLAASEN:  Good. 

DR. BELSITO:  Yes, Helen. 

DR. BRESLAWEC:  Yeah, there's a 

section in the report entitled 

Anti-Carcinogenicity. 

DR. BELSITO:  What page you on? 

DR. BRESLAWEC:  I have a PDF.  It's 

page 22 of the PDF.  It's just the term 

anti-carcinogenicity suggests a curative affect, 

and we would prefer if that term not be used and 

all that information just be included under 

carcinogenicity or whatever or taken out, or if 

you're going to discuss the epidemiological 

studies that show, I think, an opposite effect. 

MS. EISENMANN:  The epi-studies are 

showing an opposite effect.  People taking 

vitamin E are not having reduced cancer 

incidents.  They're having -- some studies are 

coming out greater cancer incidents, so I thought 



it was a little -- might be imbalanced to just show 

the animal studies they're showing as an 

anti-carcinogen, or as when you have people 

taking high levels of supplements, of antioxidant 

supplements, they're not seeing a benefit. 

DR. BELSITO:  So, you would propose 

that these animal studies either be deleted 

completely or just moved to the carcinogenicity 

study? 

DR. BRESLAWEC:  Our concern is that the 

terms anti-carcinogenicity and the data 

summarized on here might suggest a curative 

effect -- 

DR. BELSITO:  Right. 

DR. BRESLAWEC:  -- and that is 

something we would not like.  So, it either needs 

to be presented with full data and balanced out 

with the epidemiology studies or just put the 

whole section under carcinogenicity which is a 

standard format for these types of reports. 

DR. BELSITO:  So, move it to 

carcinogenicity and then where would you -- would 

you keep the epi-studies as separate or move those 

to carcinogenicity as well? 



DR. BRESLAWEC:  I'm not sure the 

epi-studies are in the report. 

DR. BELSITO:  They're not. 

DR. KLAASEN:  They probably should be. 

DR. BELSITO:  And move those into the 

carcinogenicity section as well? 

MS. FIUME:  So, the oral studies on 

vitamin E supplements, human studies on vitamin 

E supplement? 

DR. BRESLAWEC:  Again, the panel can 

choose a variety of ways of dealing with it.  It's 

just that our concern is that it not be presented 

as a curative effect. 

DR. BELSITO:  Okay, so any other 

comments?  Yes, Rachel? 

MS. WEINTRAUB:  I have a question about 

the language in the discussion on page 11 of the 

PDF.  In talking about the tumor- promoting 

ability, the last sentence states the general 

experience of the panel is that to tocopherol is 

not a tumor-promoter.  Instead of the language 

"general experience," should it be "based on the 

data presented?" 

DR. BELSITO:  You're on page 11? 



MS. WEINTRAUB:  Yes, sorry.  Eleven, 

it's the third paragraph under the discussion. 

DR. BELSITO:  But that's the 

discussion from the original report, so we really 

can't change that. 

MS. WEINTRAUB:  Oh, okay.  Is it?  I 

thought it was not the original report. 

DR. BELSITO:  Well, if you're on page 

11, that's the introduction and the discussion 

portion of that page is the discussion from the 

original report on tocopherols. 

MS. WEINTRAUB:  Oh, okay.  Yes, it is 

in italics. 

SPEAKER:  (off mic) 

MS. WEINTRAUB:  Oh, okay.  My 

apologies then.  And then the other thing is just 

more substantive in terms of whether -- I thought 

in that paragraph I wanted to make sure that the 

panel was comfortable with the language in the 

document about sort of the tumor promotion and the 

language clarifying that it was one particular 

study that seems to be inconsistent with others. 

DR. BELSITO:  It's, again, from the 

original discussion.  So, you said "Of concern to 



the panel however was one study on myacine in 

which tocopherol acted as a complete tumor 

promoter.  The procedures used in this study were 

different from most tumor-promotion studies and 

results have not been repeated."  Is that the -- 

MS. WEINTRAUB:  Yeah, I mean, it says 

it a number of times throughout the report.  Most 

of it is in italics language, but wanted to make 

sure generally that the panel was comfortable 

with how this discussion and with the data 

presented on this issue. 

DR. BELSITO:  I think if we add the 

anti- carcinogenicity data under the 

carcinogenicity section, we add in the 

epi-studies, basically what we have is to craft 

a new discussion.  I think that discussion has 

not yet been crafted, so, we can go back and add 

language.  I mean, so, I think what we need to do 

is we need to give Monice here if we're going out 

as (inaudible) to final with the safe-as- used and 

inhalation boilerplate, don't need a botanical 

because these are actually pure ingredients even 

though they're derived from plants, except do we 

need to say anything about heavy metals and 



pesticides? 

DR. KLAASEN:  No. 

DR. BELSITO:  No. 

DR. SYNDER:  Well, I think with this 

stuff that we're basically saying we want to 

re-open, we want to add the other ingredients, and 

then we'll proceed from there, but with the caveat 

that the discussion will be captured, hopefully, 

in the new craft of the discussion and summary 

statements. 

DR. BELSITO:  Right, I mean, but we're 

re-opening and at this point are we, I 

mean -- we've reopened before and gone in with the 

safe-as-used and move this along, so that's what 

I'm suggesting.  And then we need to give Monice 

some idea of what are the points of the discussion 

that we need to bring up. 

What I'm hearing from Rachel is she was 

concerned about the language, the 

carcinogenicity language in the original report, 

and I think that what we need to do is draft or 

give her some idea of the language we would like 

to see to address -- I mean, the only real issue 

that I'm seeing anyone raise are these 



anti-carcinogenicity, carcinogenicity, that one 

study, the human epi-studies that I wasn't aware 

of that suggested that it might not have a 

protective effect, and since I haven't seen them, 

it's a little hard for me to get an idea how to 

craft that language.  But we need to wordsmith 

that out, but that would be done in the discussion 

anyway, which presumably wouldn't substantially 

change the document, so we could move this along 

and go tentative-final, safe-as-used, inhalation 

boilerplate, and draft a discussion which is 

going to really just focus on the carcinogenicity 

issues that were raised -- 

DR. LIEBLER:  Right, I agree with that.  

I think there's actually a very large literature.  

Monice has probably got much of it in the -- on 

mild skin carcinogenesis studies.  The large 

majority of what was done indicates that 

tocopherols inhibit tumorigenesis.  There's 

that one study that Monice has pulled out from 

page 21, PDF 

to 22, at length, but I think that that 

could be shrunk down quite a bit and incorporated 

in a much-reduced form.  The bulk of the 



literature indicates that tocopherols are 

inhibitory toward use whether photo or chemical 

carcinogenicity. 

There's also a very large literature on 

oral supplements of vitamin E and randomized 

perspective trials as well as a whole lot of other 

epidemiology.  I don't know that we need to talk 

about it much at all.  It would be perhaps good 

to cite a review or two to indicate that -- to 

mention this and indicate that the panel's aware 

of it, but it's not really relevant to our 

evaluation. 

MS. FIUME:  Thank you, Dr. Liebler, 

because I did look at the concentrations of use, 

and I believe 3 percent or something like that is 

the oral concentration of tocopherol and 

tocopherol acetate that incidental ingestion 

with around 5 percent is the highest 

concentration used, so it wouldn't be anything 

close to oral ingestion of -- 

DR. LIEBLER:  Correct. 

MS. FIUME:  -- vitamin E supplements. 

DR. LIEBLER:  Right.  Maybe Tom Slavic 

could comment on this one study with the 



(inaudible) promotion results, but I think it was 

widely considered to be an artifact at the time 

it was published, and no one's reproduced it. 

DR. BELSITO:  Well, I think, I mean, 

this isn't a 15-year review.  I believe that Tom 

was on the panel when we looked at vitamin E.  

That was only what -- five -- it wasn't that long 

ago.  I mean, the whole reason for opening 

tocopherol at this point is to add in tocotrienol 

which was on our high-priority list for this year, 

and given the relationship to the tocopherols, it 

was just let's open the whole thing and get it over 

with since a lot of the supporting data will come 

from the tocopherol document.  So, I think Tom 

has already weighed in on that issue in the 

original report. 

MS. FIUME:  And Dr. Belsito, actually 

it was 2002 it was reviewed, so tocopherols 

weren't that far away, so it seemed to make sense 

to combine them. 

DR. BELSITO:  Right.  Okay, anything 

else? 

MS. WEINTRAUB:  I just wanted to 

clarify.  So, under photocarcinogenicity on page 



21, the language - there's a study about increased 

tumor multiplicity.  It's not in italics, so my 

assumption is that is a new study, and this 

supported a trend toward increased tumor 

multiplicity. 

DR. BELSITO:  So, you're talking about 

the tumor promotion.  Which study is this? Is it 

at the bottom of the page or is it -- 

MS. WEINTRAUB:  No, it's the only 

study -- 

DR. BELSITO:  The 

photocarcinogenicity study? 

MS. WEINTRAUB:  Yes. 

DR. BELSITO:  Okay. 

MS. WEINTRAUB:  So, does this change 

the sort of one-off nature of the study that was 

mentioned in the previous report?  Because it 

states there was a 14.9 percent increase in tumors 

reported. 

DR. BELSITO:  It wasn't statistically 

significant, and one of the issues with mouse skin 

studies and UVB and carcinogenicity is that the 

minute you put on any vehicle that slicks down the 

stratum corneum, you actually increase the 



absorption of light, so that you might think 

you're getting the same dose of light, but what 

is actually getting down into the epidermis -- and 

in many of these mouse studies actually you see 

more fibrous sarcomas that you never see from UVB 

because their skin is so thin they're actually 

radiating the dermis and deeper tissue. 

It wasn't statistically significant, 

and I think that the addition of vitamin E to 

Surgilube is probably going to allow for 

greater -- it's going to smooth out the stratum 

corneum in these mice even more and actually allow 

for a slightly higher level of UV to be getting 

into the skin causing these effects.  That, I 

don't think it bothered me. 

DR. SYNDER:  It didn't raise my concern 

because it was not statistically significant, so. 

MS. FIUME:  But is that something that 

should be addressed in the discussion so it 

doesn't look like it was overlooked?  And just 

say that the results were not statistically 

significant? 

DR. BELSITO:  I think the whole issue 

in the discussion are some of the -- we have this 



large body of evidence that suggests that 

tocopherols actually may be, you know, as 

anti-oxidants, protective, but there is data out 

there that -- there's some epi-data.  There's 

this study, but the overwhelming sense of the 

panel is that those aren't issues because -- and 

furthermore at levels that are used in cosmetic 

products, we're not concerned, although there are 

pretty high levels used.  Right?  What's the 

highest leave- on we have? 

MS. FIUME:  Tocopherol acetate is used 

up to 36 percent -- 

DR. BELSITO:  Thirty-six percent. 

MS. FIUME:  -- in cuticle softeners. 

DR. BELSITO:  Yeah. 

DR. LIEBLER:  Monice? 

MS. FIUME:  Yes? 

DR. LIEBLER:  What's this study with 

female rabbi's?  (Laughter) 

MS. FIUME:  Oops.  I just wanted to see 

if anybody would catch it.  What page is that on, 

Dr. Liebler? 

DR. LIEBLER:  Bottom of page PDF 18, 

last paragraph. 



MS. FIUME:  Can you tell me the report 

section because I'm actually in my Word document 

right now? 

DR. LIEBLER:  Toxicological studies, 

dermal, with tocopherol phosphates. 

MS. FIUME:  Thank you. 

DR. LIEBLER:  You need to specify 

orthodoxy reforms.  (Laughter) 

MS. WEINTRAUB:  It's the sentence with 

Footnote 46. 

MS. FIUME:  Thank you.  Oh, there it 

is. 

DR. BELSITO:  Okay, anything else on 

the tocopherols.  Okay, so we're reopening 

safe-as-used.  You've got a sense of how to craft 

the discussion around some of the contradictory 

evidence on whether it's protective or not 

protective in terms of carcinogenicity, and the 

inhalation boilerplate, and since it is plant 

derived, maybe just a brief sentence to get in the 

fact that these are purified ingredients.  We 

were not concerned about the usual heavy metals, 

pesticides, et cetera, that might be found in the 

plants they're derived from.  So, that gets us up 



to chamomilla recutita. 

MR. JOHNSON:  Dr. Belsito, I have a 

brief handout on that ingredient. 

DR. BELSITO:  Okay.  So, this is from 

the IFRA dossier on linalool. 

MR. JOHNSON:  On linalool, yes. 

DR. BELSITO:  So, basically the issue 

that -- to put this in perspective for people who 

might not know what's going on with IFRA and the 

issue with linalool is whether linalool is the 

sensitizer or whether it's the peroxides, and I 

think Halyna, you were actually at that.  That 

was the May meeting, and the production of 

peroxides and hydro peroxides and the linalool 

that seemed to be much more potent sensitizers 

than linalool.  So, there's a limit on the 

peroxide levels to 20 millimoles per liter, and 

the recommendation that anti-oxidants such as VHT 

or tocopherols be added to prevent oxidation in 

final products.  So, that's what Wilber 

essentially has just handed out for linalool. 

So, I looked through this and in terms 

of final I thought safe, again with it formulated 

to be non- sensitizing.  Here's one where we need 



to add in the botanical boilerplate, and to put 

into the discussion what our concerns were and 

move on from there. 

I'm trying to look other than linalool, 

I know that there were some additional concerns 

we had, and I'm trying to find them. 

MR. JOHNSON:  And Dr. Belsito, I must 

mention that with respect to other botanical 

constituents of concern, in searching the IFRA 

website, I only found information in the 

standards library on linalool but none of the 

other constituents of concern. 

DR. BELSITO:  Okay, well, one of the 

constituents of concern was azyline that we 

previously concluded the data weren't 

sufficient, but we dealt with that with the TTC 

in these products.  The kersatan was a genotoxic 

carcinogenic, and really the only two that we 

pointed out were pharnacine, linalool and 

linalool acetate, so, I mean, the peroxide 

generation is the same issue for linalool 

acetate.  I believe that the IFRA dossier for 

linalool includes the other related ingredients 

like linalool acetate, so I think that we could 



perhaps add this from the RIFM dossier that -- or 

not.  Again, the issue here is that the levels of 

linalool as present in German chamomile, 

chamomile recutita are not of concern.  The 

concern would be adding in other botanicals that 

would also have linalool or linalool acetate, so 

the -- what I'm not seeing here is what the maximum 

concentration uses are.  And the other issue 

becomes, as we look to IFRA guidelines for setting 

limits if we're actually going to talk about a 

limit to go, you know, IFRA uses -- RIFM who 

recommends to IFRA guidelines -- IFRA actually 

institutes the guidelines, uses QRA, so the 

limits vary depending upon the type of product.  

So, the levels of linalool that would be allowed 

in a deodorant are going to be less than the levels 

of linalool that are allowed in a scented candle 

which will be higher. 

So, that is actually going to be rather 

complex for us to, as I think about it, going back 

to what Paul was saying, you know, we should put 

some guidelines and limits, it's going to be very 

complex in our discussion because for many of 

these fragrance ingredients that are in 



botanicals, when you go to the IFRA standards 

they're going to vary from product type to product 

type.  So, it may be better just as a boilerplate 

for these where IFRA has set standards on limits, 

formulators should refer to the IFRA standards 

rather than for us to repeat the IFRA standards 

for several reasons because sometimes if you look 

at, for instance, I see ugenol, there have been 

in the last 10 years 5 different standards set for 

that, so they change.  They set a standard and 

boom, someone starts reporting problems.  They 

go back and look at it and then they reopen it and 

they set a new standard.  I think it's safer for 

our documents, particularly at least for 

fragrance ingredients. 

Now, when we're dealing with 

neurotoxins or developmental toxins, if we have 

levels we can state those.  But I think for the 

fragrances we should probably just refer back to 

IFRA standards for that. 

DR. SNYDER:  I think that's a good 

approach, and I think that's consistent with what 

we do with impurities, saying these are 

established guidelines for food consumption, 



things like that that we do for other impurities.  

So, I think that would be consistent, and I like 

that approach. 

DR. BELSITO:  So, I mean, probably in 

the discussion where we talk about components of 

chamomile ricutita flower oil, it's usually going 

to be from the oil's fragrance materials.  We 

could put, for example, the fragrance materials 

beta pharmacy and linalool and linalool that may 

be sensitizers, you know, formulators should 

refer to the IFRA standards for proper guidance 

or something to that effect. 

DR. LIEBLER:  I also agree with that 

approach.  I think that's sufficient and makes a 

lot of sense. 

MR. JOHNSON:  Dr. Belsito, again, that 

first paragraph there's a statement indicating 

that with respect to those botanical constituents 

of concern, they should not exceed any 

limitations that may have been established by 

IFRA.  Is your statement replacing that one? 

DR. BELSITO:  Where are you, Wilbur? 

MR. JOHNSON:  This is in the 

discussion, the first paragraph, fifth line from 



the bottom. 

DR. BELSITO:  On 48? 

MR. JOHNSON:  49. 

DR. BELSITO:  Fifth line from the 

bottom? 

MR. JOHNSON:  Yes, sir, first 

paragraph of the discussion. 

DR. BELSITO:  First paragraph.  I'm 

sorry.  No, I mean, but I don't think you need to 

add anything there.  It's been said.  Yeah.  I 

think we've got that.  Anything else? 

MR. JOHNSON:  Dr. Belsito, on PDF page 

number 34, there's an underlying paragraph in the 

toxical kinetics section, and I'd like to know 

whether or not that information is useful?  You 

know, whether or not it should remain in the 

safety assessment? 

DR. BELSITO:  So, this is the 

components of the oil that could pass through 

membranes under different conditions? 

MR. JOHNSON:  Yes. 

DR. BELSITO:  I guess it's, I mean, 

it's some absorption data of a form.  That's not 

really my area of expertise within dermatology.  



That would be something I would normally ask Bob 

Bronoughter to comment on if he were at the 

meeting.  I think it's information.  I don't 

think that it causes any concern, but Dan, are you 

following where Wilbur is? 

DR. LIEBLER:  Yeah, no, I'm looking at 

it.  I think it's got its limitations, but it's 

relevant enough to include. 

DR. BRESLAWEC:  I might just suggest 

that the discussion should specify what the 

membrane is, what kind of membrane it is. 

DR. BELSITO:  It's a cellophane 

membrane. 

DR. KLAASEN:  Yeah, I think it's 

somewhat useful.  I think it could be shortened 

a little bit.  I don't think how -- the important 

point is the phs of this buffered solutions, but 

I don't think you really need to indicate how they 

made those solutions.  They can just say one at 

7.5 and one at whatever it is, 7.1.1, et cetera. 

DR. LIEBLER:  I agree with Kurt. 

MR. JOHNSON:  Should that be included 

in the summary -- any mention of that in vitro 

study? 



DR. KLAASEN:  Go ahead, Dan. 

DR. LIEBLER:  Maybe one sentence at 

most. 

DR. KLAASEN:  I'd say one sentence at 

most and possibly none. 

MR. JOHNSON:  Okay, thank you. 

