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P R O C E E D I N G S  

(8:01 a.m.)  

DR. BERGFELD:  I think we are going to 

begin.  This is, again, the 35th year of the CIR, 

and this is our 121st meeting.  And the panel had 

an unusual number of ingredients to go through 

this time, 18, five of which were new.  And I'm 

going to take as the chair the opportunity to move 

the agenda slightly and put aerosols first as the 

first discussant ingredient or precedent, I 

should say. 

But I want to make some other comments.  

I want to thank the administrative staff and the 

support scientists for documents that have been 

very well done and continue to be well done and 

improved upon. 

We are moving through some of the 

earlier put together documents, the SLRs and the 

early development of the documents.  And these 

seem to be going very quickly into a tentative 

final, so I gather this is what is desired to move 

these ingredients along a little bit faster. 

We are still plagued with late 

submissions, and this time was particularly 



onerous because we got thousands of pages on a 

PDF.  And the discussion yesterday was that these 

should be organized in a slightly different 

fashion for easeability of reading, and going to 

specific areas.  So, I understand that that will 

happen. 

So, we're going to move into the agenda 

after we approve the minutes.  So, anyone, give 

me a motion for approval of the minutes. 

DR. BELSITO:  So moved. 

DR. BERGFELD:  A second? 

DR. HILL:  Can we raise -- 

DR. BERGFELD:  Absolutely. 

DR. HILL:  -- correction issues with 

the minutes? 

DR. BERGFELD:  Certainly you may. 

DR. HILL:  I have actually several. 

DR. BERGFELD:  Are they editorial or -- 

DR. HILL:  No, they're not.  

Otherwise -- 

DR. BERGFELD:  All right, thank you.  

Mm-hmm.  Go ahead, Ron. 

DR. HILL:  Yeah.  I'm trying to 

find -- all right.  So, okay. 



DR. BERGFELD:  And you're looking at 

the long version or the short version? 

DR. HILL:  Looking at the short version 

in the agenda book, on Panel Book page 10, minutes 

page 4.  Actually this one is editorial, but on 

the footnote pertaining to formalin, cause the 

equilibrium -- formalin contains both 

formaldehyde and methylene glycol.  I wondered 

if it's necessary to note that there are also 

higher polymers in formalin.  So, I wanted to get 

what other -- whether other people thought that 

ought to be there in the footnote because it's not 

only formaldehyde and methylene glycol, but 

there -- 

DR. BERGFELD:  Dan, do you have a 

comment? 

DR. LIEBLER:  It's true. 

DR. HILL:  And that same comment then 

applies on the actually fourth full paragraph 

down on the next page, on minutes page 5, Panel 

Book page 11.  I thought we'd make a note of this 

particularly because it's the formaldehyde deal.  

It says one to two percent of nail hardeners would 

present a risk of sensory irritation.  I think 



the risk is not the sensory irritation; the risk 

is the potential for damage, right?  And that 

sensory irritation is just the biomarker for that 

or for the potential for that. 

All right.  And I'll raise this.  It's 

really an editorial comment, but I'll raise it 

anyway, is that on page 7, Panel Book 13, we're 

in the 2-amino-4- hydroxyethylaminoanisole.  I 

suppose it's technically correct to say "parent 

compound" when we're talking about the free base.  

But usually and technically, when we use the 

"parent compound," it would be parent compound 

and derivatives like esters, or we will say parent 

compound and metabolites.  So, in that case, I 

think if we changed to "free base" rather than 

parent compound, it will be very unambiguous. 

And there was something -- oh, okay.  

Never mind.  I resolved the concern on page 10, 

so that's it. 

DR. BERGFELD:  Thank you. 

DR. HILL:  There are a couple of other 

editorials, so I don't know who I need to give 

those to, but they're just (inaudible) 

DR. BERGFELD:  I'll take note that 



they're in your book.  Thank you very much. 

With those clarifications and sort of 

changes, can we move forward with a motion then 

to approve the minutes? 

All those in favor, please raise your 

hand?  Approved.  We're going to go on then to 

the director's report.  

MR. ANDERSON:  All right.  The 35th 

year of the Cosmetic Ingredient Review has 

certainly been eventful.  We've seen the CIR's 

first deputy director move on to bigger and better 

things, and we have now a new deputy director at 

CIR, Dr. Lillian Gill, 35-year veteran of the Food 

and Drug Administration.  And the situation 

couldn't be better in terms of the skill set that 

Lillian brings to CIR, and we're just excited 

about the possibilities that this opens up, not 

the least of which are some of the issues that Dr. 

Bergfeld has already mentioned, that timing, when 

we're trying to really push for ingredient 

reports moving through the process, is becoming 

really critical. 

For example, we have a meeting coming 

up in March of 2012.  In order to get the material 



to the panel to review, that has to go out in 

February.  If it goes out in March, you'll 

probably not like us much, so it's got to get out 

to you in time to actually digest it.  Well, in 

order to get it out the door at the end February, 

we have to start working on it in January because 

I'm not going to let it out the door until we've 

thoroughly reviewed it. 

Wait a minute.  End of January is less 

than 60 days from now, and let's say we take a week 

to issue some of the reports that come out of this 

meeting.  Now we're further eating into that 

time.  So, an interested party who chooses to 

submit data within that 60-day comment period, 

could deliver something to us after the Panel 

Books have been mailed.  And it almost guarantees 

wave two. 

Now, I don't know what that wave two is 

going to look like in preparation for March.  

We've had the suggestion that if there's a need 

for wave two, it's better if it's really super 

organized so that it can be handled in the best 

way possible.  But the schedule is really tight. 

Alternatively, if the reports coming 



out of this meeting aren't, again, addressed 

until June of next year, arguably there's plenty 

of time.  So, I think you can see where I'm going 

with this.  We have some discussions internally 

to undertake about just what is the schedule. 

We're mindful that the staff at CIR was 

expanded, the expert panel was expanded, all with 

the idea that we would increase throughput and 

really get more ingredients reviewed.  But we're 

going to have to take a look at the question of 

us scheduling in a very cold and analytical way 

to try and figure out if our rush to judgment might 

actually be getting in the way.  So, it's 

something that we will be talking about, and it 

will be reflected in what we're going to try to 

bite off at the March meeting. 

It's, I think, a natural evolution in 

the process.  We've taken the step to really push 

to get things done.  Now, I think we need to 

calibrate that and just see what the smart thing 

to do is. 

Other things that are happening at CIR 

that are simply marvelous, we had the display of 

the new website yesterday.  That holds promise to 



be not only an esthetically more pleasing way to 

look at what it is the panel does, but it embraces 

the idea that everything is fully open, and 

there's nothing that this panel does that isn't 

going to be reflected on that website.  And any 

interested party is going to have full access to 

that information.  That's our goal, all the while 

making it as easy to navigate as is humanly 

possible.  So, that's an exciting advance at CIR. 

And it reflects a philosophy in terms 

of making the information available that we've 

actually been doing for a couple of years, but 

without a lot of fanfare.  But on the new website, 

it becomes crystal clear that we are posting 

reports as soon as they are available, and they 

are freely accessible by any interested party.  

So, it's a nice advancement for what we're doing. 

The traditional routes of getting 

information out are working just fine as well.  

Our publications, our safety assessments are 

appearing in the International Journal of 

Toxicology, and our working relationship with the 

journal editors and the publisher is still in 

reasonably good shape.  It's strained in a sense, 



in the same way that any submitter of material to 

a journal is strained.  The journal has 

deadlines, and we don't always exactly meet the 

deadlines, but the idea that they want our safety 

assessments for publication in the journal 

supplements is unwavering.  So, our small 

vagaries I think are tolerated, and Kevin Fries 

is so personable in dealing with them, that we've 

gotten away with it so far. 

And I think that's about it for the 

director's report. 

DR. BERGFELD:  Well, thank you very 

much.  Certainly a lot of things happening, and 

we're very appreciative, we that serve on the 

panel have all done great support. 