DR. SYNDER:  I would just like to say 

I like the presentation of the impurities and 

composition data that you did here.  I think that 

was -- the sourcing and the different processing 

methods and things was very nicely presented, 

Wilbur, so that was a nice job there. 

MR. JOHNSON:  Thank you. 

DR. BELSITO:  I had nothing else except 

for some little minor edits. 

MR. JOHNSON:  Excuse me, Dr. Belsito, 

just one more thing.  We received two new studies 

from industry; two skin irritation and a 

sensation studies, on PDF page number 38. 

DR. BELSITO:  The facial cleanser, 

0.01. 

MR. JOHNSON:  Yes. 

DR. BELSITO:  And then the hair gel at 

0.006.  I mean, it didn't add anything to the 



document.  It didn't change anything.  Rachel? 

MS. WEINTRAUB:  I just had one question 

about whether these were meaningful considering 

actual concentrations of use?  It's sort of hard 

to figure out how useful it was. 

DR. BELSITO:  In terms of because these 

two studies were at such low concentrations? 

MS. WEINTRAUB:  Exactly. 

DR. BELSITO:  I don't think it adds 

anything in the sense that it doesn't allow us to 

go to a higher concentration, but to the extent 

that they were submitted, I guess we shouldn't 

exclude them from the report. 

MS. EISENMANN:  See the previous 

conclusion was insufficient for ingredients 

derived from the stem and leaf, and these two 

ingredients have some stem and leaf in them, and 

that's why they were summited because we didn't 

get any composition information, so I don't know 

what you're going to do with the stem and the leaf.  

If you would want to include a limit on those up 

to the concentration that -- I don't remember what 

the highest concentration of the two studies was. 

DR. BELSITO:  It was 0.0006. 



MS. EISENMANN:  I thought there was a 

slightly higher one.  0.01, I think that sounds 

(inaudible). 

MR. JOHNSON:  That was a facial 

cleansing and make-up remover. 

MS. EISENMANN:  For ingredients 

derived that have leaf and stem in them, if it's 

a leaf and stem product.  That's the reason why 

somebody submitted those.  We were not able to 

find any -- I should say I didn't look -- I did 

not receive any composition information on the 

leaf and stem. 

DR. BELSITO:  Okay, so basically we 

don't have composition on the leaf and stem, and 

looking at the ingredients that we're reviewing 

here, we have a flower/leaf extract.  We have a 

flower/leaf/stem extract.  We have 

flower/leaf/stem water.  We have a leaf extract, 

and then I was just looking at concentrations of 

use, and we don't really have any -- do we have 

products that are using those?  Presumably, we do 

now that we have a study on the product. 

So, we receive the VCRP uses and use 

concentration data for the extract, flower, 



flower extract, flower/leaf extract, and flower 

oil.  And the concentration of use for the 

flower/leaf extract, VCRP data for the flower, 

water, and oil, use concentration for the flower 

powder, and no VCRP for the leaf/stem extract, 

leaf/stem/water, or the leaf extract. 

MS. EISENMANN:  So, just principally 

that flower/leaf extract for which the 

concentration you've got a 0.01 HRIPT. 

DR. BELSITO:  Right. 

DR. SYNDER:  0.02 is the max. 

DR. BELSITO:  I guess that gets us back 

to what we were discussion with rosemary and I 

missed that, so we have no composition data on 

stem, and no composition data on leaf, so it's 

just the opposite with rosemary where we had none 

on the flower, and we're saying the flower is 

insufficient for composition and concentration 

of use, so we've got some data on the flower leaf 

extract.  We at least have a sensitization, 

irritation study, and we have absolutely no data 

on the flower/leaf/stem extract, the stem water, 

or the pure leaf extract.  So, do we need to go 

insufficient for compensation and concentration 



of use on those three ingredients? 

DR. BRESLAWEC:  You could either go 

insufficient or you could put a use limit of 0.01 

for ingredients derived from plant parts other 

than the flower because you have a maximum use 

concentration for the whole plant is 0.61 

percent. 

DR. BELSITO:  I'm sorry, Halyna.  We 

have a maximum use concentration for -- 

DR. BRESLAWEC:  The whole plant 

extract at 0.061 percent. 

DR. BELSITO:  So, we have the whole 

plant which would include the flower at 0.61, and 

then we have the flower/leaf at 0.01. 

MR. JOHNSON:  0.02. 

DR. BELSITO:  0.02, and then how do we 

rationalize coming at.01 when we're doing -- 

MS. EISENMANN:  Well, the.01 would 

probably be just applied to the flower/leaf 

extract. 

DR. BRESLAWEC:  Or you could say 

insufficient data. 

DR. BELSITO:  Well, the flower/leaf 

extract, I mean, we have, was that point -- 



MR. JOHNSON:  0.00 -- You're talking 

about data 

(inaudible)? 

DR. BELSITO:  Yes. 

DR. SNYDER:  0.06. 

MR. JOHNSON:  0.06, yes. 

DR. BELSITO:  So, round it up to 0.01 

is what you're saying for the flower/leaf 

extract, but what I'm talking about are the three 

ingredients for which we have no reported VCRP or 

use concentration which includes leaf and stem 

for which we have no composition either. 

DR. BRESLAWEC:  Although the whole 

plant extract, you have data on 0.01 percent, and 

that would be the justification for extending 

0.01 percent -- 

DR. SYNDER:  I think the 0.01 is fine. 

DR. BRESLAWEC:  -- to the flower/leaf 

extract, which is actually a little lower than the 

reported concentration of use but that's fine. 

DR. GILL:  Halyna, that's the HRAPT 

data on 

(inaudible) you're looking at as 

the 0.01 percent for the whole 



plant? 

MR. JOHNSON:  Actually, for the whole 

plant it's 0.61 percent in the table 6.  That's 

the highest reported use concentration for that. 

DR. LIEBLER:  We have no composition 

for anything but the flower, flower (inaudible), 

right?  We have nothing for leaf or whole plant 

or leaf stem? 

DR. BELSITO:  Correct. 

DR. LIEBLER:  Isn't that the issue 

you're asking about, Don? 

DR. BELSITO:  Yes. 

DR. LIEBLER:  I think that's still 

glaring a hole here.  I'm not sure how we use the 

whole plant extract to cover that.  We don't have 

any composition on anything but flower. 

DR. BELSITO:  Yeah, because this is 

sort of a flip because with rosemary what you use 

when you're using it as a spice is the leaf.  With 

chamomile, when you're using it as a tea, you 

actually use the flowers. 

MS. EISENMANN:  Actually, can I -- in 

my attempt to find data I asked the tea company 

first of all what species, and then they 



volunteered the information that they're using 

the whole cut for their chamomile tea.  They're 

using the species, and they're using the whole cut 

which means they're using flowers, leaves, and 

stems.  So -- and then I went further and asked 

them, oh, what's the composition, and of course 

they didn't reply after that.  So -- 

DR. BELSITO:  When I've been to Asia 

and had chamomile tea, it's the flower bud they 

put in the tea. 

MS. EISENMANN:  A major U.S. supplier 

of chamomile tea is using the whole cut which 

includes the leaves and the stems, so I'm not sure 

that the leaves and the stems have that much -- at 

0.01 percent have that much difference in 

composition, but that's just an observation, what 

a tea company told me. 

DR. LIEBLER:  I think we don't have 

very much to go on.  If we had a composition from 

the whole plant, we wouldn't have a problem here.  

I'm sure we could interpolate over, but all we 

have is the flower, and we kind of have an 

anecdotal on, you know, that other stuff that's 

used, other parts of the plant are used in some 



cases, but we don't have any composition on 

anything but the flower, and yet we've got 

ingredients that include whole plant. 

DR. BRESLAWEC:  Again, we have problem 

with an insufficient data on the ones where you 

don't have composition data. 

DR. BELSITO:  Yeah, I mean, I think 

that the flower and the oil is expressed from the 

flower, so really what we're getting are the, 

primarily -- and what we're looking at are going 

to be all flower ingredients. 

And I think even when you get to a 

flower/leaf extract, the ingredients of the 

flower are probably equal to or overwhelming the 

leaf there, but when you start getting into stems 

and leaves, I'm just not -- again, going back to 

the rosemary report, I think we don't know what 

we're dealing with, and we don't know the levels 

of use that are being proposed, and all we have 

is one U.S. manufacture of chamomile tea that say 

they throw the whole thing in, and my experience 

has been that's not the case.  The chamomile tea 

that I've seen brewed in Asia has been brewed with 

pure flowers with no leaves and no stems, so -- and 



then they couldn't come back to you and tell you 

the composition for something that they're 

selling as a food product. 

DR. BRESLAWEC:  Again, we have no 

problem with insufficient on this. 

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

guess I would propose safe as used and for the 

chamomile flower/leaf/stem extract, 

flower/leaf/stem water, leaf extract, 

insufficient for composition and concentration 

of use. 

DR. LIEBLER:  I agree. 

DR. BELSITO:  And then, when 

formulated to be non- sensitizing.  Okay, 

anything else with these? 

MR. JOHNSON:  Just one more comment, 

Dr. Belsito.  The Council in its comments had 

recommended including additional information in 

the discussion, and based upon those concerns, 

text is underlined in the discussion. 

DR. BELSITO:  Page, Wilbur? 

MR. JOHNSON:  That's PDF page 49, 

second paragraph. 

DR. BELSITO:  I thought that was 



perfect because here the issue of susquiterpene 

lactones which is a whole body of different 

chemicals, and if you look at the literature it's 

not clear as to what happens when you take 

chemicals that are susquiterpene lactones but are 

not the identical chemicals and put them 

together, do you increase the sensitization 

capabilities of that mixture? 

So, for instance, in patch testing we 

use something called a Compositae Mix which is a 

mixture of three different susquiterpene 

lactones that are actually tested at a level in 

the mix that are lower than when you're testing 

them individually for patch testing.  So, I like 

that that the Council is pointing out that here 

it's a broad range of chemicals that belong to the 

family that are called susquiterpene lactones, 

and you need to be aware of that, and look for it 

in other plant products that you might be adding.  

And I think the wording is very well crafted.  

Other issues? 

So, basically, with the conclusion, 

last time we concluded that the available data 

were insufficient for chamomile recutita 



extract.  We're now saying that that's 

sufficient.  Is that correct, looking at the 

prior conclusion?  The flower/leaf extract we're 

going safe as used.  The flower/leaf/stem 

extract, the flower/leaf/stem water, the leaf 

extract, we're keeping as insufficient, and the 

oil safe. 

MR. JOHNSON:  Is that different than 

what is stated in the conclusion? 

DR. BELSITO:  Yeah, because right now 

the only ones we're stating are insufficient are 

the flower/leaf/stem extract, the 

flower/leaf/stem water and the leaf extract, 

whereas before we said it was insufficient for the 

whole plant extract.  The flower/leaf extract 

which we're now bringing into sufficient because 

we have the flower/leaf at 0. -- 

MR. JOHNSON:  Well, the test data on 

0.00006 percent. 

DR. BELSITO:  And the use level is -- 

MR. JOHNSON:  0.61. 

DR. BELSITO:  No, no, no -- 

MR. JOHNSON:  That's whole plant. 

DR. BELSITO:  That's whole plant. 



MR. JOHNSON:  Let's see -- I thought it 

was 0.02, 0.02 percent. 

DR. BELSITO:  Okay, well, let's just go 

through this before -- so our prior conclusion was 

the whole plant extract was insufficient.  We're 

comfortable now.  We have data at 0.61 that it's 

sufficient, correct? 

Then let's go to page 50 where the 

existing conclusion from the last meeting was.  

So, we said the panel also concluded the available 

data are insufficient to make a determination 

that chamomile recutita matricaria extract -- so 

all of these were insufficient.  So, we're now 

saying the extract is sufficient, correct? 

DR. BRESLAWEC:  The whole plant? 

DR. BELSITO:  Yeah. 

DR. GILL:  Because we had data at -- 

DR. BELSITO:  Data at 0.61. 

MS. EISENMANN:  No, the data are only 

up to 0.01 that's used up to 0.61. 

DR. BELSITO:  Oh, okay. 

MS. EISENMANN:  So, the thought maybe 

you'd want to set a limit. 

DR. BELSITO:  Okay. 



MS. EISENMANN:  If you wanted to say 

that, but it would also be all right if you want 

to keep it as insufficient. 

DR. BELSITO:  Okay, so then the first 

one that we had previously said was insufficient, 

the whole plant extract, data at 0.01, use at 

0.61.  So, you're asking us to go 60 times higher 

than the data -- 

MS. EISENMANN:  No, saying you can set 

the limit. 

DR. BELSITO:  Right. 

DR. BRESLAWEC:  Or -- 

DR. BELSITO:  Or say insufficient, but 

we have some data, so why would we say 

insufficient?  So, what you're suggesting that 

we do is say safe as used, chamomile recutita 

matricaria extracts safe up to 0.01 percent, 

okay, for the whole plant.  Moving to the next 

one, chamomile recutita flower/leaf extract, we 

have data at 0. -- 

MR. JOHNSON:  (inaudible) 0.006 

percent. 

MS. EISENMANN:  Almost nothing. 

DR. BELSITO:  Right.  And use? 



MR. JOHNSON:  That was up to 0.02 

percent. 

DR. SNYDER:  If the basis for the whole 

plant extract is (inaudible) and we put in there 

formulated to be non-sensitizing? 

DR. BELSITO:  Well, the basis for the 

whole plant extract is we don't know really the 

ingredients in the leaf and the stem. 

DR. SYNDER:  So it's really 

(inaudible). 

DR. BELSITO:  So, part of it is 

composition. 

DR. SYNDER:  Okay.  So, I don't think 

we can -- but then we can't go 0.01 even then, 

right, because it's still insufficient for 

composition? 

DR. BELSITO:  Well, what we know is at 

0.01, I mean, were there any constituents that 

we're concerned about in terms of issues other 

than sensitization and irritation? 

DR. SYNDER:  I don't see the 

composition. 

DR. BELSITO:  Yeah, I guess you're 

right.  So, I guess we need to go insufficient. 



DR. SYNDER:  I think so. 

DR. BELSITO:  So then the conclusion 

really doesn't change.  So, -- 

DR. SYNDER:  We were amiss.  Last time 

we didn't catch the composition gaps we should 

have caught.  We were going on the safe as used 

on sensitization, and I think that's where we're 

getting stuck. 

DR. BELSITO:  Okay, so going through 

this list then, chamomile recutita extract, whole 

plant we don't know composition.  Flower/leaf 

extract, again, we got some data, but we don't 

know the composition because we don't know the 

composition of the leaf.  The flower/leaf/stem 

extract is the same.  The flower/leaf/stem water 

is the same issue.  The leaf extract is the same, 

but the oil is really going to come from the 

flower, is it not? 

MS. EISENMANN:  It's called flower oil 

(inaudible). 

DR. BRESLAWEC:  It's called flower 

oil. 

MS. EISENMANN:  No, actually there's 

two oils, so the one without a plant part is whole 



plant. 

DR. BELSITO:  Okay, but, I mean I would 

think -- then again, there's no data. 

MS. EISENMANN:  So, put it as 

insufficient. 

DR. BELSITO:  Okay.  Fine.  So then, 

the conclusion that exists on page 50 of the PDF 

stays the same. 

MR. JOHNSON:  With that in mind, Dr. 

Belsito, does the discussion section provide a 

sufficient basis for the conclusion; the safe 

issue as well as the insufficiencies? 

DR. BELSITO:  I think that in the 

discussion we basically need to point out that we 

received some new data on the whole plant, a 

sensitization study of 0.01, but it's used up to 

0.61, number one. 

And number two, while the major concern 

seems to be sensitization, irritation, based upon 

the information that we have on the composition 

of the flower, we have no composition data on 

other parts of the plant that might contain 

chemicals that would be of concern beyond the 

sensitization and irritation issue. 



I mean, I think that needs to be brought 

out to the discussion.  And that that's what's 

bogging us down is that when you start getting 

into whole plant extracts and stems and leaves, 

about which we know nothing, then our concern is 

"we don't know."  You have sensitization as a 

concern, but are there parts of the stem, in 

particular, that have chemicals that we would be 

concerned about when combined with other 

chemicals and other plant stems, so we don't know.  

So, I guess, that needs to just be brought out. 

The major issue is not necessarily that 

they give us an HRIPT up to 0.61 on the whole 

plant.  The major issue -- because what we're 

concerned about now is sensitization, and we 

could cover that when formulating not to be 

sensitizing.  The major issue is we need 

composition for stem, leaf, and -- 

DR. SYNDER:  Stem and leaf. 

DR. BELSITO:  Stem and leaf.  Dan, any 

comments? 

DR. LIEBLER:  No, I agree with 

everything that's been said.  It's (inaudible) 

insufficient.  The conclusion doesn't change.  



DR. BELSITO:  Okay, anything else?  

Okay.  So, next we go to Roman chamomile, 

anthemis nobilis. 

So, in September we went with the 

conclusion, "Safe in the present practice of use 

in concentration cosmetics,"  Again, formulated 

it would nonsensitizing.  Data on the flower 

extract at 4 percent was not received as requested 

in the insufficient announcement, but I guess we 

felt that the 3 percent data that we had combined 

with information received on essential oils at 4 

percent covered the flower extract and also the 

nonsensitizing that we put into the conclusion.  

So, issues with this particular ingredient, I 

basically said okay, safe for unformulated to be 

nonsensitizing. 

DR. LIEBLER:  I agree.  It looks good. 

MR. JOHNSON:  Just one observation in 

the discussion section. 

DR. BELSITO:  Page? 

MR. JOHNSON:  Page 27.  The Council 

had also recommended additional text for the 

discussion, which is underlined. 

DR. LIEBLER:  I've got no problem with 



that.  I think it looks fine. 

DR. BELSITO:  I mean, again, I think 

it's the same sesquiterpene lactone issue that we 

just discussed for German chamomile. 

Anything else?  Paul? 

DR. SNYDER:  Nope. 

DR. BELSITO:  Okay.  So then we're 

moving onto formic acid and sodium formate.  So, 

we did a tentative amended report conclusion, 

"Safe in the present practice of use in 

concentrations in cosmetics," some technical 

comments from the Council.  Are we happy with 

what we see?  Our conclusion, "Safe as used.  

When formulated it will be nonirritating."  And 

no comments on this one. 

DR. LIEBLER:  Don -- which is Table 1.   

DR. BELSITO:  Okay, page?  Page what, 

Dan? 

DR. LIEBLER:  PDF page 29, Table 1.  

Isn't the format on this kind of upside down with 

respect to our usual use table if it totals in the 

range at the bottom instead of the top? 

MR. JOHNSON:  Yes.  Just my style 

Dr. -- 



DR. LIEBLER:  Okay. 

DR. BELSITO:  Okay, so we'll 

be -- you'll correct that? 

MR. JOHNSON:  Yes, sir. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  Wilbur, I like your 

style. 

(Laughter)  No rule. 

MR. JOHNSON:  Thanks, Dr. Liebler. 

DR. BELSITO:  Okay, anything else?  

That was easy.  Now we're moving to 

pentaerythrityl tetra-di-t- butyl 

hydroxyhydrocinnamate, which is just under 

hydroxyhydrocinnamate.  Okay, so, on this 

one -- this is really the first time we're seeing 

this, correct? 

DR. GILL:  Mm-hmm. 

DR. BELSITO:  Yeah, so, I could go 

"safe as used" with the aerosol boilerplate.  You 

could also, if you wanted to be a curmudgeon, say 

it's insufficient for method of manufacturing, 

but we do have some impurity data.  We don't have 

a lot of oral exposure data, but we -- I mean, we 

have a two-year negative oral, rather, for the 



oral that's covered.  It's used at.8 percent, and 

we have sensitization data only up to.5, but it's 

a large molecule.  It's not likely to be 

absorbed, and there really is not a lot of, or any, 

data that I could find in the literature saying 

that it was a sensitizer or an irritant.  So, I 

really thought having pointed out the things we 

looked for that were missing that we still could 

go "safe as used" for this one. 

DR. LIEBLER:  Yah, I agree as long as 

you didn't have a problem with the sensitization 

not up to.8.  I agree with the rationale for why 

we wouldn't need it. 

DR. BELSITO:  Yeah. 

DR. LIEBLER:  Yeah, I'm in the same 

place. 

DR. BELSITO:  Paul? 

DR. SNYDER:  Yeah, I agree. 

DR. KLAASSEN:  I agree also. 

DR. BELSITO:  Comments? 

MR. JOHNSON:  Dr. Belsito, what should 

the discussion state please? 

DR. BELSITO:  You know, I had such -- I 

mean, I made no comments throughout any of this 



document.  I mean, it's a large molecule.  It's 

not likely to penetrate.  You know, we have a 

two-year chronic oral where nothing happens.  We 

have repro where nothing happens.  We have 

sensitization to.5 not to.8, but we're really not 

concerned again because of the size of the 

molecule, and that's about it, and the aerosol 

boilerplate.  I mean, there's not a lot to say 

when you have such clean data on something like 

a structure so huge. 

Paul, did you feel anything else needed 

to go in the discussion? 

DR. SNYDER:  No, I didn't.  I just 

didn't know whether there were any other 

ingredients that were close enough related to 

this thing to add to it or not.  So, I assume not. 

DR. BELSITO:  Such a weird looking 

molecule. 

DR. SNYDER:  Yeah.  (Laughter)  

That's your perspective.  Curt's was it was 

beautiful.  (Laughter) 

DR. BELSITO:  Yeah, he's just staring 

at it there on his screen. 

DR. KLAASSEN:  I think it's beautiful.  



So symmetrical. 

DR. BELSITO:  That's what it looks 

like, yeah.  It's like crystal.  What we're 

cursing, right?  The weather here in Washington? 

DR. SNYDER:  Christina, you've hiding 

on us. 

MR. JOHNSON:  Back at this table. 

DR. SNYDER:  Yeah. 

DR. BELSITO:  Okay, so amino acid alkyl 

amides, which are under alkyl amides. 

So, at the September meeting, we 

concluded that 115 of these ingredients are safe 

in the present practice of using concentration 

cosmetics when formulated to be nonirritating.  

We looked at some dermal irritation and 

sensitization data for lauroyl licine and sodium 

lauroyl glutamate, which we had asked for and had 

a discussion about placing limits on use but the 

5 percent sodium Lauroyl glutamate was only 

milder.  No issues with sensitization, so we're 

comfortable when formulated to be 

nonsensitizing, and we didn't get any new data. 

CB:  Nonirritating, Curt. 

DR. KLAASSEN:  What? 



MS. BURNETT:  Nonirritating. 

DR. BELSITO:  Right.  So, let me see 

what kind of comments I made here.  Yeah.  I said 

safe as used when formulated, be nonirritating, 

no corrections or comments. 

Paul? 

DR. SNYDER:  I had similar.  Just a 

couple of minor typo edits. 

DR. KLAASSEN:  Looks good. 

DR. LIEBLER:  I agree.  No changes for 

me. 

DR. BELSITO:  Everyone happy with the 

discussion? 

DR. LIEBLER:  I think it's fine.  I 

didn't have any edits. 

DR. BELSITO:  Okay.  Paul? 

DR. SNYDER:  No, I just had a couple of 

minor typos. 

DR. BELSITO:  Okay, great.  Okay, 

alkyl be tanes'-- or be'-tanes (phonetic)? 

How did we decide this should be 

pronounced?  Betaines. 

MS. BURNETT:  Derived from beets 

originally, so Beet-a-ene. 



DR. BELSITO:  So, at the September 

meeting, Christina not only taught us how to 

pronounce these.  We determined that the data 

submitted were insufficient to support the safety 

of 11 alkyl betaines and requested additional 

data on manufacturing impurities.  We got data on 

manufacturing and impurities for coco-betaine.  

Basic composition data on betaine analogs from 

the ECCA database that we originally weren't 

clear that we could use legally, but now I've 

gotten a legal go-ahead.  We've got some 

manufacturing on food-grade betaines and 

technical comments from the Council, and with all 

of that that we have received the question what 

are we doing with this document?  And again I said 

safe as used when formulated to be nonirritating 

and had only a couple minor edits. 

DR. LIEBLER:  I agree. 

DR. SNYDER:  I agree.  I just had one 

query about the tallow.  Does that mean it comes 

from tallow?  Is that a source, animal source 

then? 

DR. BELSITO:  Where was that, Paul? 

DR. SNYDER:  There's tallow betaine. 



DR. BELSITO:  Hydrogenated tallow 

betaine and tallow betaine. 

DR. SNYDER:  Yes. 

DR. BRESLAWEC:  Yeah, I think -- 

DR. BELSITO:  We have no use for tallow 

betaine and no use for hydrogenated tallow 

betaine. 

DR. BRESLAWEC:  I think CIR has a 

boilerplate that they can use when referring to 

tallow-derived ingredients. 

DR. BELSITO:  Okay. 

DR. BRESLAWEC:  Thought I had 

incorporated it, but perhaps I didn't. 

DR. BELSITO:  No, I just scanned the 

document.  You don't get to "tallow" until 

you -- well, maybe, let me go further.  I didn't 

finish it. 

(Pause) 

DR. BELSITO:  No, it wasn't included. 

DR. BRESLAWEC:  Oh, it is. 

DR. EISENMANN:  Yes, it is.  In the 

discussion the panel expressed concern about the 

dangers inherent in using animal-derived 

ingredients, namely -- and I was wondering if you 



should say "such as" and give an example, namely, 

the transmission of infectious agents.  They 

stress that these ingredients "must be free of 

detectable pathogens, viruses, or infectious 

agents, e.g., BSE.  The ingredients should be 

produced according to good manufacturing 

procedures and should conform to regulations for 

producing substances from animal-derived 

materials."  So, it is in the discussion. 

DR. BELSITO:  Where are you? 

DR. EISENMANN:  It just doesn't say 

"tallow."  I'm in the discussion. 

DR. BELSITO:  What page?  Because I'm 

not seeing it. 

DR. EISENMANN:  I don't have a PDF. 

It's in the discussion.  It's the paragraph under 

the link to the CIR findings under the inhalation 

paragraph. 

DR. BELSITO:  I don't have that. 

DR. KLAASSEN:  I don't think we have 

that. 

MS. BURNETT:  Weird.  I don't have it 

on my -- 

DR. EISENMANN:  Amino acid amino 



alloys, right?  Is that the report?  

DR. BELSITO:  No, no, no, no. 

MS. BURNETT:  Betaines. 

DR. EISENMANN:  Betaine, okay.  Well, 

that's the paragraph that should go in. 

MS. BURNETT:  Okay. 

DR. EISENMANN:  So, I found it in the -- 

MS. BURNETT:  That's why I remember 

seeing it in -- 

DR. EISENMANN:  I remember it too, so 

then, but that's the paragraph. 

DR. SNYDER:  So, place the BSE into 

the -- 

DR. BELSITO:  So, at that point, at the 

end of when we talk about the inhalation, then 

we'll add the paragraph from which report, Carol? 

DR. EISENMANN:  The one we were just 

doing, alkyl amides. 

MS. BURNETT:  Okay, now I see it. 

DR. BELSITO:  Okay, anything else? 

(No response) 

DR. BELSITO:  Okay. 

DR. LIEBLER:  Curt, one minor 

question. 



DR. BELSITO:  Sure. 

DR. LIEBLER:  On page 22, the very top, 

there's 8.7 percent.  Is that -- this was -- one 

of these, was it the (inaudible).  Was that 8.7 

absolute concentration or 8.7 percent based on a 

30 percent solution, Christina? 

MS. BURNETT:  I'm sorry, what page were 

you on again? 

DR. BELSITO:  Page 22, second line. 

MS. BURNETT:  And could you restate the 

question?  I'm sorry. 

DR. LIEBLER:  8.7 percent, is that the 

absolute concentration?  Or is that 8.7 percent 

of the 30 percent solution? 

MS. BURNETT:  I don't remember. 

DR. BELSITO:  The alkyl betaines are 

not provided pure.  They're provided from the 

manufacturers of 30 percent solution.  That's 

what you're alluding to, Dan, correct? 

DR. LIEBLER:  That's right, yeah.  I 

just want to make sure that that's correct. 

DR. BELSITO:  And so is it 8 percent of 

alkyl betaines, or is it 8 percent of what was 

provided by the manufacturer? 



DR. EISENMANN:  When I asked for 

concentration of use, I asked for the actual 

ingredient.  They're actually telling me I would 

have to back again to the company that said that.  

They told me 8.7 percent, so I would make the 

assumption that it's of the ingredient.  That's 

what they're supposed to tell me.  But if you 

think it's unusually high or something, then, I 

mean, it's a rinse-off I believe.  It's the hair 

dyes, isn't it? 

DR. LIEBLER:  No, I don't have any 

basis to think it's either high or low.  I just 

wanted to check that it was asked for as the 

absolute concentration, and you just answered 

that, so I'm fine with it then. 

DR. EISENMANN:  Okay.  I mean, that's 

what I asked for.  I can't necessarily guarantee 

that's what they're telling me. 

DR. LIEBLER:  Yeah.  No, that's 

enough.  That's fine. 

DR. BELSITO:  Okay, anything else?  

Okay.  So, then, next -- 

DR. SNYDER:  Polyvinyl alcohol. 

DR. BELSITO:  Pardon? 



DR. SNYDER:  Polyvinyl alcohol. 

DR. BELSITO:  Polyvinyl alcohol.  So, 

98 -- we said safe as used, and this is coming up, 

really, as a re-review.  And unless we can add any 

other ingredients on, I didn't feel that we needed 

to open this. 

DR. SNYDER:  I agree. 

DR. LIEBLER:  I agree. 

DR. BELSITO:  Okay. 

DR. KLAASSEN:  Yup. 

DR. BELSITO:  Any other comments?  

Nope?  Okay, moving on. 

MS. WEINTRAUB:  Just one question? 

DR. BELSITO:  Yes. 

MS. WEINTRAUB:  Just use increased, I 

believe, to 225, so do you think that's 

significant or not at all? 

DR. BELSITO:  Frequency of use? 

MS. WEINTRAUB:  Yeah.  It is 

multifold, but -- 

DR. BELSITO:  Uh-huh.  Okay.  

Anything else?  Okay, alumina, aluminum 

hydroxides.  So, at the June meeting we "safe as 

used in the present practice of using 



concentration in cosmetics."  But we wanted 

language put in there to make it clear that these 

ingredients were not aluminum, given the issues 

raised in various both scientific and 

nonscientific literature as to whether aluminum 

was an issue for Alzheimer's, breast cancer, et 

cetera, and so we tabled it to rewrite and to make 

it quite clear that, you know, (a) the reports on 

aluminum may or may not be real, and (b) what we're 

looking at is not aluminum despite the fact that 

one of the ingredients is called aluminum 

hydroxide.  And so now we're looking at this 

revision, and I thought it looked fine.  The only 

thing that I thought is that when that addendum 

that goes into the issues associated with 

aluminum we probably should label as "See 

Appendix A" or something rather than, you know, 

see thing at the end of the document and give it 

a formal name.  Any comments? 

DR. LIEBLER:  Oh, I agree with you, 

Don.  I had one minor edit to the end of the 

Introduction section I guess it is, on panel book 

page -- sorry, on PDF page 15. 

DR. BELSITO:  I'm sorry, Den, I didn't 



hear you.  On PDF page -- 

MS. BECKER:  Fifteen. 

DR. BELSITO:  Fifteen?  Okay. 

DR. LIEBLER:  Last paragraph -- I'm 

sorry, last paragraph of the Introduction, last 

sentence, "There's been substantial discussion 

in the literature about speculations, oral," and 

I've just shortened that to "There's been 

substantial speculation in the literature."  And 

then I delete "about 

speculations" -- "substantial speculation in the 

literature that exposure" blah, blah, blah -- the 

rest of that sentence.  And then in the second to 

last sentence, "The panel considered a 

toxicologic literature on aluminum, was 

satisfied that much of the speculation," 

singular, "about aluminum toxicity is not 

relevant." 

DR. BELSITO:  I said "concern" instead 

of "speculations." 

DR. LIEBLER:  And I've got it noted in 

my copy that I'll provide. 

DR. BELSITO:  Okay, that's fine.  

Anything else?  Okay, thanks, Den. 



So, I guess before lunch we'll try and 

do achillea milefolium, and at the September 

meeting we changed the conclusion for this 

ingredient from "safe as used" to "safe as used 

when formulated to be nonsensitizing."  And we 

got some Council comments, and we decided that 

because we changed the conclusion and put the 

nonsensitizing part that this should go out for 

additional public comment and release so that 

it's coming back to us for that.  And I thought 

it was fine, "Safe as used when formulated to be 

nonsensitizing."  And then we need to go into the 

discussion to see the botanical boilerplate for 

this and whether we're happy as to how it's 

written. 

So -- and -- we point out here that the 

constituents of concern are linalool for 

sensitizers, thujone for neurotoxicity, 

quercetin for carsinogenicity, hydroquinone for 

depigmentation, and alpha-peroxy (inaudible).  

I don't remember why we thought that was a 

concern.  We talk about data presented shows that 

thujone and other constituents were not present, 

and extract levels of concern or below 



toxicologic concern essentially because of its 

below.04 percent. 

But what we're not doing here is the 

issue that you brought up, Paul, when we were 

talking about the botanical boilerplate, because 

while we can throw the linalool issue over to not 

exceed IFRA standards, what do we do about things 

like thujone, quercetin, hydroquinone.  Do we 

set limits in total product?  I mean, how do we 

go about doing that?  I mean, for hydroquinone, 

we have a document that we're going to see later 

today that we could refer to.  But thujone and 

quercetin, we've always addressed in the 

documents that the amounts present were below 

levels of toxicologic concern.  It's not my area 

of expertise.  I don't know when you start 

getting worried about neurotoxicity or 

genotoxicity with thujone and quercetin, 

respectively. 

DR. SNYDER:  I don't know how to answer 

that, and I don't know how to address it. 

DR. BELSITO:  I think it's a conundrum.  

Dan, can you help us out? 

DR. LIEBLER:  I'm not sure there's a 



problem.  You mean -- do you think we need to do 

some rewording in the discussion or the abstract? 

DR. BELSITO:  No, but back when we were 

discussing the botanical boilerplate, Paul felt 

that, you know, if we were going to be saying we're 

concerned about cumulative exposure to a given 

component of a botanical, we perhaps should be 

setting a limit saying the cumulative exposure 

from all sources in a cosmetic product should not 

exceed X, just as we do for lead and mercury and 

other heavy metals and things like that, and 

previously when we were discussing fragrances, 

the easy punt was just to go to IFRA standards.  

And previously when we discussed quercetin and 

thujone in particular in other documents, we 

simply said, oh, well, the levels that you'd 

expect to see are far lower than the levels that 

have been reported to cause whatever the issue 

was, and so it was below the TTC.  But Paul had 

raised, when we were talking botanicals, that 

since we can say, oh, yeah, it's below the TTC in 

this, what is the TTC?  You know, what are the 

limits beyond which it should not exceed?  And in 

this case we have hydroquinone, which we'll get 



to later.  We can set a limit based upon that.  

That's easy.  But thujone and peroxyacipholate, 

which I don't even know why we're concerned about 

that, and quercetin -- do we have to hold this 

document and go back and look at neurotoxicity for 

thujone and genotoxicity for quercetin and try 

and set a threshold below which there is no 

concern? 

DR. LIEBLER:  I think that's way beyond 

what we need to do here.  I think unless all 

disagree, I actually kind of like the idea of 

pointing industries to the IFRA standard and 

using that as guidance simply stating the 

principle that we need to be careful about -- or 

we should take care not to achieve high levels, 

unacceptable levels of these substances of 

concern by stacking other botanical ingredients 

and how we've already got the boilerplate for 

that, so if we simply link them to the INFRA 

standard, and I think we've covered it. 

DR. BELSITO:  But we don't -- but the 

issue, Dan, is we don't have IFRA standards for 

thujone and quercetin and hydroquinone.  We only 

have IFRA standards for things like linalool that 



are fragrance ingredients. 

DR. LIEBLER:  Right.  So, I mean, at 

least for those we could refer to the IFRA 

standards. 

DR. BELSITO:  Right, but what do we do 

for the others? 

DR. LIEBLER:  Yeah, well, I think we 

use the language to -- I think it's probably 

unreasonable for us to go back and set a standard 

ourselves or to set limits. 

DR. BELSITO:  I mean, does anyone know, 

since these products are in plants, has the FDA 

ever set a limit for how much -- wasn't thujone 

absent?  Isn't it from wormwood, that we've 

discussed it, and -- 

DR. EISENMANN:  Well, in Table 3 it 

says for thujone that suggested accepted daily 

intake was 3 to 7 milligrams per kilogram per day, 

and I'm not sure where that's coming from.  It has 

references 39 and 40 and -- 

DR. BRESLAWEC:  Oh, NTP. 

DR. EISENMANN:  One of them -- I don't 

know if it came from NTP or not -- and the 

quercetin, the review title -- it says "And lack 



of evidence of en vivo toxicity including lack of 

genotoxic and carcinogenic properties."  So, I 

think in that review, there are en vitro effects, 

but it does not translate to en vivo effects.  I 

mean, quercetin is also considered an 

antioxidant, so usually it's only high doses that 

antioxidants become genotoxic and carcinogenic. 

DR. BELSITO:  Okay. 

DR. BRESLAWEC:  Carol, I think what 

you're suggesting is that there may be data in 

some of the references cited that would provide 

guidance. 

DR. BELSITO:  Well, it seems that there 

is, actually, the data we need in Table 3.  I 

missed that.  So, for instance, hydroquinone, 

skin lightening starts at.4 percent.  Quercetin, 

genotoxic effects in an Ames assay en vivo was 

consistently nongenotoxic.  You know, there must 

be levels that were used in that report.  For 

thujone we have a daily acceptable limit that's 

pretty high, much higher than you'd expect, and 

we can just point that out, that in fact at that 

daily acceptable level of up to 7 milligrams per 

kilogram per day, unless the product were almost 



pure thujone, it would almost be hard to get to 

those levels from a cosmetic product.  So, I 

think we have some of the information if you want 

to incorporate that into actual discussion 

language, Paul. 