I'd like to move then to the changed 

agenda and take up the discussion of the aerosols, 

the precedent setting aerosol document.  And for 

the reason we're putting this first is that there 

are many ingredients that have an inhalation 

portion to them.  We'd like to settle that and 

what we are going to include in those as we proceed 

through. 

And, Don, you were slated to discuss 



first the aerosols, so if you don't mind starting. 

DR. BELSITO:  Okay.  Sure.  We 

obviously spent a good amount of time on this 

since it's going to impact so many reports that 

we will issue at this meeting and in a future 

meeting. 

You know, first of all, we're very 

appreciative of Ivan for putting this together.  

We thought the background section was excellently 

written, made one minor change in terms of some 

wording.  We appreciated the input that we got 

from the PCPC and CIR Science and Support 

Committee.  We thought that we would include in 

the background their sample exposure calculation 

since our group felt that in all reality when we 

ask for, is it in a pump or is it in a spray, we're 

not going to know, and we're not going to get that 

information.  So, the conservative estimate in 

terms of particle size would be that it's in a 

spray, and this is a very nice calculation of 

safety and exposure in the breathing zone, so we 

felt that that could be incorporated into the 

background. 

The background section would go first, 



and then the options that the technical writers 

would have for putting in the cosmetic use 

section, we had no comments. 

The options for the discussion, we felt 

that in the discussion it didn't really matter 

whether we had asked for inhalation toxicity, and 

it didn't come, and we felt we didn't need it, or 

whether we never asked for it at all.  Obviously 

in the end, we felt that the other safety data 

supported it.  So that the first two paragraphs 

under "options for discussion," whether the 

tentative report had requested inhalation 

toxicity and we didn't get it, or whether we had 

not requested it, we thought those paragraphs 

could be the same. 

And we sort of blended the two 

paragraphs to go something like this, because 

this ingredient, or these ingredients, or some of 

these ingredients, can be used in products that 

may in inhalation -- or in products that may be 

sprayed, the panel discussed the issue of 

incidental inhalation exposure.  In the absence 

of inhalation data, the panel considered other 

pertinent data that were available, including, 



and then it would be open to whatever data that 

we had looked at.  And we would list that data; 

it would vary from compound to compound, and then, 

the rest of that paragraph pretty much as written. 

The panel noted that 95 to 99 percent 

of droplet particles producing cosmetic aerosols 

would not be respirable to any appreciable 

amount.  We changed "level" to "amount" at Curt's 

suggestion. 

Going on with the next sentence, pretty 

much as written, except that when we get to "this 

information suggested that," again we inserted 

"incidental inhalation."  Since none of these 

products are designed to be inhaled, the 

inhalation would all be incidental.  And then, 

the rest of the paragraph as is. 

For final reports and re-review 

summaries, we thought that was fine.  I mean, we 

had asked for data or we got data, I mean, really 

how you write it is going to be dependent upon the 

data you get and how you interpret the data.  So, 

there are many options. 

One of the issues that Alan raised is, 

if we collapse those first two paragraphs, we're 



pretty much saying that we don't need inhalation 

toxicity.  And there the panel really felt, no, 

that's not what we're saying, because if we need 

inhalation toxicity, and we don't get it, and we 

still feel we need it, we're not going to fall back 

on these boiler plates.  We're going to issue an 

insufficient or whatever.  These are boiler 

plates for when we get data and it's still safe.  

We don't have data, and we feel it's still safe, 

not for when we don't have data and we're 

concerned, or we have data and we're concerned.  

So, that's where we're at. 

We also thought that this document, 

just like the hair dye epidemiology document, 

should be out on the website, and perhaps should 

go out for public comment. 

DR. BERGFELD:  Jim -- Dr. Marks? 

DR. MARKS:  Yes.  I'm going to let Ron 

Shank go over the comments go over the comments 

that he and our team had. 

DR. SHANK:  I would just like to add a 

little bit to the report.  One is the -- what's 

here is fine, but it gives the impression that if 

something lodges in the nasal pharyngeal region, 



the respiratory system, that's okay because it's 

going to be coughed or sneezed or swallowed. 

That tissue is also very responsive to 

chemical intoxicants, and I think we need to 

actually say that.  The case in point, 

formaldehyde, okay?  It gives the impression 

that if it goes into the nasal pharyngeal region, 

that's okay.  It doesn't say that, but it gives 

that impression.  So, I would like to be explicit 

and say there is a potential for toxicants, so 

even if it lodges in the nasal pharynx. 

The other is we talk all the time about 

particles.  We should mention the chemistry of 

the particle and the surface chemistry.  What's 

on the surface of the particle is important in 

determining the toxicity potential, not just the 

aerodynamic part.  That's good for distribution, 

but we should say that it's the chemistry 

ultimately that's going to probably be 

responsible for toxic insult. 

So, it's not a change; it's just maybe 

adding one or two sentences to give the correct 

impression or the correct feeling that nasal 

pharyngeal tissue is sensitive and responsive, 



and particle size is extremely important for 

distribution, but chemistry is also important for 

toxic response. 

DR. BERGFELD:  Where are you asking to 

put that in this document, in the background 

materials or in the -- 

DR. SHANK:  Well, the first time -- the 

first -- 

DR. BERGFELD:  -- options of -- 

DR. SHANK:  Good point. 

DR. BERGFELD:  In the decision making 

tree. 

DR. SHANK:  The first time we mentioned 

that the larger particles are lodged in the nasal 

pharyngeal region, and they are removed 

ultimately by, I think it says sniff, cough, and 

swallow.  That's where I would put the statement 

that that tissue is responsive and can be the sign 

of a toxic insult. 

DR. BELSITO:  And would you put it in 

the discussion again as well, or just in the 

background? 

DR. BERGFELD:  Probably case dependent 

or ingredient dependent, is it not? 



DR. SHANK:  Probably it is, yes.  It 

should be in here someplace because right now it 

gives the impression that it's not a problem if 

it's only in the nasal pharyngeal region, and 

that's not the impression I think we should give. 

DR. LIEBLER:  I think, Ron, the place 

where it looks like it might logically fit is in 

the boiler plate for the Cosmetic Use Section 

where you actually have this -- the language that, 

you know, "Therefore, most droplets particles 

incidentally inhaled would be deposited in the 

nasal pharyngeal region and would not be 

responsible -- or would not be respirable to any 

appreciable level."  But then, you come in with 

your point about the particles in this 

region -- in the nasal pharyngeal region could 

still have their own effects there. 

DR. SHANK:  Correct.  That's fine. 

DR. BERGFELD:  It looks like 

that's -- everyone's agreeable -- 

DR. SHANK:  The tracheal bronchial -- 

DR. BERGFELD:  -- that that should 

occur?  It looks it.  That's done.  We'll do 

that. 



DR. SHANK:  Okay. 

DR. BERGFELD:  Now, that is in 

the -- there are two issues:  Merging the two 

tentative boiler plates that you see on page 2 or 

Panel Book 52, and leaving stand the final one, 

the final reports and re-review summaries with 

the addition of this piece of the chemistry.  Is 

that what we're hearing?  Is that agreeable to 

merging the first two options? 

Okay.  I'm not sure we have to discuss 

anything further then.  It looks like we've done 

that, at least this is a document from which we 

will work from.  I don't need a vote on this.  And 

obviously there'll be adjustments along the way 

with this.  So, thank you very much. 

If we go back to the regular agenda 

then, and start with the review of the final 

reports, the first one being Dr.  Marks' anisole 

report.   

DR. MARKS:  At this year's September 

meeting, the panel issued a tentative report for 

the hair dye ingredients to amino for 

hydroxyethylaminoanisole and the sulfate sought, 

with a conclusion it's safe.  I move that we issue 



a final report with that conclusion of safe. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Any other discussion on 

the anisole report as being reported as safe?  

And motion's been seconded. 

DR. MARKS:  We had just a couple 

editorial comments.  One, there should be an 

abstract in the report, and that'll be done.  And 

in the conclusion, we just added two minor 

changes.  In the first sentence where it says 

"safe for use in hair dye formulations," we felt 

that we should include the word "oxidative" in 

front of "hair dye" so that it identifies which 

hair dye formulations.  And then, in the last 

sentence, the second to the last word, replace 

"are" with "maybe," so "compounds may be formed." 

And then lastly, after hearing Julie's 

presentation yesterday on hair dye chemistry, we 

thought that we should add what might be 

considered or eventually end up with a boiler 

plate type of language to talk about the main 

point of her presentation, and I'll read at least 

a tentative addition to the discussion.  "The use 

of oxidated hair dye formulations involves 



exposure to precursors and coupling agents, as 

well as to their reaction products.  However, the 

exposure to the precursors and coupling agents is 

low, and the exposure to reactions products even 

lower.  Therefore, the safety assessment of 

oxidative hair dyes are driven by the toxicologic 

evaluation of the ingredients, i.e., precursored 

and coupling agents, more than by the reaction 

products formed or in use." 

So, I think what we want to do is capture 

the idea obviously that the precursors and 

coupling agents are really the significant 

ingredients that we look for the toxicologic end 

points. 

DR. BERGFELD:  Any comment? 

DR. BELSITO:  We would definitely 

agree.  We got into a side issue because -- in 

this ingredient -- in this report -- you know, it 

showed the reaction between an anisole, a 

coupling agent, and a specific dye to give an end 

product.  And at first we were thinking, well, 

you know, that really should be in the chemistry 

section of all these dye reports until Julie 

pointed out, well, you can have six different 



couplers with this specific dye resulting in six 

different end products. 

So, again, I think perhaps one little 

more addition to this report really because it's 

the end product that's going to be hanging around, 

but the end product is hanging around not on the 

skin, but intercalated into the dead hair and away 

from anything that's going to be of toxicologic 

concern. 

So, something about the, you know, the 

final dye is intercalated or whatever the words 

of a hair dye person would be, into the hair and 

is not available for cutaneous absorption, would 

really point out that that's why we're not 

concerned about the final dye product either, 

which obviously is there because your hair stays 

dyed until you clip it off almost essentially. 

DR. LIEBLER:  I think the word would 

just be adsorbed. 

DR. BELSITO:  Adsorbed and not 

available for cutaneous absorption or something.  

Just add that in so it's clear that -- 

DR. LIEBLER:  So, the adsorbed with the 

A-D. 



DR. BELSITO:  A-D, right. 

DR. BERGFELD:  Any other additions?  I 

think that everyone's shaking their heads, so 

everyone agrees to that addition to -- or two 

additions to the discussion.  Tom or Allen? 

MR. ANDERSON:  I'm concerned about the 

impact on industry of the change from "are" to 

"maybe" formed in the nitroso phrase.  The -- by 

saying "shouldn't be used in a product with 

n-nitroso compounds are formed" seem to me to be 

very definitive, and a company would 

either -- would know that they're either formed 

or not formed. 

Don't use it where they may be formed.  

Whoa, wait a minute, I'm not quite sure then as 

a company what I would do with that.  "Maybe" is 

less definitive, and how do I prove that -- so it 

just -- in a sense, if industry really doesn't 

mind, I don't mind.  It just seemed to me to be 

going in the wrong direction.  So, Jay and 

Woody -- 

DR. ANSELL:  I would be concerned with 

the "are formed."  It would actually obligate one 

to determine whether they are or not, and that is 



not the industry practice.  The industry 

practice would be not to use these where they may 

be formed, regardless of whether they are or are 

not. 

MR. ANDERSON:  Okay.  That's good.  

That gets that on the record -- 

DR. BERGFELD:  That clarifies it. 

MR. ANDERSON:  -- and I'm comfortable. 

DR. BERGFELD:  Any other points that 

need to be clarified?  Seeing none, I'll call for 

the question. 

All those in favor then of the report?  

Unanimous.  Unanimous.  All right, thank you.  

We're moving on to the second ingredient with Dr. 

Belsito reporting on this. 

DR. BELSITO:  Okay. 

DR. BERGFELD:  The sodium 

lauriminodipropionate group. 

DR. BELSITO:  So, this is sodium 

lauriminodipropionate group as opposed to the 

amino, which we separated out several meetings 

back. 

Well, we had a problem with this in 

September because everything was a go except we 



didn't know concentrations of use.  So, we went 

ahead and sort of went insufficient with the 

knowledge that we would hopefully get the 

concentrations of use at this meeting, which, of 

course, we did.  And Alan suggested that that was 

only an editorial change since otherwise we had 

concluded that these products are safe as 

cosmetic ingredients in the present practices of 

use and concentration, with the caveat that were 

the acid and disodium sought to be used in the 

future, the expectation is that they would be used 

at concentrations similar to the monosodium salt, 

for which we had data.  And so, I would move that 

we go ahead with that conclusion. 

DR. MARKS:  Second. 

DR. BERGFELD:  Second?  Any 

discussion regarding this ingredient?  Yes, Don. 

DR. BELSITO:  Well, it is mentioned 

that there can be low level contamination with the 

lauramino product, which we have not determined 

to be safe.  And so, I think in the discussion we 

just need to add that that contamination level is 

low, that these ingredients are used in low 

concentrations and rinse off products, so we 



weren't concerned about that level of 

contamination. 

DR. BERGFELD:  Anything else?  That 

seems to be a go.  All those then in favor of this 

document going out as safe?  Unanimous.  Thank 

you.  Moving on to the third ingredient, the 

tetraesters, Dr. Marks? 

DR. MARKS:  So, this report on the 

tetraesters was tabled in September for some 

uncertainty in the present practices of use 

concentration.  We've resolved that, and I move 

that we issue a final report for the tetraesters, 

that these ingredients are safe in the present 

practices of use and concentration. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Moved and seconded.  

Any other discussion regarding this ingredient? 

DR. MARKS:  Yes.  We thought that this 

is where we could actually put the inhalation 

boiler plate in the discussion, so we'll be using 

those suggestions for the boiler plate in this 

report. 

Then also, there was some changes in the 

toxicokinetics, word changes.  That's 



page -- Panel Book 35, and if you go in the 

toxicokinetic section, we believe these are 

editorial changes, so it won't -- it certainly 

wouldn't affect the conclusion. 

But in the first sentence, rather than 

low POW, it's actually high.  So, "high" should 

replace "low."  And in the last sentence where it 

says "P greater than 5," it's actually 16.7.  And 

then, we felt the second paragraph really wasn't 

relevant, and suggest deleting that paragraph. 

And then, the only other editorial, 

again, talking about when you look under the 

repeated dose toxicity, the dermal viability of 

the test article is to two to five percent, 

perhaps moving that up in the toxicokinetics. 

And that was all the editorial comments 

our team had. 

DR. BERGFELD:  Dr. Belsito, any 

comments? 

DR. HILL:  Except I think there were 

some changes to the discussion, also reflective 

of that same change in the toxicokinetic section, 

right, that we -- 

DR. MARKS:  Do you want to clarify 



that, Ron?  I have one sentence in the discussion 

underlined with your name, the one about the 

esterase metabolites?  Did you want to comment 

about that? 

DR. HILL:  Well, I think -- I don't 

remember if we actually drafted language here, 

but the issue was that we didn't have any hard data 

suggesting that these compounds would be 

subjected to esterase mediated cleavage.  Given 

the geometry of the molecules, to my mind it's 

pretty highly unlikely, in fact, that they would 

be subject to esterase mediated cleavage.  And 

so, then any speculation concerning the products 

of that are just that, speculation, and, I think, 

problematic to drawing any conclusions. 

It was suggested that we not take out 

the information pertaining to the parent fatty 

acids just in case, but that suggesting, without 

any hard information, that they be biotransformed 

by esterase, when, in fact, I doubt it, is raising 

an issue that probably isn't there. 