DR. SNYDER:  Yeah. 

DR. BELSITO:  At least with this.  So 

what you're saying is you'd like to take the 

information from Table 3 and bring it out into the 

discussion again. 

DR. SNYDER:  Yeah.  I think we just 

have to be consistent, and then when we have 

levels that we are concerned about, we need to 

state those levels, and when we don't we need to 

indicate what data gives us confidence of our 

safety assessment. 

DR. GILL:  But I think it raises 

another point, and that is we will be consistently 

asking for this, because that's the only way the 

panel is going to be able to make that 

determination. 

DR. BELSITO:  Right. 

MS. BECKER:  A lot of this is covered 

in the discussion, the paragraph that 



starts -- the very last line on page -- 

DR. BELSITO:  PDF page number, 

Lillian. 

MS. BECKER:  Twenty. 

DR. BELSITO:  Twenty, okay. 

MS. BECKER:  I'm sorry, 19.  Starts 

the very last line on 19. 

DR. BRESLAWEC:  I think that 

discussion is missing the quercetin en vivo 

discussion that suggests that there are no 

genotox effects. 

DR. BELSITO:  See, what Paul wants in 

the discussion, Lillian, is actual data at which 

toxicities begin to -- so, for instance, 

hydroquinone skin lightening begins at.4 

percent, the maximum daily intake for thujone is 

3 to 7 milligrams per kilogram per day, which far 

exceeds what could potentially be combined as 

botanical ingredients using other botanicals 

containing thujone, given the levels that these 

are used at and the levels of thujone in botanical 

products that we're seeing. 

DR. SNYDER:  I think it's important 

that we identify the components of concern, and 



we either refer to standards to set what those 

limits should be, or we refer to the data that we 

have in hand, and this case it was a very good 

example.  We have brought the data from different 

sources from daily intake limits to known effects 

and just state those into the discussion.  Then 

again, I guess it goes back to the abstract.  The 

abstract can be abbreviated to saying that the 

assessment identified components of concern, but 

there was data to support, that they weren't at 

a level in cosmetics to raise issues, or something 

like that. 

DR. BELSITO:  Right, so as part of that 

paragraph, you know, is just a little bit more of 

an explanation.  So, you say thujone has been 

reported, so little-known 

alpha-peroxyacipholate, dermal sensitizers, and 

manufacturers should refer to IFRA standards set 

for these ingredients.  Thujone has been 

reported, daily intake, 3 to 7 milligrams per 

kilogram per day, which far exceeds what the panel 

would foresee could occur from combining other 

botanical products containing thujone. 

Quercetin has been reported to have 



some genotoxic effects in en vitro assays.  

However, en vivo it has not been reported to be 

carcinogenic. 

Hydroquinone has been reported to cause 

skin depigmentation at levels.4 percent and 

greater. 

DR. SNYDER:  .4 percent greater. 

DR. BELSITO:  And the panel -- and so 

we were telling them in the discussion, okay, 

these are limits that you don't to go beyond when 

you're combining things that could have 

hydroquinone.  So, for instance, if you wanted to 

put achillea millefolium in a nail glue that had 

hydroquinone as an antioxidant, I mean, or 

whatever. 

DR. GILL:  It's added and can't exceed. 

DR. BELSITO:  Right.  It can't exceed.  

Once you start getting around.4, you need to be 

careful. 

DR. SNYDER:  I think we have to take out 

the last sentence, because I don't think we can 

state that in that sense, because it 

could -- regulations could exceed those, so. 

DR. BELSITO:  Well, particularly in 



terms of fragrance ingredients, yes.  So, yeah, 

I would agree.  Delete the last sentence. 

DR. SNYDER:  One of the other edits I 

made throughout all of the botanicals is that 

instead of formulations use final product 

formulation, because a formulation of an 

ingredient that might be different than a final 

product formulation -- because it could be 

combined with other things.  So, I always clarify 

that to say "final product formulation." 

And that's not just for you, Lillian, 

that's for all the writers. 

MS. BECKER:  Got it.  Thank you. 

DR. BELSITO:  Any other comments, Dan?  

How are you doing over there? 

DR. LIEBLER:  Just fine.  I think -- I 

don't have anything else to add. 

DR. BELSITO:  Okay, so we're at 12:01.  

You want to join us for lunch?  (Laughter) 

DR. LIEBLER:  Yeah, maybe -- hey, 

listen, the -- so, I'm an hour behind you guys.  

At 1 o'clock you have the presentation on the 

infant skin? 

DR. BELSITO:  Yes. 



DR. LIEBLER:  Okay.  I'll probably be 

able to hear some of that, and then I'll need to 

go to the airport.  Don, did you get my e-mail 

with my comments on the other reports? 

DR. BELSITO:  I don't know, Dan, when 

did you send it? 

DR. GILL:  Last night. 

DR. LIEBLER:  I sent it to you, and I 

copied Lillian.  Basically it states I'm not able 

to participate in the discussion and have my kind 

of take-homes on the reports. 

DR. BELSITO:  Yes.  I just opened my 

e-mails.  I do have it. 

DR. LIEBLER:  Okay.  So, I'll probably 

miss the stuff after the skin presentation, and 

it looks my flight's about 10 minutes delayed at 

this point, so it's not too bad.  I should arrive 

in time to join you guys at dinner. 

DR. BELSITO:  Okay.  Well, that's the 

most important part of this meeting anyway.  

(Laughter) 

DR. SNYDER:  Does he know where it's 

at? 

DR. BELSITO:  Yeah, do you know where 



it's at, Dan? 

DR. LIEBLER:  Yeah, I got the 

information from (inaudible). 

DR. BELSITO:  Okay. 

DR. LIEBLER:  So, I'll listen 

in -- I'll dial in for the skin presentation for 

a while but check out at the airport, and then I'll 

see you guys later. 

DR. BELSITO:  Okay, wonderful.  Safe 

travels.  

DR. LIEBLER:  Thanks. 

DR. BELSITO:  Okay, so lunch, and we 

regroup at one for the presentation.  This has 

worked out very well, much better that a lot -- 

(Recess) 

DR. BELSITO:  Okay.  Do we have a sound 

guy?  We are on T, Camellia sinensis for 

phytosterols. 

DR. BERGFELD:  Before you begin, let me 

set the scene.  Lillian, I think, is almost here, 

but what we're going to do is proceed.  We're 

going to truncate the meeting.  We're going to 

fold the team meeting into a panel meeting.  Don 

tells me that he has five ingredients and what we 



will do is his team will discuss those ingredients 

or each ingredient and then the panel will discuss 

so that we can move through those five ingredients 

and then go on to those we've all covered.  So Don 

is going to be the lead person and you're going 

to be starting off with which ingredient? 

DR. BELSITO:  Phytosterols. 

DR. BERGFELD:  Okay.  Is Dan 

(inaudible)? 

SPEAKER:  Yeah, do we have our remote? 

DR. BELSITO:  He's going to call back 

in at 1:00, but I think we can start at least. 

SPEAKER:  Aren't we going to wait for 

Lillian, the other one? 

DR. BELSITO:  No.  I mean, I think she 

gave me the go-ahead to start and then she can join 

us.  This is still a team meeting.  It's not a 

final. 

So phytosterols.  In September we 

issued a tentative report, "26 Ingredients Safe 

for Use in Cosmetics and the Present Practice of 

Use."  There are naturally occurring free 

alcohols and fatty acids up to 8 percent.  We 

removed diosgenin and we had some discussion 



about beta sitosterols, but decided to leave 

those in the report.  And we asked that the draft 

look for any additional literature that might be 

out there on beta sitosterols.  That showed 

nothing. 

And so the question now is have we 

changed our mind?  And does the discussion and 

the conclusion say what we want to? 

And I thought it was okay, fine "safe 

as used," and I had nothing substantive to add to 

the discussion. 

DR. SNYDER:  I agree. 

DR. BERGFELD:  Ah, you agree.  Dr. 

Marks? 

DR. BELSITO:  Well -- oh, we're going 

to -- okay. 

DR. BERGFELD:  Yeah. 

DR. BELSITO:  So we're going as the 

safe as used final. 

DR. BERGFELD:  Yeah, final. 

DR. BELSITO:  Okay, good. 

DR. BERGFELD:  And I'd like to respond 

for Dr. Marks since I was in on his team.  His team 

was also going safe as used. 



DR. BELSITO:  Okay. 

DR. BERGFELD:  I don't believe there 

was anything major in the edit portion, and so I 

would like to second that as a team member. 

And then moving on as the panel chair, 

is there any discussion? 

DR. KLAASSEN:  I'd just like to say one 

thing here.  I agree with the general conclusion, 

but I wonder if there should be a paragraph in this 

whole report that, you know, there are people that 

have a gene defect that are sensitive to plant 

sterols and they get what's called 

sitosterolemia.  It's not overly common, but we 

now know the mechanism of that process.  That's 

actually a mutated transporter in the intestine. 

And so, in essence, you know, a lot of 

these plant compounds that you would think would 

be absorbed better aren't absorbed so well from 

the gut.  And one of the reasons is that there are 

transporters that transport both these poisons 

back into the intestinal lumen and these people 

lack that transporter.  It's called an ABCG5/G8.  

And, you know, with this kind of a new era that 

we're getting into with regard to personalized 



medicine, et cetera, you know, this is kind of 

maybe not totally relevant for dermal toxicity, 

but I think at least we should have that in there, 

that people realize that -- you know, some people 

are in bad shape because they absorb too much of 

these things from the GI tract.  And just to have 

that whole -- just a paragraph to make sure that 

people that read this realize that we know this. 

DR. BERGFELD:  Do you have a reference 

on that? 

DR. KLAASSEN:  No, but I can get one. 

DR. BERGFELD:  Can you get one? 

DR. KLAASSEN:  Easily. 

DR. BERGFELD:  And then, Lillian, can 

you write a small paragraph that would seem 

appropriate?  Where would you put that? 

DR. BELSITO:  Well, we'd have to put 

the data at some point in the literature.  I mean, 

we'd have to make a session. 

DR. KLAASSEN:  Yeah.  It would be in 

the -- 

DR. BELSITO:  Absorption and 

metabolism? 

DR. KLAASSEN:  Exactly. 



DR. BERGFELD:  Okay. 

DR. BELSITO:  And then put it in the 

summary. 

DR. BERGFELD:  Summary. 

DR. BELSITO:  And put it in the 

discussion that we're aware of this, but it's not 

relevant for cosmetics as used. 

DR. KLAASSEN:  Right, because it's on 

the scan. 

DR. HILL:  Well, here's an interesting 

question.  So hypothetically, somebody smears it 

over their whole skin, so they're absorbing a fair 

amount.  All right.  Then that's probably going 

to get cleared in the bile.  So then the question 

is, is their lacking that ABC, I forget -- yeah, 

G5/G8, might they actually end up with a greater 

systemic load due to they don't -- due to 

enterohepatic cycling the way of somebody else?  

So I doubt that there's any research on that.  Who 

knows?  But it's at least a question for the 

future to think about because I'm sure those 

things are cleared in -- well, they are cleared 

in bile (inaudible). 

DR. KLAASSEN:  Right. 



DR. BELSITO:  Yeah, but that 

maximum -- most are low.  The maximum 

concentration is 8 percent. 

DR. HILL:  Right, right. 

DR. KLAASSEN:  Yeah, I'm not concerned 

about it. 

DR. HILL:  Neither am I.  I just put 

that out there. 

DR. KLAASSEN:  But I think it should be 

in here to make sure that people know that we're 

aware of that. 

DR. BERGFELD:  That's excellent. 

DR. HILL:  The only reason I spoke up 

is just because it's smeared on the skin that 

doesn't mean that isn't applicable if there was 

a high enough dose.  That's the point.  And I 

don't think we're looking at that on any of these, 

but. 

DR. BERGFELD:  Is there any other 

discussion?  Seeing none I'm going to call the 

question, but first summarize for Dr. Marks.  

We'll looking at the phytosterols, proposed safe 

after the Belsito team discussed a little bit of 

an additional about certain metabolic disorders 



during the steroids to be added to the absorption 

area.  And I stated that our team that we worked 

on this morning said it was safe as well.  All 

right. 

DR. MARKS:  Does there need to be a 

second. 

DR. BERGFELD:  Yes, there does need to 

be a second now. 

DR. MARKS:  Second. 

DR. BERGFELD:  So I'd like to call the 

question.  All those in favor of a safe 

conclusion?  Thank you, unanimous. 

Your next will be -- 

DR. BELSITO:  Okay, so Camellia 

sinensis, leaf ingredient, so this is basically 

tea leaves.  Hey, Dan. 

DR. LIEBLER:  Sure.  I'm on the line. 

DR. BELSITO:  Okay.  So we've 

dispensed with the infant skin absorption.  

We're moving into the last five ingredients.  We 

just did phytosterols safe as used.  Curt pointed 

out a genetic deficiency in some individuals that 

we're going to capture in the metabolism, the 

summary, and basically saying the discussion is 



not relevant to cosmetics.  So with phytosterols 

we're going with a safe as used. 

DR. LIEBLER:  Good. 

DR. BELSITO:  Okay.  We voted on that, 

so I gather you're voting in favor of that.  

Because we're doing sort of a combined team and 

then final right now. 

DR. LIEBLER:  Okay. 

DR. BELSITO:  Okay.  People have 

already told you not to go to the airport, right? 

DR. LIEBLER:  Yeah, that's right. 

DR. BELSITO:  Okay.  So now we're -- 

SPEAKER:  A minor detail. 

DR. BELSITO:  Yeah.  We're moving on 

to Camellia sinensis.  So we've relied -- since 

this is, you know, a tea leaf that we drink, we've 

done the usual thing of dispensing with a lot of 

the oral toxicity and focusing more on the dermal 

applications.  Counsel recommended that we 

remove the seed oil since it was reviewed 

previously as part of the plant oils and was found 

to be safe.  And so the question is whether these 

ingredients that we have before us are -- where 

they're at. 



So I thought the left extracts were safe 

as used.  I didn't have a problem with that.  The 

catechin sensitize at 5 percent, but not at 0.1 

percent, and we don't have a concentration of use 

for them.  So I said we could say they were safe 

at.1 percent because we have composition, but we 

couldn't say safe as used since we didn't know how 

they were used. 

The seed oil was previously don and I 

don't have a problem removing that from the 

report.  But as with other botanicals that we've 

reviewed, we don't know what's in the root, we 

don't know what's in the seed coat powder, the 

seed extract, the seed powder, the hydrolyzed 

seed extract, the flower, the flower-leaf-stem 

juice, and they don't appear to be used.  So I 

thought they were all insufficient for both 

composition and concentration of use. 

And then they are photo-absorbers, but 

we had a negative phototoxicity study except one 

where, for reasons that I don't know, they exposed 

the animals to UVC, which, of course, is going to 

give you some erythema.  Craziest phototox study 

I ever saw. 



And I can talk about what I put in the 

discussion, but basically leaf extract, safe; 

catechin, safe to.1 percent; seed oil removed, 

previously reviewed; and all the others, 

insufficient. 

DR. BERGFELD:  Any discussion from the 

Belsito team regarding this? 

DR. EISENMANN:  So this is an 

insufficient data announcement.  This is the 

first review. 

DR. BELSITO:  Right.  Right.  So it's 

going to be insufficient for root, seed coat 

powder, seed extract, so everything on the seed, 

everything on the flower, everything on the stem.  

We need composition and we need concentration 

reviews.  And if industry wants a level higher 

than.1 percent for catechins, they have to 

provide us with data at where you can go between.1 

and 5 percent and not sensitize. 

DR. LIEBLER:  I agree with all of that. 

DR. BERGFELD:  Okay.  Anybody?  Paul, 

Curt, anything? 

DR. KLAASSEN:  I agree. 

DR. SNYDER:  I agree. 



DR. BERGFELD:  So is that a motion? 

DR. BELSITO:  A motion that this be 

insufficient for the reasons that I asked, it go 

out as a data request. 

DR. BERGFELD:  And Jim? 

DR. MARKS:  Out team has insufficient, 

also, although I was concerned about not only what 

you said, Don, but the leaf extract has 1,700 uses 

and we didn't have an HRIPT at 3 percent, which 

is the top use concentration.  So I wanted to see 

an HRIPT on the leaf extract at 3 percent and I 

wanted to see it on a leaf at neat (phonetic) since 

it's used on the eyelids at 97 percent. 

DR. BELSITO:  But we had one where they 

actually put the leaves on the eyes and there was 

nothing.  That would have been -- 

SPEAKER:  Leaf water. 

DR. MARKS:  That was leaf water, yes.  

The (inaudible) I don't -- that's not the same.  

The water has less in it, presumably, than the 

leaf itself and certainly less than the leaf 

extract.  So I agree with your other -- I think 

we can -- 

DR. BELSITO:  Well, I mean, as long as 



we're going insufficient, I mean -- so you're 

saying in addition to everything I said, you would 

like to see sensitization and irritation at 3 

percent -- 

DR. MARKS:  For the leaf extract and 

neat for the leaf itself. 

DR. BELSITO:  I'm okay with that. 

DR. BERGFELD:  Okay.  So that is in 

addition to the insufficient list. 

DR. BELSITO:  Yeah. 

DR. BERGFELD:  So you're accepting 

that, Don? 

DR. BELSITO:  Yeah, sure. 

DR. BERGFELD:  All right.  And so 

that's a second? 

DR. MARKS:  Yes. 

DR. BERGFELD:  Any comments? 

DR. HILL:  Could you read your list 

again?  Because my flag was on method of 

manufacture, but, in reality, maybe what you have 

is capturing what I was concerned about. 

DR. BELSITO:  Well, we want 

sensitization and irritation at 100 percent on 

the leaf because it's used as an eye compress, 



right, the leaf itself?  Is that -- 

DR. MARKS:  Yes. 

DR. BELSITO:  Yeah.  And then we want 

sensitization and irritation on the leaf water or 

leaf extract? 

DR. BERGFELD:  You said extract. 

DR. MARKS:  Leaf extract. 

DR. BELSITO:  At 5 percent. 

DR. MARKS:  And Ron Hill, thanks for 

bringing -- 

DR. BERGFELD:  I think it was 3 

percent. 

DR. BELSITO:  At 3 percent. 

DR. MARKS:  And actually we have some, 

also, data we'd like to see.  Now I was reading 

off a paper, now I brought up the computer, so, 

Ron Hill, you were right on. 

Ron Shank, you -- and actually I was 

concerned about the method of manufacture that's 

in the document is not cosmetics.  And we anted 

to have reassurance that the same method of 

manufacture as in the document is being used for 

cosmetics. 

DR. HILL:  And plus, a lot of what's in 



there was for the oil.  And if we're taking 

that -- are we taking that out? 