DR. BERGFELD:  So, what are you 

suggesting be done? 

DR. HILL:  I think there was one 



sentence here that just ought to come out. 

DR. MARKS:  It was Panel Book, page 38, 

and it's the second paragraph of the discussion, 

the second sentence:  "These are the esterase 

metabolites that would result from cleavage 

of..."  Is that the sentence, Ron? 

DR. HILL:  That's the sentence, and 

then the next sentence because it's talking about 

benzoic acid.  So actually, yeah, we didn't draft 

language of how to -- basically how to capture the 

idea that they might likely not be formed.  This 

is just there as a point of information. 

DR. BERGFELD:  Can we leave that to 

your staff, Alan, to do? 

MR. ANDERSON:  Yeah.  I think I 

understand the -- 

DR. HILL:  Okay. 

MR. ANDERSON:  -- the -- what needs to 

be finessed here. 

DR. LIEBLER:  Excuse me, if I could 

just interrupt for a second. 

DR. BERGFELD:  Dan. 

DR. LIEBLER:  You're thinking in terms 

of the skin, right, that these compounds -- I 



mean, the first -- the toxicokinetics point, 

these compounds won't penetrate the skin to any 

significant extent, so discussion in that context 

under toxicokinetics of esterase metabolism is 

certainly nonsensical. 

DR. HILL:  That's what I'm saying. 

DR. LIEBLER:  Right.  And I do agree 

with that.  This more general point about 

possible esterose metabolism might need to take 

into consideration that if, for example, if 

there's any inhalation or any exposure to the 

nasal pharyngeal region where, you know, 

metabolism would be easier because you don't have 

the sort of skin penetration type issue.  I'm not 

sure that this actually needs to go out in the 

discussion.  I do agree with the point on the 

toxicokinetics. 

DR. HILL:  Yes.  My contention was 

that in all probability, and we have no 

information one way or the other.  In fact, these 

compounds are likely to be metabolized on the 

other end from where the ester is, make a 

hydroxylation of mega-1, oxidation to acid, 

change (inaudible), et cetera, that the stearic 



demands of those esters, if they are, in fact, 

tetraesters are so great that the odds of them 

being metabolized or low, because, I mean, we 

don't have any supportive -- there is no data on 

triesters, diesters, monoesters, and we have 

really no reason to think that those would be 

toxicologically of concern anyway.  But we're 

just raising an issue.  We have no data to support 

one way or another, and I doubt that we need. 

DR. LIEBLER:  All true, but, you know, 

the point about the safety assessments having 

been completed for all the fatty acid components 

isn't just about metabolism; it's also -- it's 

basically another way of saying that fatty acyl 

components of these compounds have already been 

evaluated and found to be safe. 

DR. HILL:  Right, and I wasn't 

suggesting we take that out.  I was not -- 

DR. LIEBLER:  That second sentence. 

DR. HILL:  I was not suggesting we take 

that out. 

DR. LIEBLER:  Okay. 

DR. HILL:  Just in the discussion, the 

nuance that, okay, we have this information just 



in case basically, and how to make that -- 

DR. LIEBLER:  So, you can finesse the 

language about esterase metabolism then. 

DR. HILL:  I wasn't suggesting 

removing that whole paragraph.  We talked about 

what that would mean, and decided that would be 

a bad plan. 

DR. BERGFELD:  So, Alan, you know what 

you have to do? 

MR. ANDERSON:  Yes. 

DR. BERGFELD:  Thank you. 

MR. ANDERSON:  And, you know, Ron Hill 

is, I think, correctly picking up that that 

sentence that starts, "These are esterase 

metabolites that would result," presents it as a 

done deal.  And we need to add considerable 

uncertainty to that sentence, and we know how to 

do that. 

DR. BERGFELD:  But did you hear the 

other part of that, to go into the discussion?  Is 

that what you said, Dan? 

MR. ANDERSON:  Yes, that's what I'm -- 

DR. BERGFELD:  Okay. 

MR. ANDERSON:  That's where I'm 



looking. 

DR. BERGFELD:  That's where you're 

looking.  Fine.  Thank you. 

All right.  Any other discussion?  

Seeing none, I call the question.  All those in 

favor, please raise your hand.  Unanimous.  

Thank you.  Then moving onto the glycerol ethers, 

Dr. Belsito?   

DR. BELSITO:  So, in the September 

meeting, we issued a safe in the present practice of 

use and concentration -- 

MR. ANDERSON:  Don? 

DR. BELSITO:  Yes.  Okay.  In the 

September meeting, we issued a safe in the present 

practice of use and concentration conclusion.  

Some of the data that we had was considered 

proprietary, and since that time we have received 

permission to release it in our document, and to 

credit the primary author.  And that has been 

done. 

As a result of that, there was some 

clarification on page 8 as to whether the repeated 

dose toxicity studies on ethylhexyl glycerin were 

NOEL or a LOEL, and we made those necessary 



corrections in the document, not changing at all 

our conclusion that the alkyl glyceryl ethers 

listed in this report are safe in the present 

practices of use and concentration described in 

the safety assessment, and were ingredients in 

the group not in current use to be used in the 

future.  The expectation is that they would be 

used in product categories and concentrations 

comparable to others in the group. 

And that's a motion. 

DR. BERGFELD:  Second? 

DR. MARKS:  Second. 

DR. BERGFELD:  Any other discussion 

regarding this ingredient? 

DR. MARKS:  Yes.  At the September, 

Ron Hill abstained from the vote.  I think Ron may 

still abstain, and may want to make a comment 

concerning his need for chronic dermal toxicity. 

DR. BERGFELD:  Ron? 

DR. HILL:  Yeah.  There 

are -- actually I'm not going to abstain.  My vote 

will be unsafe for three particular ingredients 

for which I think we cannot properly do read 

across, so that's my planned vote.  And the three 



ingredients in question, there are apparently no 

reported uses, so this may not affect anybody's 

business. 

But on the -- I think it's specifically 

the isodecyl glyceryl ether, the -- which of the 

three.  I thought I had these written down. 

DR. BELSITO:  Don't do a Governor Perry 

on us.   

DR. HILL:  No, no, no.  I know 

which -- it's the branch chain ones.  The 

isodecyl glyceryl ether, I think it's the 

isostearyl glyceryl ether, and the glyceryl 

allele ester -- excuse me, ether.  And 

there -- I'm uncomfortable with the read across.  

I'll go into a protracted discussion if I need to 

give all the reasons why I'm uncomfortable, and 

given that these are not in active use, according 

to the reports, probably don't need to. 

But basically I'm comfortable with the 

ingredients.  I think read across supports all of 

them where we don't have data on individual 

compounds, except for these particular 

compounds, but we don't necessarily believe that 

they will be handled in the same way of the others.  



We don't have data one way or another.  But it'll 

take us into a protracted discussion of the 

endocannabinoid system and all the potential 

implications there.  Again, given that they're 

not in active use, I don't necessarily think this 

is the appropriate time to go there. 

DR. BERGFELD:  Dan, do you wish to 

comment? 

DR. LIEBLER:  I don't share this 

concern. 

DR. BERGFELD:  Okay.  Any other 

discussion?  So, we have in the discussion the 

request or the statement.  I'm not quite sure 

where you went with that, Ron Hill, to -- you say 

that three in your mind are not covered by the read 

across, and they're the branch chained ethers.  

And you've named them.  And I don't see anyone 

else at the table that is moving to rescind the 

motion right now that's been made, so I guess 

we'll go forward with the vote. 

Okay.  All those in favor of going 

forward in a safety decision?  All right.  So, we 

have one -- and against? 

DR. HILL:  Yeah, unsafe for those 



particular three ingredients. 

DR. BERGFELD:  Unsafe for those 

particular -- 

DR. HILL:  Insufficient information. 

DR. BERGFELD:  All right.  So, the 

vote is not unanimous.  We have one unsafe, and 

the declaration of the three branch chain -- 

DR. BELSITO:  No, he didn't say 

"unsafe."  He said "insufficient." 