DR. BELSITO:  The seed oil, yeah. 

DR. MARKS:  Yes. 

DR. HILL:  Yeah.  So then that wipes 

out a good bit of that section. 

DR. MARKS:  And then, Don, just as 

further clarification, is the leaf water a 

fragrance of not?  Do you know? 

DR. BELSITO:  I haven't -- I don't 

know.  I mean, we haven't gotten that answer back 

from (inaudible). 

DR. MARKS:  And then the only other 

thing when I reviewed the document, Don, and, 

again, it won't change our insufficient data 

announcement, is a linalool concentration, if you 

look at page 12, was up to close to 20 percent 

concentration range.  It was 198,400, I think, 

parts per million and that stood out.  Linalool 

being a sensitizer that would it actually be that 

high?  And at our meeting this morning 

(inaudible) just wanted to clarify that.  But I 

don't think, you know, we -- 

DR. BELSITO:  If the concentration of 



linalool is that high, this is in the leaf water?  

Yeah, I mean, it's probably a pure fragrance 

ingredient. 

MS. BECKER:  It's in the leaf essential 

oil, but this is also the leaf essential oil of 

the plant, not the manufactured, gone through 

processing essential oil. 

DR. MARKS:  That was on page 12. 

MS. BECKER:  Twelve. 

DR. MARKS:  Yeah, and take a look 

there, Don, and you'll see. 

DR. HILL:  And that's a percentage of 

the essential oil?  I mean, it's not percentage 

of the total, it's percentage of the oil, right? 

MS. BECKER:  Right, correct. 

DR. HILL:  Yeah. 

MS. BECKER:  And it's only from the 

plant, not the product. 

DR. LIEBLER:  Aren't we dropping the 

leaf essential oil? 

DR. BELSITO:  Yeah, we are. 

DR. BRESLAWEC:  This is the leaf.  

This is the essential oil.  Did I get that right? 

DR. EISENMANN:  I thought you were 



dropping the seed oil -- 

SPEAKER:  Seed oil. 

DR. BELSITO:  Seed oil. 

DR. EISENMANN:  -- which is 

(inaudible) non- essential oil. 

DR. BELSITO:  Right, because the seed 

oil has been reviewed.  And I said the 

insufficiency for -- we don't have a 

concentration of use for the seed oil. 

DR. BRESLAWEC:  We're removing the 

seed oil because that's -- 

DR. BELSITO:  I mean for the -- 

SPEAKER:  (inaudible) review. 

DR. BRESLAWEC:  Well, do we want to 

include the leaf oil in this? 

DR. BELSITO:  Right, we don't have a 

concentration of use for the leaf oil, do we? 

DR. EISENMANN:  No, it's not shown in 

the table, so I didn't get anything. 

DR. BELSITO:  Right.  So, I mean, I 

think the leaf oil is going to be very different 

from what we're seeing for everything else.  So 

although we know what's in the leaf, we don't know 

what the composition of the -- well, we do know 



the composition of the leaf oil.  It's very high 

in linalool. 

DR. MARKS:  That's what it says here. 

DR. HELDRETH:  It says that that's the 

high concentration of the essential oil, which 

may or may not be the same thing as the ingredient 

that's listed here. 

DR. BELSITO:  I mean, I think that we 

can go -- I mean, we can always decide to drop the 

oil or say it's insufficient, but, at this point, 

I think we nee to know what the composition and 

concentration of use of the leaf oil is. 

DR. HELDRETH:  Yeah, exactly, and then 

maybe clarify what is leaf essential oil versus 

what's leaf oil?  Because that was my -- I mean, 

when you see that magnitude of difference, 

although even with the shoot -- of course we 

aren't talking about the shoot in this, but it 

goes up to 10,300 parts per million of linalool.  

So it gives us time with the insufficient data 

announcement to work out these. 

DR. BERGFELD:  So we have a motion 

that's been seconded.  Do you have another 

comment, Ron? 



DR. LIEBLER:  Yeah, one more thing that 

I had flagged here since I wasn't here this 

morning for that discussion, so I guess I'm 

cheating, but while we're at it there's a section 

on wound healing and the header says Camellia 

sinensis leaf extract, then it says leaf water 

extract in the actual text.  But I wondered if we 

had any further information.  And I didn't get a 

chance to look up that, but I wondered if anybody 

else noticed that.  I mean, wound healing is, 

theoretically, a good thing, but it would be nice 

to know what the nature of the effect was. 

DR. BRESLAWEC:  Could you tell me where 

that is? 

DR. HILL:  Yeah, sure, on the PDF it's 

page 15, so I'm just tossing that out there for 

people to have another look at and I also flagged 

it. 

DR. MARKS:  Tom, are you on?  Tom 

Slaga, are you on conference call, too? 

DR. BERGFELD:  Mm-mm, just Ron 

Liebler. 

DR. MARKS:  I know. 

SPEAKER:  Do they have his phone 



number? 

DR. BRESLAWEC:  I have a concern about, 

again, the heading "Wound Healing."  That 

suggests an effect that I don't think we should 

be suggesting.  You know, it's data that should 

be included in the report, but, you know, when you 

say something like "wound healing," that suggests 

effectiveness which we aren't evaluating. 

DR. HILL:  I looked at it just in terms 

of biochemistry and pharmacology.  It's causing 

an effect.  Is it relevant to any of the all of 

the rest of this at the concentrations tested?  I 

can't answer that right at this very moment.  I 

really just wanted people to pay a little 

attention to that before the next round. 

DR. BRESLAWEC:  I mean, likewise, the 

section on anti-phototoxicity could be combined 

with phototoxicity. 

DR. BERGFELD:  Any other comments?  

Edit?  Seeing none, I'll call for the question.  

Now, as I understand it, it is safe? 

SPEAKER:  No, insufficient. 

DR. BERGFELD:  Insufficient. 

DR. BELSITO:  Insufficient. 



DR. BERGFELD:  Except for -- 

DR. BELSITO:  The only on that we're 

saying is safe is catechins at a level of.1 

percent. 

DR. BERGFELD:  .1, 0.1 percent.  So 

that portion is safe; the rest is insufficient.  

And the list we've defined as? 

DR. BELSITO:  Method of manufacturing 

clarified, we want -- what? 

DR. MARKS:  Go ahead. 

DR. BELSITO:  We want sensitization 

and irritation at 100 percent for the leaf and 3 

percent for the stem/lead extract.  And then for 

the remaining ingredients -- the leaf 

(inaudible), the roots, seed coat powder, seed 

extract, seed powder, hydrolyzed seed extracts, 

flower, flower-leaf-stem juice -- all 

insufficient for composition and concentration 

of use. 

DR. LIEBLER:  I will just further 

comment that one of the -- 

DR. BERGFELD:  Go ahead. 

DR. HILL:  -- that one of the things I 

was trying to get at with -- because we have this 



impurity section which almost didn't make sense 

to me.  I mean, I know what kind of information 

we'd like to capture, but given the nature of the 

ingredients, so what I was really more interested 

from the method of manufacture is the source of 

artifacts that might show up because the impurity 

section, even the presence of it is -- I'm not sure 

it makes the greatest of sense for this category, 

but. 

MS. BECKER:  Okay.  So we're not 

putting method of manufacture in the insufficient 

list? 

DR. BERGFELD:  No, we are. 

MS. BECKER:  We are. 

DR. BERGFELD:  We are, but this is a 

clarification what the point of it is. 

MS. BECKER:  Okay. 

DR. HILL:  But not impurities.  That 

was the point of that comment, I guess. 

MS. BECKER:  Okay. 

DR. MARKS:  So Don, I want to be clear, 

on page 21 of the document, in the summary, I guess 

this is, right before the discussion, it's the 

third paragraph before the discussion it says 



that catechins was a sensitize or had 0.1 percent, 

so that was a guinea pig. 

DR. BELSITO:  Oh, wait a minute, then 

I misread that. 

DR. MARKS:  Yeah.  So you said safe 

at -- 

DR. BELSITO:  But that may be a typo 

because I -- 

DR. BERGFELD:  Where are you? 

DR. MARKS:  I'm in the summary section.  

Maybe I didn't go -- I looked through the others, 

but is that a -- 

DR. BELSITO:  Well, that's what I'm 

checking because I thought it was -- 

DR. MARKS:  Let me see, catechins -- 

DR. BELSITO:  I got was a sensitizer, 

so I'm sorry, I just totally misread it.  So yeah, 

catechins are insufficient for sensitization as 

well. 

DR. MARKS:  Yes, yeah. 

DR. BELSITO:  Thank you, Jim. 

DR. MARKS:  You're welcome. 

DR. BERGFELD:  So you're adding that? 

DR. BELSITO:  Yeah. 



DR. BERGFELD:  So that gives us how 

many items that we're asking for? 

SPEAKER:  A lot. 

DR. BERGFELD:  I know.  Maybe 

something like -- 

DR. BELSITO:  So for catechins we're 

asking for sensitization. 

DR. BERGFELD:  And catechin 

sensitization is in your (inaudible)? 

SPEAKER:  Mm-hmm. 

DR. BERGFELD:  Okay, so four specific 

requests. 

DR. MARKS:  And I -- that's not being 

used as a cosmetic ingredient in my notes -- 

DR. BELSITO:  Right. 

DR. MARKS:  -- so we're probably not 

going to get that. 

DR. BERGFELD:  Okay. 

DR. MARKS:  So I think we could still 

move forward and where we'd have to at least in 

the discussion mention that because the others 

may be used at a concentration similar and we 

can't use the same conclusion -- 

DR. BELSITO:  Right. 



DR. MARKS:  -- and the presence use and 

concentration. 

DR. BERGFELD:  All right.  If there's 

no other comment, then we'll move the question.  

This ingredient is going insufficient.  We've 

discussed the needs.  All those in favor indicate 

by raising your hand.  Fine, thank you very much. 

DR. MARKS:  Dan, did you raise your 

hand? 

DR. BERGFELD:  Are you raising your 

hand, Dan?  Yes? 

DR. LIEBLER:  (inaudible) 

DR. BERGFELD:  Good, I saw it.  

(Laughter) 

DR. BELSITO:  Okay. 

DR. BERGFELD:  I think we better 

proceed. 

DR. BELSITO:  So now we've got to look 

at hydroquinones and para-hydroxyanisole.  So 

we've looked at this before and we said 

para-hydroxyanisole was unsafe because of skin 

de-pigmentation.  And hydroquinone we looked at 

to re-add it for use as a nail adhesive.  And how 

we're being asked to relook at it because of a 



potential use as an antioxidant.  And then we get 

data back from the council saying that they're not 

seeing any reported uses or not getting any 

reported uses for it. 

So the question is, you know, where do 

we go from here?  So we've been told by industry 

that it is used as an antioxidant in UV-cured 

acrylics or for nails.  And do we proceed now that 

we're told that there are no reported uses?  Do 

we not proceed? 

And, in addition, I would just like to 

point out that while the Marcova and Weinstock 

reference about risk of skin cancer associated 

with the use of UV (inaudible) was quoted in our 

document that the online journal of the American 

Academy of Dermatology for December, acrylic nail 

curing, UV lamps, high-intensity exposure 

warrants further research of skin cancer risk 

that would not have been captured.  But they 

reference two articles -- MacFarlane and 

Alonso -- occurrence of non-melanoma skin cancers 

on the hands after UV light exposure. 

And an article by Runger, et al. in 

Photochemistry, Photobiology, comparison of DNA 



damage responses following equimutagenic doses 

of UVA and UVB.  So this is beginning to become 

a controversy in dermatology, whether the use of 

UV-cured nail acrylics increases the risk of 

cancer of the hands and periungual area.  So I 

would suggest that, at this point, this be tabled 

and that everyone get a chance to read the article 

that is online and the two referenced articles 

that bring up that possibility; that we ask 

industry if they're really interested in us 

reviewing this that we get a sense of what the 

levels are. 

But I'm a little bit -- while I think 

if they are, in fact, used in UV-cured nail 

acrylics, their use is not dangerous, but then 

that raises a whole, for me, ethical conundrum if 

that practice of doing UV-cured nail acrylics is 

not a good practice.  And I don't know that it is 

or it isn't.  All I'm saying is that this is 

a -- there's some literature out there that the 

panel has not been made aware of by virtue of this 

document, but I think everyone should see before 

we further discuss this. 

DR. BERGFELD:  Is that a motion? 



DR. BELSITO:  Motion to table, yes. 

DR. BERGFELD:  Is there a second? 

DR. MARKS:  I second that motion. 

DR. BERGFELD:  There's no discussion 

on that table (inaudible). 

DR. BELSITO:  And Lillian -- 

DR. BERGFELD:  All those in favor of 

tabling -- 

DR. BELSITO:  -- this is the online 

report with the references. 

DR. BERGFELD:  -- raise your hand.  

Dan, are you raising your hand?  Let's see it.  

Thank you. 

DR. MARKS:  Is Tom on? 

DR. SLAGA:  Yes, I'm on. 

DR. BERGFELD:  Oh, you are. 

DR. SLAGA:  (inaudible). 

DR. MARKS:  Yes, so, Tom, obviously for 

our team, I'll be interested in your take of these 

articles. 

DR. BERGFELD:  Well, to remind you and 

your team, we did ask David about that and about 

the absorption, and he was going to supply some 

additional references, basically search 



references, about the nail thickness and 

penetration, et cetera.  That does not have to 

do, though, with the skin of the nail. 

DR. MARKS:  So what our team -- and, 

Ron, just chime in since we didn't discuss all the 

ones that Ron, Tom, and I, Ron Shank and I, without 

knowing what you just presented, Don, we -- just 

to kind of give you a sense where we were going, 

we thought we could go to a tentative amend and 

not with what you said, but with the hydroquinone 

safe using the same language as previously; and 

para- hydroxyanisole, also safe for nail use 

only.  So that's the way we were thinking, but I 

really like the idea you want to clarify this 

issue, is there enough ultraviolet to be 

carcinogenic? 

DR. BELSITO:  Yeah, I mean, I would 

really like for Tom and Ron and members of my panel 

to look at these reports, you know, because it 

is -- it obviously is becoming somewhat 

controversial, at least in the derm literature. 

DR. MARKS:  Yeah.  The other thing to 

clarify with the wave 2 where it said it wasn't 

being used, David Steinberg and the other 



individuals from the Nail Council assured us 

that, indeed, this is being used as a 

polymerization inhibitor because of these 

ingredients. 

MS. BECKER:  Right, and its use was 

captured in the BCR (phonetic), by FDA, their 

Volunteer Report Program. 

DR. BELSITO:  And Lillian, I think it 

would be helpful because at least one of the 

articles I couldn't even get on Columbia online, 

is probably to provide copies of those three 

articles in the documents you send, not just a 

summary.  And then the paper, the current paper, 

that you reference them, our (inaudible) paper, 

it's reference 42.  If you could include a 

copy -- the entire copy of that from the Journal 

of Investigative Dermatology.  Those authors are 

arguing that the UV exposure from UV-cured nail 

acrylics does not enhance the risk.  So I think 

we need to be fair and balanced, and also maybe 

do some additional online searches, make sure 

that there are not additional articles out there 

that should be referenced. 

MS. BECKER:  Okay, just want to be 



clear for next time.  You want these two articles 

you just handed me. 

DR. BELSITO:  No, there are three 

altogether.  There's one I could not get, the 

article on the -- 

MS. BECKER:  Right, the number 5, I was 

getting to that. 

DR. BELSITO:  Yeah. 

MS. BECKER:  The two you handed me, the 

one you marked -- 

DR. BELSITO:  Eight. 

MS. BECKER:  -- and the number 42 -- 

DR. BELSITO:  Eight. 

MS. BECKER:  -- you want all those 

included in the package next time. 

DR. BELSITO:  Right. 

MS. BECKER:  Not a problem. 

DR. GILL:  But I thought I heard in any 

additional ones we'll look. 

DR. BELSITO:  In so many additional 

ones.  And then I guess clarification, it's my 

understanding that the lights that are used are 

UVA/UVB, but they're UVA only. 

MR. STEINBERG:  It's principally 



visible. 

DR. BELSITO:  Principally visible. 

MR. STEINBERG:  Yes, the cure 

generally takes place around 400 nanometers, 

between 400 and 410, 420, which is the visible.  

You just can't get bulbs that sensitive and 

economically.  So typically, the bulbs that are 

used are giving you radiation of 380 to 420. 

DR. BELSITO:  But I think when you -- 

MR. STEINBERG:  But the cured takes 

place principally in the visible range. 

DR. BELSITO:  We need all of that 

specific information.  It's also my 

understanding that different manufacturers 

(inaudible) recommends one bulb, that there are 

different bulbs out there that can be used.  

Correct? 

DR. LIEBLER:  There are different 

consumer-use machines with different bulbs.  

Yes, that's correct. 

DR. BELSITO:  Right.  So we need to 

gather as much information on that as we can. 

DR. BERGFELD:  Excellent. 

DR. HILL:  Actually there was a fair 



amount in terms of positioning and wavelength and 

all of that, that was in our extra data that we 

got already.  Because what's perpendicular, 

what's parallel?  Talking 3-D here.  Anyway, but 

I sorted it out. 

DR. BELSITO:  Right, I understand, but 

just making sure that we capture -- 

DR. HILL:  We know what we're talking 

about. 

DR. BELSITO:  -- everything. 

DR. HILL:  The other question I had is 

on the dermal sensitization, I'm not sure this is 

even relevant at this point, but the 

concentrations for para-hydroxyanisole were not 

provided, so to me that renders the piece of 

information we go ton that pretty well useless.  

I mean, again, the idea is the stuff is 

sequestered in the polymer anyway and it doesn't 

matter, but under dermal sensitization the only 

information I had on para-hydroxyanisole there 

was no concentration given.  So I just wanted to 

make sure everybody noted that. 

DR. BERGFELD:  Any other discussion?  

Paul? 



DR. SNYDER:  I had just one comment.  

So in the document it clearly stated that the 

removal of these, you know, (inaudible) excluded 

from the report, but then doesn't that fall under 

"as used?"  I mean, is there anything we should 

worry about upon the removal?  Is there a solvent 

used that then makes these -- I mean, I just -- I 

wondered why because of the as-used designation 

that we used, that we're excluding one of the 

components in the removal, so I just wanted to 

throw out there for other opinion. 

DR. HILL:  That crossed my mind, too.  

I don't know if that's within our purview.  That 

was what also crossed my mind. 

DR. BERGFELD:  Well, we can get 

clarification on that.  David? 

MR. STEINBERG:  Several different 

things because there are about three -- four or 

five different topics that they're going through 

here.  The first is the question of the use of 

para-hydroxyanisole.  The industry does not put 

this into a product.  Monomers are sold with 

polymerization inhibitors and the favorite one 

right now is para- hydroxyanisole.  That's how we 



apply it.  We can't get it without it or else you 

wouldn't have the monomers that are used.  It's 

used sometimes in combination with hydroquinone, 

sometimes, depend on the monomer and who was 

manufacturing it, you might just have it 

inhibited with hydroquinone, which is why they 

sort of go together. 