DR. HILL:  Actually, I said two things, 

and it should've said "insufficient information 

to support the safety." 

DR. BERGFELD:  Thank you, 

insufficient. 

DR. HILL:  That's correct.  Thank you. 

DR. BERGFELD:  You first said 

"unsafe." 

DR. HILL:  I did that.  That was a 

mistake. 

DR. BERGFELD:  Insufficient.  All 

right.  So, that will be so recorded in the 

minutes.  And so, we'll then move on.  We've now 

approved the ethers. 

Going on to the next ingredient, Dr. 



Marks, the glucocide group. 

DR. MARKS:  So, at the September 

meeting, the panel issued a tentative safety 

assessment for the decyl glucosides and other 

alkyl glucosides, with a conclusion of safe when 

formulated to be non-irritating.  I move we issue 

a final safety assessment for these ingredients 

with a safe formulated to be non-irritating 

conclusion. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Okay.  Any other 

discussion?  Any need for any inhalation 

materials in this one? 

DR. BELSITO:  Yeah.  I think we've 

been forgetting that as we go along. 

DR. BERGFELD:  Yeah. 

DR. BELSITO:  There is need in this one 

as well, but I'm sure the writers can pick up 

everyone that needs those statements because I 

forgot to mention it on a couple that we've 

already gone final since -- 

DR. BERGFELD:  Okay.  Is that 

understood that we can go back and put in the 

inhalation statements? 



MR. ANDERSON:  Yeah.  I think the 

result of the discussion of inhalation/aerosols 

was that we would apply the new language to each 

report where it's appropriate.  So, consider 

that done. 

DR. SNYDER:  Also a comment that three 

of those reports lacked abstracts, and I don't 

think we mentioned that during the discussion. 

DR. BERGFELD:  So, we'll come back.  

We have a motion and we have a second for the 

glucosides.  And any other discussion? 

Seeing none, call the question.  All 

those in favor, please indicate, raise your hand.  

Unanimous.  Thank you.  Then moving on to the 

reports advancing to the next level, the citric 

acid group, is Dr. Belsito. 

DR. BELSITO:  Yes.  We issued an 

insufficient safety data announcement at the last 

meeting because we were given information that 

citric acid was used up to 35 percent in leave-on, 

and also for inhalation toxicity. 

It turns out that it's not used at 35 

percent in leave-on, but rather a four percent, 

for which we had HRIPT that was negative.  We now 



have our respiratory boiler plate intact, and we 

felt that we could issue a safe as used 

conclusion. 

DR. BERGFELD:  I gather that's a 

motion.  A second? 

DR. MARKS:  Second. 

DR. BERGFELD:  Any other discussion?  

Any additions to the discussion? 

Seeing none, I guess I'll call the 

question.  All those in favor, please indicate by 

raising your hand.  Unanimous.  Thank you.  

Then moving on to the next ingredient, Dr. Marks,  

ethanolamines. 

DR. MARKS:  So, I move that we issue a 

tentative amended safety assessment of 

ethanolamine and ethanolamine soughts, with a 

conclusion of safe formulated to being not 

irritating as expressed on Panel Book, page 27. 

DR. BERGFELD:  The motion's been made.  

Is there a second, or any discussion? 

DR. BELSITO:  Or do you want to include 

the nitroso compound formation in your conclusion 

as well? 

DR. MARKS:  Sure. 



DR. BELSITO:  We were -- you know, 

there will be some contamination with DEA and -- 

DR. MARKS:  Thank you.  Yes. 

DR. BERGFELD:  Does that mean you're 

seconding it -- 

DR. BELSITO:  Yes. 

DR. BERGFELD:  -- with that inclusion?  

Any other discussion from anyone?  Don? 

DR. BELSITO:  Yeah.  There was a new 

draft discussion that was circulated, and the -- I 

think it looks fine.  Did you get a copy of that, 

Jim, and a chance to read over it? 

DR. MARKS:  Yes, and it looked fine.  I 

agree with what you've done.  Several of our team 

members have looked at it. 

DR. BELSITO:  Okay. 

DR. ANSELL:  Could we request that the 

"can be" be changed to "may be" -- 

DR. BELSITO:  Yes. 

DR. ANSELL:  -- as was discussed? 

DR. BELSITO:  I mean, I think that will 

be our nitroso boiler plate.  We accept those 

changes. 

DR. BERGFELD:  Do we need a chance to 



read through the discussion here on Dr. Belsito's 

team?  Have you read the discussion? 

DR. BELSITO:  And there'll be time to 

finesse the discussion.  It'll be editorial 

only, I mean, at the next meeting. 

DR. BERGFELD:  It's another one. 

DR. BELSITO:  Tentative final, so --  

DR. BERGFELD:  It's okay? 

DR. KLAASSEN:  Yes, it's -- 

DR. BERGFELD:  Okay. 

DR. KLAASSEN:  -- comfortable. 

DR. BERGFELD:  All right.  So, we've 

had a little bit of a change of the conclusion that 

was presented by Dr.  Marks, adding the nitroso, 

sort of precedent statement.  And we've had a new 

discussion put before us, which can be tickled a 

little bit if necessary.  And I see no other 

discussions, no other questions, no other 

additions. 

I call for the vote.  All those in favor 

of safe as stated?  Unanimous.  Thank you.  

Moving on to the next ingredient, Dr. Belsito, 

ethanolamides. 

DR. BELSITO:  Okay.  So, this is the 



second part of what we did back in September when 

we started splitting all the ethanolamides apart, 

and we decided on a specific family of 

ethanolamides to be included in this report.  And 

this is what we're looking at. 

And basically, we felt that this group 

could be safe as used in the present practices of 

cosmetics.  We did have one question on the 

addition of sodium MEA-3 cocoamide sulfate, and 

it appeared in this document and not the last.  

But I believe, Dan, you felt that that was 

reasonable in this family. 

DR. LIEBLER:  Correct. 

DR. BERGFELD:  So, that's a motion? 

DR. BELSITO:  That's a motion. 

DR. BERGFELD:  Second? 

DR. MARKS:  Before seconding, I would 

like to -- 

DR. BERGFELD:  Sure. 

DR. MARKS:  -- have a discussion. 

DR. BERGFELD:  Sure. 

DR. MARKS:  So, our team had some 

little different conclusions or take.  First, 

the ingredients that would be included in this 



report, we felt should be changed because 

there -- on Panel Book, page -- and I'll go through 

them.  Let's start with Panel Book, page 26.  All 

the ingredients in the first page of the table 

would be included on that page. 

Then on page 27, so the next page of that 

table, we felt that all those ingredients should 

be deleted.  They were tertiary in meanings.  

And in the second and third compound, beta 

oxidation occurs, and we just didn't feel 

comfortable including those in this report. 

We go on to -- and then I'll open it up 

for discussion, let the two Rons comment also.  

On Panel Book, page 28, the one, two, three, four, 

five, six, seventh -- the miristol compound would 

be deleted.  On page 29, the second compound 

down, the pantothenamide MEA would be deleted.  

And then, if we continue, stearamide MEA 

stearate, and then -- 

DR. BELSITO:  Wait a minute.  Didn't 

we already do stearamide MEA? 

DR. MARKS:  Delete it out of this.  

These are not MEA amides. 

DR. HILL:  It's a stearate ester of 



stearamide MEA.  It's not -- stearamide MEA 

stearate, which is the one, two, three, four, 

five, sixth down -- 

DR. BELSITO:  I understand. 

DR. HILL:  That hasn't been -- 

DR. BELSITO:  Correct me if I'm wrong.  

This document was opened after -- for a review of 

isostearamide, mirostamide, and stearamide MEA.  

What -- 

DR. HILL:  But that's not stearamide 

MEA.  It's stearamide MEA stearate. 

DR. BELSITO:  Okay. 

DR. MARKS:  Yeah, and you're right, 

Don.  It is a reopen, so it should be no brainers, 

if I understand everything. 

DR. BELSITO:  Okay.  So, I thought you 

were saying stearamide MEA. 

DR. MARKS:  No, I said stearate. 

DR. BELSITO:  Okay. 

DR. MARKS:  It's the middle one. 

DR. BELSITO:  Yeah, I see it. 

DR. MARKS:  And then, if we go on to the 

last page, page 30 of the Panel Book, all those 

ingredients would be deleted because they are not 



MEA amides.  So, we could go back and go over 

those individually if you want with Ron and Ron 

commenting.  But we felt these ingredients 

didn't belong in this report as -- 

DR. BELSITO:  Well, Dan, what do you 

think? 

DR. LIEBLER:  So, let's just take these 

a group at a time if we could.  I just want to make 

sure I follow your logic before I respond. 

So, starting on report, page 11, Panel 

Book 27, that group -- that's everything on that 

page you want out, right? 

DR. MARKS:  Correct. 

DR. LIEBLER:  Okay.  And the reasoning 

is what? 

DR. MARKS:  I'll let Ron Hill comment, 

and Ron Shank, if they want to. 

DR. HILL:  They're not MEA amides, and 

we have tertiary means where -- or tertiary amides 

as opposed to secondary amides. 

So, the first one is -- fits that 

description.  The second one doesn't.  The 

second one and the third one, and then there's 

another one on the next page, we have suddenly a 



beta-keto group with an akyl chain in the middle.  

And we don't have any direct data on any compounds 

with that substructure, which means when we read 

across, it's going to be very problematic.  That 

will be totally uncomfortable with read across 

because, presuming bio transformation occurs by 

some chain shortening mechanisms, we're going to 

end up with products that are different than in 

the others, or maybe not.  We don't have any hard 

data on metabolism at all for that group of 

compounds, any of those. 

And so, for me, I can't read across.  

They definitely don't fall in the no-brainer 

category. 

DR. LIEBLER:  All right.  And then, so 

duly noted.  Then the next -- so do you have an 

issue with tertiary amides in this context, 

because you've got -- you mentioned the 

beto- keto, the branch chain beta-keto 

substituent, which will be the hexyl 

oxodecenomide MEA and the phosphate below it.  

And then, you also mentioned the tertiary amides.  

So, there's an issue with those -- 

DR. HILL:  Yes. 



DR. LIEBLER:  -- in your mind? 

DR. HILL:  Yes.  Okay.  And then on 

that same page actually, the one, two, three, 

fourth one down, it's not an MEA amide because we 

have a hydroxy ethyl group tacked onto the 

alcoholic moiety of MEA, and that makes it a 

completely different compound. 

DR. LIEBLER:  Well, it still is an MEA 

amide because it's got an MEA off the other -- the 

other substituent on the nitrogen is an MEA, 

right? 

DR. HILL:  Well, yes. 

DR. LIEBLER:  I mean, it's -- you know, 

it's essentially two carbons ending with a 

hydroxyl.  I actually -- obviously, you know, 

historically we've had a somewhat different set 

point on no-brainers, Ron, so I'm just trying to 

bridge the gap here.  But I actually don't share 

your concern about those compounds, particularly 

the tertiary amides. 

DR. HILL:  Well, we haven't got to the 

reproductive toxicology issue, so maybe if we 

could wrap back around considering that 

particular one. 



DR. LIEBLER:  Well, why don't we delete 

that then? 

DR. HILL:  Okay.  But my point is with 

the fourth down is, it's no longer an MEA amide 

because there's a hydroxy ethyl moiety, so the 

oxygen is no longer -- it's no longer a 

monoethanolamine.  We now have monoethanolamine 

ether. 

DR. LIEBLER:  So, there's a -- I think 

there's a broader point for some of these, which 

is that if the MEA amide, the hydroxyl on that, 

has been esterification with another longer chain 

substituent, those are in your team's not 

no-brainers anymore. 

DR. HILL:  In this case it's an ether 

rather than an ester, so, yeah.  Yes. 

DR. LIEBLER:  Well, yeah, but in 

another case, the one that Don raised, it was an 

esterification of that hydroxyl, right? 

In any case, I take the point.  So, I 

guess I would be okay with deleting those, which 

would be stearic mitoethylethanolamine -- I'm 

sorry, the stearamide MEA stearate, which is on 

Panel Book 29. 



DR. HILL:  Yes. 

DR. BELSITO:  And the pantothenamide 

MEA was the other on 29 they were requesting be 

dropped. 

DR. HILL:  And actually, we sort of 

discussed that is, does this really fit or not?  

It certainly an MEA amide.  We're talking about 

the second down -- 

DR. LIEBLER:  Right. 

DR. HILL:  -- on page 29.  What's at 

the other end is quite different, and there's this 

amino propyl linker in between with another 

amide, so that makes it really, I think, 

drastically different.  But if we have direct 

data on that compound, then it, you know, could 

stay in.  But if we don't have any toxicology 

whatsoever on it, then -- didn't we determine 

there aren't any current uses of that one that 

were reported? 

DR. LIEBLER:  Well, that should be 

beside the point. 

DR. HILL:  It is beside the point. 

DR. LIEBLER:  Yeah. 

DR. HILL:  But, I guess, I'm saying the 



consequences for removing it, not that great. 

DR. LIEBLER:  So, I guess what we have 

presented to us here is kind of a grab bag of 

structures grafted onto ethanolamide, right?  I 

mean, is that a fair way to put it, guys?  And the 

question is, how comfortable or how much these are 

no-brainers with respect to safety evaluation, 

not necessarily whether we have hunches about 

what's good or bad. 

DR. HILL:  No, it pertains to the 

ability to read across the tox data is what I'm 

saying. 

DR. MARKS:  And, Dan, don't forget on 

page 30, all those we suggested -- 

DR. LIEBLER:  Yeah, right. 

DR. MARKS:  -- be removed. 

DR. HILL:  To me, the ones on page 30 

represent their own class. 

DR. LIEBLER:  I would agree with that. 

DR. BERGFELD:  Do I hear you, Dan, 

agreeing with what has been proposed by the Marks' 

group? 

DR. LIEBLER:  With a lot of it.  The 

last page, yeah, I do agree.  I also agree with 



the deletion of the ones in which the hydroxyl 

substituent of the ethanolamide has been modified 

either as esterified or converted to an ether.  

Ron? 

DR. BELSITO:  So, which ones would 

those be, Dan? 

DR. LIEBLER:  Let's see. 

DR. BELSITO:  We're getting all -- 

DR. LIEBLER:  Stearamide MEA stearate. 

DR. BELSITO:  Okay.  What about 

pantothenamide MEA? 

DR. LIEBLER:  I don't have a problem 

with that.  I think that can stay. 

DR. BELSITO:  Okay. 

DR. HILL:  But there's a hydroxy ethyl 

pantothenamide MEA where that oxygen is modified, 

and it's no longer an MEA amide.  That's the 

fourth one down on page 27. 

DR. BELSITO:  Let's take it one at a 

time. 

DR. HILL:  Okay. 

DR. BELSITO:  Okay?  Then moving -- 

DR. HILL:  Well, I want to make sure 

you're -- 



DR. BELSITO:  Moving to page 12 then, 

do you agree that miristol oxo stearamide or 

erucamide MEA should be removed, which was the 

one -- only one on page 12 that you wanted removed, 

correct? 

DR. MARKS:  That's correct. 

DR. LIEBLER:  And this is because of 

this beta-diketo functionality, Ron? 

DR. HILL:  Yes, that structurally it is 

very different from the ones that we actually have 

safety data for. 

DR. LIEBLER:  Well, it's different, 

yeah.  I guess I didn't have an alarm about it, 

but I guess if you have a concern, then it's not 

a no-brainer. 

DR. BELSITO:  Okay.  So, you're fine 

with that.  And then, Dan, page 27, every single 

one on page 27 was suggested to be deleted. 