Until recently, we did not sell 

monomers to consumers.  They were not part of 

cosmetics.  They weren't considered cosmetics 

with the exception of the nail adhesives which the 

panel has already reviewed.  Recently, and 

that's just been the past three years, I guess, 

we have developed originally for professional use 

only the now- polished gels.  And these are 

shear-thinning gels which consist of monomers and 

oligomers, which have a jelly-like consistency, 

which are applied to the fingernail where it 

becomes shear (inaudible).  And then it is put 

under the lamp for a very short period of time and 

is cured. 

The resulting nail polish lasts around 

two weeks to three weeks.  It doesn't chip, it 

doesn't break.  It is removed -- you asked the 



question -- the way it's removed is you.  It's 

basically you guy Band-Aid -- the way I would 

describe it is Band-Aids, in which the pad is soap 

with acetone.  And you wrap it around the 

fingernail for a certain period of time and that 

softens the polymer, so it peels off. 

The questions that were always of 

interest to us and of concern to the industry was 

what about the exposure of the gel to skin or the 

cuticle?  And these are very hydrophobic type 

gels.  When they are put on the skin, they pull 

up just from the natural moisture of it, and 

they're removed.  The instructions say remove 

it.  Who wants nail polish on their skin while 

they're trying to polish their nails?  So the 

consumer removes it whether we tell them to or 

not. 

The second question is what about the 

cuticles?  And all of the instructions, which we 

incorporated in our presentation, say that you 

cannot have the gel on the cuticle.  You have to 

have the gel off the cuticle because when you cure 

it will not adhere to the cuticle.  So instead of 

getting a cure like this, if you have gel on the 



cuticle, it would be like this and it will peel.  

It would be a very unsatisfactory nail polish. 

I think we have more information.  

Doug, do we have more information on the lamps?  

Because you're more familiar with the lamp work 

than I am. 

MR. SCHOON:  Yes.  Doug Schoon 

speaking.  You, I think, included -- David 

included in the package that he submitted several 

studies that have been performed.  There has been 

a study performed by Dr. Robert Sayer (phonetic), 

a photobiologist of great renown who used the 

RP-27 ANSI standard, which is an international 

standard, to test all of the different -- five or 

six different lamps, covering all the categories 

used in their industry.  And he's come to the 

conclusion that they are very safe and we can -- we 

have submitted that information to you. 

But even more interestingly, there was 

a Brown University study that compared exposure 

of these lamps to the types of UV exposure that 

dermatologists frequently use for psoriasis.  

And the Brown University study looked at these 

exposures and said you'd have to have 250 years 



of weekly manicures to equal one course of what 

dermatologists consider safe exposure for 

psoriasis studies, which I thought was a pretty 

convincing study as well.  So then three 

studies -- one done by the Nail Manufacturers 

Council, one done by Dr. Robert Sayer, and one by 

Brown University -- all point to the fact that the 

amount of UV exposure is extraordinarily low, in 

fact, surprisingly low.  And we can provide all 

this data to you, again, tested to international 

ANSI standards. 

DR. BELSITO:  The Marcova-Weinstock 

article is the Brown article I'm referring to.  

I'm just saying that we need to see fair and 

balanced data, and we're not seeing any data that 

questions that it's unsafe.  And that data needs 

to be brought before the panel and we need to 

consider it. 

MR. SCHOON:  And nor do I disagree.  We 

could do that. 

DR. BELSITO:  So I'm not saying that 

they're unsafe, Doug.  I'm simply saying that 

there's data out there, another side of data out 

there, with another opinion that this panel has 



not seen. 

MR. SCHOON:  Sure.  No, I certainly 

understand that. 

DR. BELSITO:  So I'm going to table it 

to see it. 

MR. SCHOON:  I certainly understand 

that and I know the question was raised by Dr. 

Bergfeld at the last meeting, which is why we 

included it in our information now.  And it's to 

our best interests that you all understand it, so 

thank you for raising the question.  I appreciate 

it. 

DR. BERGFELD:  All right.  Thank you 

so much.  We're going to move on now to the next 

ingredient. 

DR. BELSITO:  Okay.  So this is sodium 

olefin sulfonate.  And this was originally 

published in '88 with safe up to 2 percent 

leave-on products and general -- I guess safe as 

used in rinse-offs.  And the issue now is that the 

use in leave-ons has gone up to 13 percent, is that 

right?  So the concentration of use has 

increased.  And while I don't think it completely 

changes our safety assessment, I think we would 



change it to say safe when formulated to be 

non-irritating, so we need to reopen to look at 

the data and change our conclusion or -- 

DR. EISENMANN:  I did at the last 

minute get an answer.  I did answer.  That is the 

rinse-off.  That was a mistake in the -- so I will 

be providing them updated concentration of use 

information soon. 

DR. BELSITO:  Okay, so if that is a 

rinse-off -- 

DR. EISENMANN:  That's a rinse-off. 

DR. BELSITO:  -- and we don't have any 

leave-ons above 2 percent, then we don't need to 

reopen. 

DR. EISENMANN:  Right. 

DR. BELSITO:  Okay, fine.  So you will 

provide that data, Carol? 

DR. EISENMANN:  Correct. 

DR. BELSITO:  Okay.  So our team 

comfortable with not reopening? 

DR. SNYDER:  The 2 percent was based on 

sensitivity? 

DR. BELSITO:  Irritation. 

DR. SNYDER:  Irritation, okay.  Yes, 



I'm fine. 

DR. BERGFELD:  You're fine? 

DR. BELSITO:  Okay. 

DR. BERGFELD:  All right, I'm going to 

the switch to a panel. 

DR. BELSITO:  And whether the Marks -- 

DR. BERGFELD:  Yeah.  I propose a 

motion.  Is there a second? 

DR. MARKS:  Second that motion. 

DR. BERGFELD:  Any discussion about 

not reopening this ingredient?  Seeing none I'm 

going to call the question.  All those in favor 

raise your hands. 

And Dan and Tom? 

DR. SLAGA:  Aye. 

DR. LIEBLER:  Aye. 

DR. BERGFELD:  Okay.  The two of you, 

thank you. 

DR. MARKS:  There's been a discussion, 

I would say the new use concentration of C14 to 

16 on leave-ons, it's 13 percent, 13.2 percent to 

be exact.  The new ECHA guinea pig max is okay up 

to 25 percent for C14 to 16.  So again, I wouldn't 

reopen it.  We have -- that can be handled in the 



re-review discussion. 

DR. BERGFELD:  Good.  All right, we're 

moving on then.  And the next one, Don? 

DR. BELSITO:  The next one is 

iodopropynyl butylcarbamate.  This is 

just -- it's a re-review summary that Lillian 

wrote and I had no comments on.  I thought it was 

very good. 

DR. EISENMANN:  We have a correction 

provided. 

DR. GILL:  Your suggestion was to add 

some of the EU information. 

DR. EISENMANN:  It's not in there -- I 

mean, it's sort of in there, but it's not in there 

correct, so it's got to be corrected. 

DR. BELSITO:  Okay. 

DR. BERGFELD:  Is it an editorial or do 

you need to speak it? 

DR. EISENMANN:  I think it's more 

editorial. 

DR. BERGFELD:  Okay. 

DR. BELSITO:  It's just a 

clarification of the EU restrictions, is that it? 

DR. EISENMANN:  Correct.  It is 



allowed in rinse- off baby products.  It's not 

allowed in whole-body leave-on products. 

DR. BELSITO:  Right. 

DR. BERGFELD:  Any other discussion of 

the re-review summary?  I don't think we need to 

vote on that.  We'll move on then. 

DR. BELSITO:  So our next one that 

we're looking at is formic acid and sodium 

formate.  This is Wilbur.  And the September 

meeting, we went with a tentative amended report, 

safe in the present practice of use and 

concentration in cosmetics when formulated to be 

non- irritating.  The council has made some 

technical comments.  And I thought safe as used 

when formulated to be non- irritating, and it's 

a motion from our panel. 

DR. BERGFELD:  It's a motion.  No 

other comment by your team members?  Well, wait 

a minute, Paul's opening it.  And Dan, just in 

Table 1, wanted to move the concentrations up to 

the top of the page. 

DR. BERGFELD:  So we've made an 

adjustment in the concentration and that you put 

in the extract or the -- 



DR. BELSITO:  Actually, we had already 

discussed that, yeah.  So, I mean, we didn't 

adjust the concentration.  It was that -- for 

reasons that I don't know, my papers are out of 

order here, but, you know, we had already 

discussed that with Dan.  He just pointed out in 

Table 1 usually the concentration ranges are at 

the top of the table and in this case they're at 

the bottom. 

DR. BERGFELD:  Okay. 

DR. BELSITO:  But we were safe as used 

when formulated to be non-irritating, and that's 

a motion. 

DR. BERGFELD:  A second? 

DR. MARKS:  Second. 

DR. BERGFELD:  Any further discussion 

on the formic acid conclusion of safe? 

DR. SNYDER:  What was the basis of the 

EU in the 5 percent?  Was it sensitization? 

DR. BELSITO:  Probably irritation.  

It's not a sensitizer. 

So actually, with butyl carbomate we 

finished day 1, so I don't know how you want to 

proceed with day 2 here now. 



DR. BERGFELD:  Well, wait a minute.  

We haven't called a vote here.  All those in favor 

of a safe conclusion for formic acid, please 

raise -- 

DR. BELSITO:  Non-irritating.  

DR. BERGFELD:  No, we opened it to add 

sodium formate. 

DR. BERGFELD:  Okay. 

DR. MARKS:  Yes. 

DR. BERGFELD:  So everyone at the table 

has raised their hand.  How about Tom and Ron? 

DR. SLAGA:  I agree. 

DR. BERGFELD:  Okay.  I heard one.  

Both of you? 

DR. LIEBLER:  Yeah, Tom. 

DR. BERGFELD:  Okay, I heard both of 

you.  Okay, thank you.  Unanimous then. 

All right.  We will now move to the 

agenda that (inaudible) for yesterday.  And so 

the first is alumina. 

DR. BELSITO:  Okay, and that's me. 

DR. BERGFELD:  Or tomorrow rather. 

DR. BELSITO:  So we said safe as used, 

and the only comment we made in the document was 



the attachment that looked very briefly at 

pointing out that this is not aluminum and that 

aluminum had toxicity be called Appendix A so it 

can be referred to Appendix A.  But we went with 

alumina and aluminum hydroxide as safe as used. 

DR. BERGFELD:  Any other comments?  

Are you seconding it, Jim? 

DR. MARKS:  Second the motion that we 

issue a final safety assessment with safe 

conclusion.  Yes, second. 

DR. BERGFELD:  Any other comments 

regarding the discussion or the text? 

DR. HILL:  I liked it and I liked 

separating out the appendix the way it was done. 

DR. BERGFELD:  Thank you.  Seeing none 

I'll call the question then.  All those in favor 

of this conclusion, safe?  Tom and Dan? 

DR. SLAGA:  Aye. 

DR. LIEBLER:  Yes. 

DR. BERGFELD:  Thank you.  All right. 

Moving on then to, Dr. Belsito, Achillea. 

DR. BELSITO:  We already did 

phytosterols, right? 

DR. SNYDER:  Right. 



DR. BERGFELD:  Yeah, we did 

phytosterols.  It's Achillea. 

DR. BELSITO:  So Achillea.  I've lost 

my notes here.  Paul, can you help me out?  I'm 

not finding my notes. 

DR. SNYDER:  Yes, this is the one where 

you wanted to have the extended discussion about 

all the (inaudible) and all that. 

DR. BELSITO:  Okay. 

DR. SNYDER:  So that paragraph 

(inaudible). 

DR. BELSITO:  Yeah, I -- oh, yes, okay.  

So this we -- so with a conclusion -- oh, lord.  

Our major focus with this was with the discussion, 

but let me get to where we were here with the 

conclusion.  The Achillea millefolium extract, 

millefolium flower extract, millefolium 

flower- leaf-stem extract, safe in the present 

practice of use and concentration in cosmetics 

when formulated to be non- sensitizing.  And then 

we had some issues with the discussion. 

DR. BERGFELD:  Motion? 

DR. BELSITO:  Motion. 

DR. BERGFELD:  Second? 



DR. MARKS:  Second. 

DR. BERGFELD:  And what is your 

discussion? 

DR. BELSITO:  Well, when we were 

looking at the botanical boilerplate we just 

thought when there were ingredients of concern we 

should point out to industry where there may be 

limits.  And so we thought as a general approach 

when the ingredients of concern were fragrance 

ingredients that we refer them to the current IFRA 

standards as a limit.  So, for instance, with 

linalool, they should refer to the current IFRA 

standards because the IFRA standards sometime 

change.  And also, the IFRA standards are product 

category-specific, so they'll limit what's in an 

underarm maybe at a lower concentration than 

what's in a cologne or another product type. 

For thujone and the neurotoxicity we 

know that daily acceptable limits of 3 to 7 

milligrams per kilogram per day, which is 

significantly higher than we would expect from 

any combination of botanicals in cosmetic 

formulation and can point that out. 

For quercitin there are genotoxic 



effects in vitro, but in vivo studies were all 

clean, and we can point that out. 

And then for hydroquinone we know from 

the hydroquinone document that depigmentation 

does not start occurring until.4 percent, which 

would be a limit below which you would want to be 

from any combination of plant products containing 

hydroquinone. 

So for as much as possible, when we 

point out ingredients in a botanical that could 

be of concern where we have limits that can help 

industry, we should put that in the discussion. 

DR. BERGFELD:  Excellent addition.  

Really excellent. 

DR. MARKS:  Yeah, and what I would 

suggest, Don, thank you, is that actually be 

captured in a boilerplate so that each time when 

we look at the boilerplate, we don't have to go 

back and re-discuss each one of these.  And as we 

identify other botanic (inaudible), which have 

perhaps a potentially toxic substance, they could 

be added on the list.  But they're the ones that 

have come to (inaudible). 

Yeah, I think that's excellent.  Then 



we can just, again, with the boilerplate, as we're 

doing, pick and choose. 

DR. BERGFELD:  Paul. Did you have 

something? 

DR. SNYDER:  No, no. 

DR. BERGFELD:  No.  Any other 

comments?  So all those agreeable of the 

conclusion of Achillea as safe with the 

non-sensitizing, please raise your hand.  Thank 

you. 

Ron and Tom? 

DR. SLAGA:  Yes. 

DR. LIEBLER:  Yes. 

DR. BERGFELD:  All right.  Now, moving 

to you, Dr. Marks, the allcyl amides. 

DR. MARKS:  We're now looking at a 

draft final report on amino acid allcyl amides.  

And in September, we issued a draft or a tentative 

safe in the present practice of use and 

concentration in cosmetics when formulated to be 

non-irritating.  I move we issue a final report 

with that safe, non-irritating conclusion. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Any other discussion, 



comments, editorial?  Yes, Ron? 

DR. HILL:  Still object to the category 

name and I'm still voting against this one for all 

the reasons that were in the previous transcript. 

DR. BERGFELD:  Okay.  Hearing and 

seeing no other comments, I'll raise the 

question.  All those in favor of this conclusion, 

please raise your hands.  Opposed or abstaining? 

DR. HILL:  Opposed except for SLG and 

lauroyl lysine. 

DR. BERGFELD:  Thank you.  Tom and 

Ron? 

DR. SLAGA:  Yes. 

DR. LIEBLER:  Yes. 

DR. BERGFELD:  Yes, okay.  So 

unanimously moving ahead and we have one 

opposition. 

Then the next one is Dr. Belsito, 

anthemis nobilis. 

DR. BELSITO:  Okay.  So now, Roman 

chamomile, okay, safe when formulated to be 

non-sensitizing.  And there were really no 

significant ingredients that we specifically 

needed to discuss other than, again, the IFRA 



standards because there were some fragrance 

materials.  But beyond that (inaudible) 

quercitin, those type of non-sensitizing, 

non-fragrance materials were not in this plant. 

DR. BERGFELD:  For my information that 

is referenced? 

DR. BELSITO:  Yeah, the IFRA standards 

are set for -- you know, I mean, people can go down 

and they can look at the concentration of 

alpha-Pinene and look at IFRA to see if there's 

a standard for limits.  Linalool, there are 

standards. 

DR. BERGFELD:  Okay. 

SPEAKER:  URL, is that right? 

DR. BELSITO:  What? 

SPEAKER:  A URL, a link? 

DR. BELSITO:  Yeah, I mean, you can get 

them from RIFM.  If you're a RIFM member, they're 

available free.  If you're not a RIFM -- what? 

DR. BERGFELD:  Yeah. 

DR. BELSITO:  Yeah.  And if you -- 

DR. BERGFELD:  You are a member, so 

(inaudible). 

DR. BRESLAWEC:  Our companies are 



(inaudible). 

DR. BERGFELD:  Okay, so you can't get 

that for us.  Is there a second to the motion? 

DR. BRESLAWEC:  Second. 

DR. BERGFELD:  Any further discussion 

regarding SIG?  Seeing none, call the question.  

All those in favor, please indicate by raising 

your hands.  Ron and Tom? 

DR. SLAGA:  Yes. 

DR. LIEBLER:  Yes. 

DR. BERGFELD:  Thank you.  Moving on 

to the ext group, report advancing to the next 

level the betaines, (inaudible) betaines. 

DR. BELSITO:  Chamomile. 

DR. BERGFELD:  Oh, did I miss 

chamomile? 

DR. BELSITO:  Yes. 

DR. BERGFELD:  I'm sorry.  Chamomile, 

Dr. Marks.  I thought we discussed that.  No, we 

did that. 

SPEAKER:  Didn't we do chamomile. 

DR. BELSITO:  Yes. 

DR. BERGFELD:  Yes, we did. 

DR. BELSITO:  Yeah, we did it as a 



Belsito team followed by a -- 

DR. BERGFELD:  Panel. 

DR. BELSITO:  -- panel.  And we did -- 

SPEAKER:  We did chamomile much 

earlier.  We did it much earlier. 

DR. BERGFELD:  We did it when Don was 

doing his team meeting.  We just patched a panel 

to the end. 

DR. GILL:  No, we did Camellia. 

SPEAKER:  Camellia. 

DR. GILL:  Camellia, yeah.  We didn't 

do chamomile. 

DR. BERGFELD:  Well, let's look at 

chamomile.  Let's see what we've got.  Thank 

you. 

DR. EISENMANN:  Regular tea, not 

chamomile tea. 

DR. BELSITO:  Okay. 

DR. BERGFELD:  Okay.  All right, well, 

chamomile, Dr. Marks. 

DR. SNYDER:  I need three days to 

recover. 

DR. MARKS:  So we have in front of us 

a draft final report on Chamomilla recutita.  



That's the German chamomile.  And in the 

September meeting, we issued a conclusion safe in 

the present practice, concentration, safety 

assessment when formulated to be 

non-sensitizing.  But we then had a number of 

extracts, (inaudible) leaf extract, 

flower-leaf-stem extract, et cetera.  You'll see 

in the first paragraph insufficient because we 

need an HRIPT of 0.4 percent for the extracts to 

be safe. 