DR. LIEBLER:  I suppose these could 

comprise their own family, many of them, but the 

two -- the second two on page 27 are distinct and 

unique, again, as beta-diketos.  If you're 

concerned about that, we'll go -- those can go.  

I guess the others could be put together at some 



other point. 

DR. BELSITO:  So, you're okay with all 

of the deletions? 

DR. LIEBLER:  I'm okay with the 

deletions. 

DR. BELSITO:  So, the point of 

contention is the pantothenamide MEA. 

DR. HILL:  And I didn't flag that for 

definite deletion.  When we talked about it 

yesterday, I wanted to see what the other 

group -- this was a case where I wanted to see what 

the other group.  Just we'll have to have a lot 

more reflection between now and the next time.  

You know, do we have enough data to actually read 

across here?  So, I mean, leaving it in's okay 

with me right now. 

DR. BELSITO:  It would be nice to go 

final since we looked at the grouping at the last 

meeting, and we agreed to this grouping.  And now 

suddenly we're not agreeing to the groupings, 

so... 

DR. HILL:  I don't remember agreeing 

with this grouping, so I'm not sure when that 

happened or how.  But I can't -- 



DR. MARKS:  I think what we did was just 

split it out. 

DR. HILL:  We split it out, and then we 

said we'd come back and look at these is my 

recollection of what we actually did.  So, that's 

not what the minutes said, but that's my 

recollection of what we actually did. 

DR. LIEBLER:  So, with that 

pantothenamide, if you break that down to 

substructures, Ron, I don't see anything that 

is -- that was raised about the other compounds 

that caused concerns.  That's why I don't think 

that one needs to be deleted. 

DR. HILL:  No.  It's just I'm not sure 

we have any supportive data in terms of read 

across.  That's what bothered me, because it 

looks dissimilar.  And when we talk about the 

next thing we're about to talk about, I'll explain 

my logic. 

DR. BERGFELD:  So, you're leaving that 

one in? 

DR. LIEBLER:  I think that should be 

left in. 

DR. HILL:  Because we're going to have 



to talk about the activity of palmitoyl MEA and 

its role in the endocannabinoid system, and the 

fact that it has biological activity, and that we 

don't have any reproductive toxicology, which is 

the rest of our discussion yesterday.  On any of 

these do we have repo tox. 

MR. ANDERSON:  And just to clarify 

procedurally, at the last meeting, one, you did 

agree on what the vast scope of the family would 

look like.  Having second thoughts is okay, but 

we did do that at the last meeting. 

But what you instructed us to do was to 

prepare a draft of a tentative report.  If you 

agree with whatever scope in hindsight, whatever, 

this is going to go out for public comment.  This 

doesn't go final.  This is to go out as a 

tentative. 

DR. BERGFELD:  So, I'd like to know 

where we are on Panel Book, page 29.  You have 

left the second ingredient in, is that correct? 

DR. LIEBLER:  Correct. 

DR. BERGFELD:  And then the -- there is 

a stearate -- 

DR. BELSITO:  You're okay with that, 



Ron Hill? 

DR. BERGFELD:  Yes, he is. 

DR. HILL:  Yes, sir.  Yes.  Yes. 

DR. BERGFELD:  And the stearate, which 

is the one, two, three, four, five, six -- 

DR. BELSITO:  Stearide MEA stearate is 

out. 

DR. BERGFELD:  Is out.  Is that 

the -- that's the only one on that page is out. 

DR. MARKS:  Correct. 

DR. BELSITO:  So, we've agreed with all 

the deletions except pantothenamide MEA, which 

they've agreed to put back in. 

DR. MARKS:  Correct. 

DR. BERGFELD:  All right.  Can we get 

clarification on the one that's under the 

stearamide MEA stearate, which is the -- 

DR. MARKS:  Out. 

DR. BERGFELD:  How? 

DR. BELSITO:  Stearo mitoethyl. 

DR. BERGFELD:  Yeah. 

DR. MARKS:  That's -- as I went through 

with Ron Hill -- 

DR. BERGFELD:  Is that out? 



DR. MARKS:  -- that we felt that 

should -- that's not an MEA amide. 

DR. BELSITO:  Well, I didn't hear you 

say that before.  So, stearo mito -- 

DR. LIEBLER:  Yeah, it's not.  That's 

actually a secondary amine. 

DR. BELSITO:  So, you're okay with that 

going out? 

DR. LIEBLER:  Yeah. 

DR. BELSITO:  Okay. 

DR. BERGFELD:  Okay.  Any other 

clarifications?  No?  Okay.  So, with those 

changes, may we have a second? 

DR. MARKS:  No.  I think there still 

needs to be -- 

DR. BERGFELD:  Okay. 

DR. MARKS:  -- more discussion. 

DR. BERGFELD:  All right.  Please, go 

ahead. 

DR. MARKS:  When we came to the 

decision point of safe formulated to being 

non-irritating and put a limit on stearamide MEA 

five percent.  But then the issue of reproductive 

toxicity came up, and a lack of data to support 



its safety with reproductive toxicity. 

So, we were really torn with that, and 

either going out with a safe as a conclusion, or 

an insufficient.  And, Ron Hill, if you want to 

comment more, or Ron Shank, but I think I've 

summarized where we were.  We spent some time 

looking across all these to see if we could get 

any reproductive toxicity data that would support 

the safety, and we came up empty handed.  So, I 

would say we probably lean toward a tentative 

amended assessment with a conclusion of 

insufficient.  Is that captured correctly, Ron, 

and Ron, and Tom? 

DR. BERGFELD:  Ron Shank, do you want 

to comment? 

DR. SHANK:  Well, in our 

discussion -- this is Dr.  Hill's concern.  But 

the lack of productive and developmental 

toxicity, we said would not be a concern because 

amadases would hydrolyze these.  And Dr. Hill was 

concerned that that may not be the case.  We have 

reproductive toxicity data for ethanolamine, but 

not for the amides.  Is that correct? 

DR. BERGFELD:  Curt, do you care to 



comment? 

DR. KLAASSEN:  That's what I was 

looking at.  We do have toxicity on the 

ethanolamine, and I guess I thought that would be 

sufficient.  But I'm willing to listen to others. 

DR. BERGFELD:  Okay. 

DR. LIEBLER:  So, is the concern that 

the ethanolamide -- intact ethanolamides would 

have reproductive toxicity as opposed to the 

possible cleavage products? 

DR. HILL:  Yes.  Palmitoyl MEA is a 

known ligand for PPAR-alpha.  There is known 

biological activity where it augments the 

activity of an anandamide, which is an endogenous 

cannabinoid.  Anandamide is arachidonoyl MEA.  

There are specific transporter systems for 

arachidonoyl MEA, which is anandamide, and there 

are some recent references -- actually they 

started in 2001, but the information has gotten 

more vigorous.  We had this review article in 

2009 that discussed some of these, and it gives 

some cross references, and there are some -- I 

think there's some forward references. 

So, I think the main issue is that 



we -- we're making a statement amidases would 

hydrolyze this in skin.  And we didn't come up 

with anything on the literature search, but it's 

clear to me looking at this again last night that 

there is -- there are fatty acid amide hydrolases 

that are specifically expressed in 

keratinocytes, sebocytes, some of the hair 

follicle cells.  But they're expressed, of 

course, in a certain -- to a certain degree, and 

I would think with high concentrations. 

If we got a significant amount in the 

skin, it's unclear whether they would be fully 

hydrolyzed so that the only thing systemically 

bioavailable would be only the fatty acids in 

monoethanolamine.  If we had information about 

that, which we do not, then we could rely on the 

toxicology that comes from the fatty acids 

themselves.  But we don't have any information 

either way.  Are they hydrolyzed completely in 

the skin to the extent that some of them would 

penetrate into the skin?  Are they doing 

something very significant in the skin, because 

this talks about effects on self-proliferation, 

either down regulation and triggering apoptosis, 



or stimulating, in some cases, proliferation.  