In our team discussion we had, as you 

can see in this memo, in number 3 we have HRIPT 

data with (inaudible) containing the extract at 

0.01 percent, which was non- sensitizing.  So we 

could either move forward with a conclusion with 

insufficient for those extracts or what we 

decided was we would -- the first component of it, 

the flower, all those flower-water extract, et 

cetera, the flower itself and the flower oil would 

be safe, but then we would do a use limit of 0.01 

percent for the remaining ingredients:  The 

extract, the flower-leaf extract, et cetera.  So 

we put a -- rather than insufficient, we just 

wanted to move it forward and put a use limit.  



And talking with industry this morning, indeed, 

that use limit would be useful for industry. 

So the motion is I guess we can't issue 

a final report if we put a use limit.  It would 

go back and out.  It's a draft final.  That's, of 

course, if, Don, your team feels that's an 

alternative.  I didn't think about -- 

DR. BELSITO:  Well, we actually 

started where you were, but ended up going back 

to the old conclusion because it suddenly dawned 

on us that, yes, sensitization is the issue for 

the ingredients in the composition of the flower 

that we know.  However, we do not know the 

composition of the leaf or the stem.  And there 

may be ingredients in the leaf and the stem that 

have issues other than sensitization.  You know, 

maybe there's, I don't know, thujone, quercitin, 

issues that we need to discuss.  So we kept it 

insufficient for composition of the leaf and the 

stem and concentrations of use.  So we did not 

change the conclusion at all.  We left it as it 

is. 

DR. MARKS:  Oh, that certainly would be 

fine.  That's who we went in this morning 



thinking we would do it.  Now, with that in mind 

then, do you need any sensitization data for the 

insufficiencies, also?  Because -- 

DR. BELSITO:  Well, at this point, I 

think before we know what the composition is, we 

might not need any sensitization data.  We may 

have it all from -- I mean, we can ask for it if 

we're going -- I mean -- 

DR. MARKS:  I would if we're doing 

insufficient. 

DR. BELSITO:  Fine.  So let's go 

insufficient for composition, concentration of 

use of the insufficient ingredients, and 

insufficient for sensitization. 

DR. MARKS:  At 0.4 percent for that 

extra -- 

DR. BELSITO:  But we're saying when 

formulated not to be sensitizing, so I'm not sure 

why we're asking for sensitization data. 

DR. GILL:  This is -- we've asked for 

this before. 

DR. BELSITO:  Right. 

DR. GILL:  And this is the final 

report. 



DR. BELSITO:  Right. 

DR. GILL:  So we will say it is 

insufficient and if they want to submit data at 

a later point for us to reevaluate. 

DR. BERGFELD:  Fine. 

DR. GILL:  But we're not going to 

actively ask for data. 

DR. BELSITO:  Okay. 

DR. GILL:  It's going to be fine. 

DR. BELSITO:  Okay, so we're not 

changing the conclusion. 

DR. BERGFELD:  So that -- you were the 

one, I believe, Dr. Marks, you forward the motion. 

DR. MARKS:  Yeah, I'll withdraw the 

motion of setting a limit and lead this move to 

a final report with a conclusion as stated. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Second. 

DR. MARKS:  And then just capture what 

Don has said.  It's kind of interesting, Don, in 

terms of this now formulated and be 

non-sensitizing.  I have a little bit of 

difficulty that when we might have one part of 

these botanicals where we feel comfortable 



because we have HRIPT and then another group where 

we don't, and we say, okay, we've covered with 

non-sensitizing.  It seems to me if we put in a 

conclusion, non-sensitizing, when it's 

formulated, we don't need any data now. 

DR. BELSITO:  No, I mean, I think 

typically we do.  That issue, I think, is -- the 

issue of why we put that in the conclusion I think 

is very well addressed in the discussion because 

as opposed to Quaternium-15 or imidazolidinyl 

urea, where you have a pure chemical and you add 

it and there's nothing else you're adding that has 

that, in the case of botanicals, I mean, if you 

read some of these companies that are famous for 

using botanicals, I mean, the entire list after 

water is one plant of product after another until 

you get down the preservative. 

And, you know, then they're actually 

labeling fragrances and then you don't know are 

they labeling it because they know that linalool 

and benzyle alcohol and this is in there or are 

they adding those fragrances on top of all of 

these plant products? 

DR. BRESLAWEC:  I just wanted to 



reassure the panel that your message to the 

industry has been very clear and is being 

received.  You have asked for, over the past 

several meetings, for composition data on 

botanicals.  And you have acted accordingly when 

that has not been provided.  And so I just wanted 

to confirm that we hear your message. 

DR. BELSITO:  Thank you. 

DR. BERGFELD:  Jim, did you want to say 

something? 

DR. MARKS:  No.  No, I think that's 

fine as long as we capture that discussion. 

DR. BERGFELD:  So we need to vote on 

that.  So all those in favor -- 

DR. HILL:  I was just wanting to say 

that the reason I went along with where we landed 

was just because I thought at 0.1 percent that we 

would be below any threshold of concern.  But I 

don't know, that's, what, 100 parts per million 

if I did that.  So maybe it's not so low, I don't 

know.  I think that's where I landed is that we 

were talking about an ingredient at.01 percent 

and then a component that was a lot smaller.  So 

that -- but, I mean, I always want to see a 



composition.  It's just sometimes I don't know 

when I ask for it whether that's even reasonable. 

DR. BERGFELD:  Okay.  Can I call the 

question now?  All those in favor raise your 

hand, please.  Yes.  Unanimous here.  Tom and 

Ron? 

DR. SLAGA:  Yes. 

DR. BERGFELD:  We're going 

insufficient.  All right. 

DR. HILL:  Well, for part of it. 

DR. BERGFELD:  For part of it, yes.  

Thank you. 

DR. HILL:  And I think the most 

important is the non-sensitizing. 

DR. BERGFELD:  Non-sensitizing.  All 

right.  Dr. Marks, you're up, alkyl betaines. 

DR. MARKS:  So in September the panel 

came to the conclusion with insufficient data 

announcement.  We wanted to know method of 

manufacturing and impurities.  Our team 

felt -- and Ron Hill, you can chime in -- Ron Shank 

and Tom felt we now are okay with that and that 

we could move forward issuing a tentative report 

on the alkyl betaines safe formulated to be 



non-irritating. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Any further discussion? 

DR. BELSITO:  Yes. 

DR. BERGFELD:  Yes.  Don? 

DR. BELSITO:  Tallow is one of the ones 

that are listed, so we need to take the paragraph 

from the alkyl amides regarding animal-derived 

ingredients, specifically tallow, and insert it 

into the discussion on this document. 

DR. BERGFELD:  Any other additions?  

Ron Hill? 

DR. HILL:  Yeah, what I was really 

looking for on the coco-betaine was actually the 

fatty acid composition, which I'm not sure -- we 

don't need necessarily to get that from industry 

because we -- I mean, I assume it's consistent 

with what we normally see with coconut 

oil-derived ingredients.  But for the CIR staff 

member who worked on this, that's what I was 

looking for because that allows for the read 

across.  And what's in there is not bad at all. 

DR. BERGFELD:  So you propose? 

DR. HILL:  I'm just proposing, and 



that's editorial, I guess, that that information 

get captured.  What are the typical ranges? 

DR. BERGFELD:  Okay. 

DR. HILL:  So that the read across gets 

properly developed here because it's not right 

now. 

MS. BURNETT:  Are you looking at Figure 

2, Table 1? 

DR. HILL:  Okay, you got -- 

MS. BURNETT:  Where the definitions 

and structures are. 

DR. HILL:  Give me a table number or a 

PDF page number. 

MS. BURNETT:  It's Figure 2.  I'm 

sorry, I don't have a PDF of it. 

DR. HILL:  Okay, hang on. 

DR. HELDRETH:  PDF page 27. 

DR. HILL:  Thank you.  Okay.  No, I 

didn't note that that was there now. 

Okay.  So yes, that together with the 

cetyl, and then the only other thing I flagged 

since I wasn't here this morning is there's some 

developmental toxicity that shows up I think at 

a lot higher concentrations for the cetyl.  My 



question was do we know enough about the leave-on 

usages of this and have we calculated what the 

maximum possible exposure is likely to be or are 

we just going by the stuff is fairly hydrophobic 

and we're not worried about penetrability? 

DR. BERGFELD:  I can't answer that.  

Dan Liebler, did you hear Ron Hill's statement? 

DR. LIEBLER:  Yeah, I heard it.  I 

guess I'm not sure I have a concern there. 

DR. HILL:  If he doesn't and nobody 

else does, then I don't either. 

DR. BERGFELD:  Okay.  Well, we'll make 

note that it's in the minutes and if it needs to 

be reexamined, we will do that in the future. 

DR. HILL:  Thank you. 

DR. BERGFELD:  All right, then I will 

call the question if there are not further 

comments.  All those in favor?  Unanimous. 

DR. LIEBLER:  Aye. 

DR. BERGFELD:  Aye coming from the 

phone here.  I heard Dan.  Is Tom there? 

DR. SLAGA:  Yes.  Tom, yes. 

DR. BERGFELD:  Yes, okay.  All right.  

Thank you very much. 



Moving on to the next ingredient, 

Rosmarinus.  I guess Dr. Belsito? 

DR. BELSITO:  Yes.  So this is 

Rosmarinus and there are a number -- 10 

ingredients that we're looking at:  The extract, 

the flower extract, the flower-leaf-stem 

extract, the flower-leaf-stem water, the leaf, 

the leaf extract, the leaf oil, the leaf powder, 

the leaf water, and the whole shebang water. 

And we thought that the leaf extract was 

safe up to.2 percent in leave-ons based upon 

sensitization data and safe as used in 

rinse-offs; that the flower extract was 

insufficient for composition and concentration 

of use; and that the other ingredients, the 

extract and the water -- no, the flower extract 

was insufficient for composition and 

concentration of use.  The leaf extract up to.2 

percent based upon sensitization.  And the other 

ingredients, basically the leaf oil, powder, 

water, water and leaf, so everything other than 

the flower and the leaf extract, were safe as 

used. 

DR. SHANK:  Hello? 



DR. BELSITO:  Yes. 

DR. BERGFELD:  Who is this? 

DR. SHANK:  This is Ron Shank. 

DR. BERGFELD:  Wonderful.  Good 

morning. 

DR. SHANK:  Late, but I'm here. 

SPEAKER:  It's never too late, Ron. 

DR. MARKS:  Ron, I had your comments 

this morning, so with our team meeting I 

incorporated  that in the discussion. 

DR. SHANK:  Thank you. 

DR. MARKS:  You're welcome.  No, thank 

you for sending you comments in.  That was very 

helpful. 

DR. BERGFELD:  We're now looking at 

Rosmarinus. 

DR. SHANK:  Okay. 

DR. MARKS:  Yeah, so we're in the full 

panel meeting now. 

DR. SHANK:  Yes. 

DR. BERGFELD:  So let's go back, Don, 

and give this again to us. 

DR. BELSITO:  Okay.  So basically the 

leaf extract is safe up to.2 percent in leave-ons 



and safe as used in rinse-offs.  The flower 

extract is insufficient for composition and 

concentration of use.  And the others are safe as 

used.  So basically the flower, insufficient; 

leaf extract, a limit; others, safe as used. 

We had previously asked for what is this 

deodorization process, but in my reading it was 

deodorization was with food grade, so I wasn't 

sure why we were concerned about what that might 

be. 

And then there was the whole issue of 

the botanical PDR not to use it in pregnancy, that 

I think we've addressed with additional data and 

also, in the discussion, pointing out that the 

exposure that caused issues with pregnancy was 

extremely high and was not applicable to cosmetic 

sue. 

DR. BERGFELD:  What did you do with the 

original request for 10 percent? 

SPEAKER:  That's the.2. 

DR. BELSITO:  That's the.2. 

DR. BERGFELD:  That's the.2, okay. 

DR. MARKS:  That's setting a limit.  

And the repro, Ron Shank, you didn't have any 



problems with that and your team? 

DR. SHANK:  No, I didn't.   

DR. MARKS:  Because just to make sure 

we address that. 

DR. HILL:  Okay.  So I was the one that 

brought up the deodorization process and my 

concern was if it was some sort of a bleaching 

process, that there are chemicals that might be 

created by that that wouldn't otherwise be 

present.  So that was what that was all about and 

I was really specifically asking, yes, that 

occurs with food grade.  Is that also applicable 

to cosmetic grade? 

DR. BERGFELD:  I guess, Dan Liebler, if 

you have a comment n that and then maybe Curt. 

DR. LIEBLER:  Yeah, I remember Ron 

bringing it up in our discussion last time and I 

also thought about it a little bit during the 

review of this document.  (inaudible) 

theoretically possible to something else 

(inaudible) that would be of concern, but it just 

strikes me as pretty unlikely.  So I guess I 

didn't feel it needed to be in the discussion. 

DR. HILL:  Well, if we had 



chlorine-based or peroxide-based bleaching 

process, for example, then those things are not 

at all unlikely.  So, I mean, it would be just 

nice if industry would come back and say, no, 

we're using carbon black or something that's 

totally innocuous, but I don't understand why 

I've got nothing on that. 

DR. BELSITO:  But it's possible that 

they don't bleach the cosmetic product. 

DR. HILL:  It's possible that they 

don't deodorize the cosmetic product. 

DR. BELSITO:  Deodorize it. 

DR. HILL:  I would think, if anything, 

even more so than food grade, you would want to 

deodorize cosmetic products.  That's 

just -- maybe I'm thinking about that wrong. 

DR. BELSITO:  But they would deodorize 

it to get rid of some of the scent, I would 

imagine.  I mean, that's what a deodorizer does.  

And in a cosmetic product you may want that, some 

of that fragrance. 

DR. EISENMANN:  The other thing 

there's a 90-day study on the deodorized product 

that was claimed. 



DR. BELSITO:  Right. 

DR. HILL:  Which -- what's the nature 

of the study?  Tell me where it is in here again. 

DR. EISENMANN:  It's in one of the 

tables. 

DR. BRESLAWEC:  Table 10. 

DR. HILL:  Table 10. 

DR. BRESLAWEC:  At 400 milligrams per 

kilogram per day. 

DR. HILL:  By oral route? 

DR. EISENMANN:  Yes. 

DR. HILL:  For 90 days.  Yeah, it 

should be okay then. 

DR. BELSITO:  And then the only other 

thing was that the study at high concentrations 

with the rosemary, there's a potential it said 

Rosmarinus officinalis-derived ingredients to 

cause irritation.  I think it's important to note 

that this was whole leaf that was applied to 

exzematous skin, so it's not clear what they meant 

by irritation.  It simply could have been 43 of 

the 246 people got worse and some got better and 

some stayed the same.  So I'm not even sure that 

it should remain in this document to put a whole 



leaf on exzematous skin. 

DR. BERGFELD:  Well, any comment?  

Jim? 

DR. MARKS:  Normally, unless there's a 

scientific issue with a document, we leave it in 

and then we just interpret it.  So I guess the 

question is do we think this is scientifically 

valid and just delete it or do we leave it in and 

say it's exzematous skin and the meaning -- it's 

relatively meaningless?  I guess -- 

DR. BELSITO:  I feel -- I think we can 

leave it, but we -- just having that sentence "at 

high concentration there's a potential," I think 

(inaudible) potential at all, you know.  When you 

put a leaf and petrolatum on the skin of 

exzematous patients, 43 of 246 got worse.  What 

does that mean?  So I wouldn't say there's a 

potential for irritation.  If you leave it in I 

would say there's one report of application of a 

whole leaf to 246 people with exzematous skin and 

43 of them got worse.  The panel's not sure what 

that means. 

DR. MARKS:  That sounds perfectly 

fine. 



DR. BERGFELD:  And where would you put 

that, in the discussion? 

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

going to include it, we have to put it in the 

discussion. 

DR. BERGFELD:  Right, right, 

discussion. 

DR. BELSITO:  We're not limiting 

sensitive irritation here because we 

don't -- that's the only study and we're not even 

sure how to interpret it. 

DR. BERGFELD:  Okay.  Any other 

comments?  So then, Don, if you would just repeat 

your final conclusion. 

DR. BELSITO:  Okay.  So the flower is 

insufficient for composition and concentration 

of use.  The leaf extract is safe up to.2 percent 

in leave-ons and safe as used in rinse-offs.  The 

other ingredients, the other 10 ingredients were 

safe as used.  And the issue of reproductive 

toxicity and the PDR for botanicals has been 

addressed in the discussion. 

DR. BERGFELD:  That's a motion and it's 

been seconded.  Should we move ahead with the 



vote?  All those in favor, please indicate by 

raising your hand. 

DR. LIEBLER:  I'm in favor. 

DR. BERGFELD:  Then you three on the 

phone, all of you? 

DR. LIEBLER:  Yes, in favor. 

DR. BERGFELD:  Okay, thank you. 

MS. FIUME:  Can I ask for a 

clarification? 

DR. BERGFELD:  Sure. 

MS. FIUME:  The flower ingredient, is 

it just the flower extract or all three? 

DR. BELSITO:  Just the flower -- no, 

just the flower extract. 

MS. FIUME:  Okay, thank you. 

DR. BERGFELD:  Moving on to the 

saccharides, Dr. Marks. 

DR. MARKS:  You like the silence?  

This is the first time we've seen these 24 

ingredients.  They're common dietary sugars, 

sugar replacements, salts thereof.  They're 

recognized as GRAS.  And so the ingredients that 

were included in the report, the 24, our team felt 

they were fine, at least these (inaudible) 



concerns.  We liked the group approach.  We 

liked the approach using them for non- GRAS.  

And, therefore, we felt we could issue a tentative 

report safe. 

DR. BERGFELD:  And that's a motion? 

DR. MARKS:  Yes. 

DR. BERGFELD:  Is there a second? 

DR. BELSITO:  Second safe as used. 

DR. BERGFELD:  Is there any discussion 

regarding the GRAS ingredient to add? 

DR. BELSITO:  Yeah.  Well, when you 

look at it, some of these, for example, sucrose, 

are used at very high levels in mucous membrane 

products.  So I think in the discussion we have 

to make it quite clear when we say safe as used, 

we point out that the ones that are high-level 

uses in mucosal products are all GRAS and that 

we're not saying that you could use a non-GRAS 

ingredient in a mucosal product like you could 

sucrose at whatever the levels were for those.  

So safe as used because we have no indication that 

the non-GRAS are being used at high levels 

mucosal, but we need to point out that we were very 

specific that we're comfortable with those high 



levels because they were all GRAS ingredients. 

Also in wave 2 we received data about 

29 percent sucrose shampoo causing some 

irritation.  And I think we just may need to make 

a comment that it was at least my team's feeling 

that it was the surfactant in the shampoo and not 

the sucrose that was the cause of the irritation. 

DR. MARKS:  Don, I concur.  And what I 

felt also could be mentioned in the discussion was 

that sucrose is found at 58 percent, glucose at 

91 percent in some of these products, and that we 

don't have HRIPT data to support that high a 

concentration, but we have a lack of clinical 

reports of irritation and sensitization, and our 

experience obviously is that with these GRAS 

products. 

DR. BELSITO:  And then just the last 

point is that we're adding calcium gluconate into 

this report and we were just going to check -- Bart 

had checked for the sodium and potassium, but not 

the calcium.  And what about ammonium salts? 

DR. HELDRETH:  There is no other 

calcium. 

DR. BELSITO:  Okay.  So we want to just 



make sure there is no calcium or ammonium 

galacturonate.  And if there, add that in as 

well. 

DR. BERGFELD:  Okay. 

DR. BELSITO:  So we're adding calcium 

gluconate to the list and we're just going to 

check whether galacturonic acid has any salts. 

DR. BERGFELD:  Now, is this going to 

hold up the document or we're going forward and 

adding this in? 

DR. BELSITO:  No, this is a tentative 

final. 

DR. BERGFELD:  Okay. 

DR. HELDRETH:  And I checked and there 

are no ammonium or calcium salts that we haven't 

(inaudible). 

DR. BELSITO:  So we're adding 

calcium -- 

DR. BERGFELD:  But this is the first 

time we've looked it going toward the final. 

DR. BELSITO:  No, calcium gluconate 

and calcium -- yeah, I don't think it's been 

changed.  Tentative final, we'll see it again. 

DR. BERGFELD:  Okay. 



DR. BELSITO:  If it changes anything we 

can always change our conclusion. 

DR. BERGFELD:  All right.  Everyone 

agreeable to that?  Linda? 

DR. KATZ:  Thanks.  When we had the 

discussion earlier we said we were going to 

(inaudible).  Well, when we had the discussion -- 

DR. BELSITO:  The title. 

DR. KATZ:  The title.  And then the 

other question that I have is I'm listening to the 

GRAS discussion.  It's clear that it's GRAS for 

food additives. 

DR. BERGFELD:  Okay. 

DR. KATZ:  And I just want to make sure 

it states that because there are no GRAS 

ingredients for cosmetics. 

DR. BERGFELD:  Thank you. 

DR. BELSITO:  Right.  So we're 

changing the title because some of them, there's 

argument as to whether they're monosaccharides or 

not based upon metabolism, so we're calling it the 

mono- and disaccharide and related ingredients. 

DR. BERGFELD:  Okay.  Ron? 

DR. HILL:  Just a point of 



clarification since we were going forward with 

basically -- let me back up a step.  I thought 

sucralose did not belong in this ingredient 

group, but no matter.  If we say according to the 

art of use the leave-on concentrations I think 

only go up to.6 percent or something like that, 

if I'm not mistaken.  And so we have an HRIPT up 

to.8 percent, I think.  Did anybody look 

more -- the reason is because there's chloroalkyl 

groups in that sugar unlike any of the others that 

are actual sugars; sucralose is not.  And I 

realize it's there in diet, but that's diet, 

that's oral.  So, I mean, we covered it. 

If we say current manner of use, does 

that automatically capture -- I think leave-ons 

only go up to.6 percent according to what the data 

is we have, is that correct? 

DR. BERGFELD:  Yes, I believe that is 

correct when we say it's -- what is within the 

document is the concentration that has been 

approved. 

DR. HILL:  I mean, in terms of 

potential for sensitization I didn't see anything 

in any of this except that one compound, so that's 



why it caught my attention. 

DR. BERGFELD:  Don, anything?  

Nothing?  Nothing to add more?  Dan?  Ron Shank?  

Tom, anything? 

DR. SHANK:  Yeah, I think safe as used. 

DR. BERGFELD:  Okay, safe as used.  

That is the conclusion.  It's going out as a 

tentative final.  May I call the question?  All 

those in favor, please indicate by raising your 

hands. 

DR. LIEBLER:  Yes. 

DR. BERGFELD:  Unanimous here.  How 

about on the phone, the three of you? 

DR. LIEBLER:  Yes. 

DR. SLAGA:  Yes. 

DR. SHANK:  Yes. 

DR. BERGFELD:  Okay, thank you. 

DR. SHANK:  Before you go on, it sounds 

like you're having a full panel meeting. 

DR. BERGFELD:  Yes. 

DR. BELSITO:  Yes, we are. 

DR. SHANK:  Is today Monday or is it 

Tuesday? 

DR. HILL:  Yes. 



DR. BELSITO:  There's another two to 

six inches of snow expected tomorrow.  We're 

escaping. 

DR. SHANK:  Oh, good for you.  I hope 

you make it. 

DR. BELSITO:  Thank you. 

DR. MARKS:  Oh, we will if we leave 

today.  Are you on first or second, Ron? 

DR. SHANK:  Pardon me? 

DR. MARKS:  Are you on first or second? 

DR. SHANK:  First or second what?  

(Laughter) 

DR. MARKS:  That's like Monday and 

Tuesday. 

DR. SHANK:  Oh, yes.  No, I thought it 

was -- it was Monday in California, but we're kind 

of (inaudible) out here, so. 

DR. BERGFELD:  Okay.  We're going to 

move on then.  Dr. Belsito, (inaudible). 

DR. BELSITO:  We already did it. 

DR. BERGFELD:  Oh, we did that one? 

DR. BELSITO:  We did hydroquinone and 

we did hydroxyhydrocinnamate.  Did we?  No, 

okay.  So we're on hydroxyhydrocinnamate, okay. 



DR. BERGFELD:  Okay.  No, we tabled 

the hydroquinone. 

DR. BELSITO:  Right. 

DR. BERGFELD:  And the chamomile we 

did. 

DR. BELSITO:  Okay. 

DR. BERGFELD:  All right, moving to the 

vitamin E (inaudible). 

DR. BELSITO:  No. 

DR. BERGFELD:  Let's slow down.  

Hydroxyhydrocinnamate, Dr. Belsito. 

DR. BELSITO:  Right.  So we thought we 

could go with the same as used conclusion and in 

the discussion for the aerosol boilerplate we saw 

nothing about this ingredient that worried us. 

DR. BERGFELD:  Okay. 

DR. MARKS:  Second. 

DR. BERGFELD:  Any further discussion 

on this ingredient?  I'm seeing none.  Anything 

on the phone, Tom, Ron, Dan? 

DR. SLAGA:  No. 

DR. BERGFELD:  Nothing?  Call the 

question then.  All those in favor of safe 

conclusion? 



DR. SHANK:  Safe. 

DR. BERGFELD:  Okay, raise your hands.  

Thank you, unanimous. 

So at last we're moving on to the 

re-reviews and the vitamin E products, Dr. Marks. 

DR. MARKS:  So this is a re-review of 

the tocopherols a/k/a vitamin E components.  And 

in 2002, the panel published a safety assessment 

that nine ingredients were safe.  That's on the 

memo from Monice.  Today we're making a decision 

whether to reopen the safety assessment with the 

purpose of adding the tocotrienols.  And our team 

felt that this was a no-brainer and we could 

reopen and add the tocotrienols with a safe 

conclusion. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Okay.  Ron Hill? 

DR. HILL:  That's all right. 

DR. BERGFELD:  You're voting for it 

already? 

DR. HILL:  No, I (inaudible). 

DR. BERGFELD:  I'm going to now.  Any 

comments? 

DR. BELSITO:  Well, we need the 



inhalation boilerplate.  And although these are 

derived from plants, this is one where we didn't 

think we needed any of the botanical boilerplate.  

We did want some of the sections of 

anti-carcinogenicity moved to just the 

carcinogenicity section.  And apparently 

there's some epidemiologic data out there in 

humans suggesting that consumption does not 

prevent and in some cases enhances, according to 

Carol, the incidence of cancer.  So we wanted all 

of that brought into the carcinogenicity section.  

Discussed a little bit that, again, we don't think 

it's relevant to these as used in cosmetics, but 

just so that anyone reading this is aware that we 

were aware of these reports.  And that was 

basically it, safe as used inhalation 

boilerplate, no botanical, and a little bit more 

extensive carcinogenicity summaries. 

DR. BERGFELD:  This is in the comment 

area.  Anything else.  Dr. Marks? 

DR. MARKS:  Yeah, I felt, obviously, 

since I made the motion, we could move on with a 

safe conclusion.  But I did know that it'd be nice 

to have HRIPT data 5.4 percent.  Previously it 



had been the leave-on products had been at 2 

percent in '99 and now we have 5.4 percent.  So 

it's double the concentration, but clearly the 

clinical experience, the data from the North 

American group, would support that.  Even though 

it's over double the concentration it still 

should be safe. 

DR. BELSITO:  We patch tested 100 

percent. 

DR. MARKS:  Yeah, I know. 

DR. BERGFELD:  Did you feel that you 

wanted to put that in the discussion of this 

document?  If you're going to reopen it, you're 

going to have a discussion.  You're going to 

bring that in? 

DR. MARKS:  Yeah.  What do you think, 

Don? 

DR. BELSITO:  We could take a look at 

the discussion and I can -- you know, I may 

have -- and I did this document before 

Thanksgiving.  I may have actually looked at the 

old document and there may be data there that 

supported it because I didn't even flag that as 

an issue or I just thought it was a non-issue 



because we don't see it clinically.  So, you 

know, we can, I think, formulate the discussion.  

We're reopening it, we're going to see all of the 

data. 

DR. BERGFELD:  Okay. 

DR. MARKS:  Yeah, I didn't see evidence 

to support the higher concentration, but I agree 

with you, Don.  What was this morning for the 

North American group?  We tested something like 

4,800 patch test patients and only had a dozen who 

were sensitive.  And that was, as you said, patch 

testing of need, but that's a little different 

than the HRIPT. 

DR. BERGFELD:  Okay.  So the motion is 

to reopen.  Ron, do you have some other comment? 

DR. HILL:  Yeah, I do. 

DR. BERGFELD:  Okay. 

DR. HILL:  So let me preface by saying 

not that I have any profound safety concerns at 

this point, but I'm going to do some 

additional -- there's a group in our shop where 

I work that's been working on tocotrienols for 

very many years. And, in fact, there's an 

additional chemistry group that's making analogs 



of that. 

What I can say from that is these aren't 

no- brainer additions to me because vitamin E, as 

you get it, while it will have some tocotrienols 

in there, they're very minor constituent amounts.  

But the biochemistry of tocotrienols is actually 

quite disparate from tocopherols.  And so, like 

I say, I'll be asking some questions and doing a 

little bit deeper digging, but there's some 

question as to whether these are, in fact, 

no-brainer additions if people are proposing to 

you tocotrienols as appearing in basically high 

concentration ingredients in contrast to the 

vitamin E sources in this country which have very 

low levels of tocotrienol. 

DR. BERGFELD:  Well, we're going to 

reopen this if we vote to that and we can take that 

up as an issue.  And certainly the chemists can 

be pre-warned to look at that.  So I'm going to 

call the question to reopen.  All those in favor 

of reopening, please raise your hand.  Thank you.  

And on the phone, our three amigos? 

DR. BELSITO:  But we said reopen with 

a safe as used conclusion, so we're going as a 



tentative final with this report. 

DR. BERGFELD:  Well, we're still going 

to get (inaudible). 

DR. BELSITO:  Right, I understand. 

DR. SHANK:  Reopen. 

DR. BERGFELD:  Open, okay.  Dan?  

Tom? 

DR. SLAGA:  Reopen, Tom. 

DR. BERGFELD:  Okay.  Dan's gone?  

Well, I will assume Dan says yes. 

Dr. Belsito, how about the AHAs, alpha 

hydroxy acids? 

DR. BELSITO:  Yeah.  So the alpha 

hydroxyl acids were previously reviewed and it's 

now time to re-review them. And there have been 

increased, as one might expect, markedly 

increased frequency of use and increases in the 

concentrations.  But in wave 2 we got some 

corrected concentrations as well, indicating 

they weren't quite as high as we were initially 

told.  But I think that we did an extraordinarily 

excellent job when we crafted this original 

document by saying that, you know, depending upon 

the pH, et cetera, they may or may not irritate, 



so the caveat there was when formulating not to 

be irritating and to use with a sunscreen.  And 

despite the increased use and the increased 

concentrations, I don't think we need to reopen 

it. 

DR. BERGFELD:  Is that a motion? 

DR. BELSITO:  That's a motion. 

DR. BERGFELD:  Is there a second? 

DR. MARKS:  Second. 

DR. BERGFELD:  Any discussion? 

DR. MARKS:  I think you may have 

covered it, Don.  Tom Slaga wanted to have in the 

discussion -- Tom, if you want to make a 

comment -- that the photocarcinogenic studies now 

that we have in this re-review really confirm the 

safety. 

And then the other thing -- am I 

capturing what you said this morning right, Tom? 

DR. SLAGA:  Yes. 

DR. MARKS:  And then we wanted to refer 

to the latest FDA guidance AHA document in this 

re-review. 

DR. BERGFELD:  Linda, do you want to 

comment on that document at all? 



DR. KATZ:  Not really.  The document 

itself, the guidance was done as a result of a 

citizen petition that was submitted by then CTFA.  

And that I think -- what? 

SPEAKER:  The CFA's (inaudible). 

DR. KATZ:  No, CTFA.  Yeah, it was CTFA 

at the time.  And we addressed the issues when we 

did the guidance and I think everybody has seen 

the guidance.  Nothing has changed from that 

since 2005 when it was published. 

DR. BERGFELD:  Thank you.  All right, 

any other discussion?  So the conclusion is not 

to reopen the AHAs and a compliment to the staff 

at that time.  And it went for two years that 

document.  It was about a two-year process to 

develop, as I recall. 

I'm going to call the question.  All 

those in favor not to reopen?  Unanimous.  The 

phone, amigos? 

DR. SHANK:  To not reopen, Shank. 

DR. BERGFELD:  Thank you.  Anybody 

else still there?  Tom?  Dan? 

DR. SLAGA:  I would not reopen Shank 

either. 



(Laughter) 

DR. BERGFELD:  Okay.  Thank you very 

much.  A little humor.  Let's see, we're going on 

to the polyvinyl alcohol, Dr. Belsito. 

DR. BELSITO:  Don't reopen unless we 

can add ingredients, and I was told we can't, so 

do not reopen. 

DR. BERGFELD:  Is there a second or 

further comment on that motion? 

DR. MARKS:  Second. 

DR. BERGFELD:  Any further comment on 

not reopening?  Seeing none, call the question 

not to reopen polyvinyl alcohol.  Unanimous.  

How about the three of you? 

DR. SHANK:  On the phone. 

DR. BERGFELD:  On the phone, okay.  

All right, I think we did the re-review.  Did we 

not, Lillian?  Do we have another one to do? 

DR. GILL:  We did the re-reviews. 

DR. BERGFELD:  We did it under when Don 

was discussing it. 

The Marks presentation on infant skin 

we're postponing.  We'll be discussing that 

maybe next time and further looking at these 



documents. 

We have rushed through.  We have done 

team and panel today.  Thank you very much for 

everyone's efforts.  And I think at this time, 

unless there is some comment from the panel 

members or Lillian -- 

MS. BECKER:  I'm pulling out the 

director's report. 

DR. BERGFELD:  Oh, the director's 

report, I forgot all that.  Minor detail.  

(Laughter)  Okay, director's report. 

DR. GILL:  I wanted to mention as a 

follow-up to our discussion on hydrolyzed wheat 

protein we have invited a council-recommended 

person, Dr. Matsunaga, professor and chairperson 

of the Department of Dermatology at Fujita Health 

University School of Medicine in Japan.  She's 

also the chair of the Japanese Society of 

Allergology.  She is delighted to come and talk 

to us.  She did say in her initial response back 

to us that they have experienced an outbreak of 

immediate hypersensitivity due to hydrolyzed 

wheat proteins contained in soap and they have 

performed a EPI study.  She may be bringing two 



colleagues with her:  A dermatologist who is an 

expert in allergy and immunology and a graduate 

student who is an expert in proteomics.  So we 

anticipate having them speak at the March 

meeting. 

We're also looking at having an expert 

recommended by the CIR Science and Support 

Committee a Dr. Rex Lowe, he's the professor of 

biological sciences at Bowling Green University, 

to talk to us about algae.  CIR Science and 

Support Committee has recommended that we delay 

the preparation of the SLR until we have had 

an -- until the INCI Committee of PCPC has had an 

opportunity to rename the trade names associated 

with this.  And you may want to comment further 

on that, Halyna or Carol. 

DR. BRESLAWEC:  Well, the INCI 

Committee has a new editor and new direction as 

of about a year ago.  And as part of our 

initiative to be current and maintain the 

currency of the dictionary, we've looked at a 

number of categories of names.  We will be 

retiring some names.  We will be renaming some 

ingredients.  And the algae area is one that we 



are looking at very carefully, so we would 

request, if possible, that that be delayed until 

the INCI Committee has a chance to clean up the 

nomenclature. 

DR. BERGFELD:  I think that's a given.  

I don't think that's even a discussion. 

DR. GILL:  So we will do that.  And a 

reminder that there are two changes in location.  

The panel meeting changes its location for our 

next meeting.  The 2014 panel meetings will be at 

the Washington Court Hotel on New Jersey Avenue, 

and that is very close to Union Station.  And our 

Personal Care Product Council offices are moving 

right around the corner, so we have two moves.  In 

fact, everything is boxed up at the office ready 

to be moved currently. 

And I do have one last thing to do.  For 

those of you who are unfamiliar with the tradition 

that started some time ago -- 

SPEAKER:  She thought she escaped. 

DR. GILL:  I know.  And that was a 

tradition since our panel chair apparently has a 

real fondness for zebras, at the panel dinner at 

the end of the year CIR presents just a token to 



our panel chair.  Anything related to zebra is 

what I understand.  This was sent to me by my 

predecessor to present to our panel chair at the 

meeting. 

DR. BERGFELD:  Oh, well, thank you.  I 

can't wait.  Thank you.  How nice.  (Applause)  

Let's see what he's found.  Thank you. 

DR. GILL:  He said the artist entitled 

it "Drinking Buddies."  (Laughter)  We thought 

we were going to be able to do this tonight. 

DR. BERGFELD:  Oh, well, thank you so 

much.  So thoughtful. 

DR. GILL:  And thank you.  And with 

that, I wish all of you all a happy New Year and 

I will see you next year, and safe travels home. 

DR. BERGFELD:  Yes. 

DR. BELSITO:  Just one question.  As 

you know, methyl isothiazolinone is really a hot 

button issue in Europe, and we're going to be 

behind the curve because they're pushing very, 

very strongly to ban it as a cosmetic ingredient.  

So when are we going to see it? 

DR. GILL:  It will be on the March 

meeting. 



DR. BELSITO:  Thank you. 

DR. BRESLAWEC:  Just for your 

information, Dr. Belsito, the council has been 

working with ACDS to try to be able to present and 

discuss that jointly with ACDS at the February 

meeting. 

DR. BERGFELD:  Merry Christmas, 

everyone.  Happy Holidays. 

(Whereupon, at 2:32 p.m., the  

PROCEEDINGS were adjourned.)  

*  *  *  *  *  
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