But, again, there's a reinforcement 

by -- specifically palmitoyl MEA, but we don't 

have -- we haven't captured any of the structure 

activity information as opposed to, you know, if 

we change that fatty acid structure, what will it 

do to that activity. 

So, I think we need to capture that.  

And, in my mind, we can start with the 

insufficient data with reprotox, because if these 

things are bioavailable and they're modulating 

nuclear receptors, like PPAR-alpha, and we have 

to know what the potential consequences of that 

might be.  We have known biological activity for 

at least one of these compounds in modulating 

epitotic pathways, and their mechanisms, and 

through action on the cannabinoid system. 

At least one of these is a known 

vanilloid receptor, specifically TpPR-1 ligand, 

so their mechanism for that as well. 

DR. LIEBLER:  So, I think, Ron, you're 

invoking a lot of potential mechanisms. 

DR. HILL:  No, I'm invoking known 

mechanisms, not potential mechanisms.  I mean, 



we know about one compound.  We don't have the 

SAR, so -- 

DR. LIEBLER:  Potential interactions 

with a series of receptors, you've mentioned -- 

DR. HILL:  Yes. 

DR. LIEBLER:  -- vanilloid, 

transporters for -- 

DR. HILL:  Anandamide. 

DR. LIEBLER:  -- compound related to 

anandamide, right.  So, you know, I suppose the 

problem with many of these hypotheses is that we 

do know that many of these receptors show really 

significant specificity for, you know, for fatty 

acyl chain length, saturation, unsaturation, and 

so forth.  So, you know, for example, you 

mentioned the palmitoyl -- palmitimide MEA.  You 

know, sure, it's a fatty acid derivative of MEA.  

Sure, it has a very superficial similarity to 

arachidonoyl -- sorry, arachidonic acid MEA 

derivative.  But I'm not sure that I'm 

comfortable making leap mechanistically to 

saying that this is going to modulate with a 

significant offendi one of these receptor 

systems. 



DR. HILL:  There's a reference on the 

activity at PPAR-alpha.  We have a hard reference 

on that, and it's -- and, grant you, it's strictly 

the palmitoyl.  I don't know the SAR on that.  I 

don't know if the SAR has even been characterized. 

But the point is, there's an unknown, 

and if you're modulating nuclear receptors, and 

you have zero data on any of them for reprotox, 

to me that's a big problem. 

DR. KLAASSEN:  But we -- you know, 

you're assuming that a PPAR-alpha agonist is 

going to be a teratogen. 

DR. HILL:  No, I'm saying if it's known 

to modulate apoptotic pathways, there could be 

some developmental effects.  And, yes, there's 

the potential for teratogenicity, if it hasn't 

been proven otherwise. 

I guess, you know, with zero reprotox 

data on any of these, I'm uncomfortable. 

DR. KLAASSEN:  Yeah.  We've got MEA, 

and, okay.  I guess, you know, going through the 

PPAR-alpha pathway, I mean, we've had drugs on the 

market for 50 years that are PPAR agonists, namely 

clofibrate.  And it's not a teratogen. 



DR. HILL:  It's not? 

DR. KLAASSEN:  No. 

DR. HILL:  I think there's some 

question marks about that actually as of 

recently. 

DR. SNYDER:  I mean, I looked at the 

total set.  We've been very, very high LD50s in 

these compounds.  And if you looked at PPAR-alpha 

agonists, do we have any data on what their LD50s 

are in regards to if that pathway is invoked in 

the worst case scenario?  I mean, we have very 

high LD50s, gram quantities, and both dermal and 

oral, and I would expect if that was a pathway, 

that we would see lower LD50s. 

DR. HILL:  If we have data showing that 

it doesn't get systemic, then we'd only be 

concerned with any potential effects in the skin.  

And, you know, actually they may be all beneficial 

effects, and it would be nice to have some SAR on 

that, which, in most cases, we still don't.  I 

mean, effects on keratinocyte populations, for 

example, we don't have data reflecting that, best 

I can tell.  So, again, are there any effects on 

dermal tumor growth rates?  We don't have any 



information on that, so back up from the reprotox. 

I'm just bothered because we don't have 

enough SAR to know what is the potential for some 

of these relatively artificial compounds to have 

the same kinds of effects.  Just me, but... 

DR. LIEBLER:  So, the core of your 

concern is the lack of repro developmental 

toxicity for this family of compounds.  

Basically that's the core issue? 

DR. HILL:  That's really the most 

serious issue, in my mind. 

DR. LIEBLER:  Okay.  Another way of 

putting it then. 

DR. BELSITO:  And the relative 

concentrations of use, around five percent at the 

highest and in dermal leave- on?  Those are the 

satisfying. 

DR. HILL:  Well, you know, again, if 

we're -- the problem, in my mind, is we're relying 

on hypothetical amidases and skin hydrolysis 

rate, which has not been characterized.  So, if 

we know none of these compounds are leaving the 

skin because they get into the skin slowly, and 

those amidases are, in fact, there and they are, 



in fact, doing completely cleavage, and the only 

thing that enters the system is fatty acids and 

MEA, then that changes the toxicology.  But we 

don't have that information.  If we did, we'd be 

good, in my mind, because, you know, the amounts 

are modest.  Dermal penetration for some of these 

would be very low.  Probably penetration into the 

system might be zero or practically zero, and we'd 

be good.  But we don't have information that 

either. 

So, one way or another, to me, it seems 

like you have to have -- if you're going to say 

"safe," you have to have some information, some 

science on which to rest that. 

DR. BERGFELD:  I think now we're 

talking in circles, a little bit in circles right 

now.  And so, we have a motion that's been made.  

It's not been seconded.  Are there any new points 

to be made as discussant points? 

DR. LIEBLER:  I'd just like to 

underscore that I think I'm more comfortable with 

the totality of the data set, very large dermal 

LD50s.  I don't think it's very likely that these 

compounds would be quantitatively cleaved by 



amidases.  So, if there is some absorption, some 

small amount of these compounds could be 

systematically bioavailable, but the amounts 

would be very small. 

And I think that gets to the issue of 

any potential mechanisms involving, you know, 

receptor interactions with a very small amount of 

agonists that are not really optimal for 

stimulating these systems, I think that my level 

of concern about that is just -- is significantly 

lower than what I've heard from you, Ron.  That's 

all. 

DR. BELSITO:  So, could I make a new 

motion -- 

DR. BERGFELD:  Yes. 

DR. BELSITO:  -- that we will agree 

with all of the deletions that were initially 

proposed by the Marks' team, with the exception 

of pantothenamide MEA, which we'll keep in the 

report, and that we go as "safe as used," with the 

usual nitroso boiler plate and the inhalation 

boiler plate, if that's relevant to this 

document. And I'd like to make that move, and see 

what the vote shows. 



DR. BERGFELD:  May I ask -- are you 

seconding it, Paul? 

DR. SNYDER:  Second. 

DR. BERGFELD:  May I ask a question?  

Would you include in your discussion any of the 

issues that are on the table now? 

DR. BELSITO:  Of course.  Of course. 

DR. BERGFELD:  Okay. 

DR. BELSITO:  The discussion would be 

cleavage, the concentration of use, the low 

amount of the receptors.  I mean, I think we need 

to bring all of these points into the discussion.  

But I think what we're hearing is some people have 

issues, some people don't have issues.  Let's 

vote and see where the dye is cast. 

DR. MARKS:  I'd like to clarify that.  

Do you want to formulate it so these ingredients 

are non-irritating? 

DR. BELSITO:  Of course, yes. 

DR. MARKS:  Okay.  And then, we 

thought that we might set a limit on stearamide 

MEA at five percent. 

DR. BELSITO:  That was set for 

irritation.  I think we take care of that by 



formulating it not to be irritating. 

DR. MARKS:  Say non-irritating.  

Okay.  And then, Dan, if I hear you correctly, you 

would re-craft that paragraph on page 25 in the 

discussion, the one where it says, "The specific 

concern of the panel was lack of reproductive and 

development toxicity," and just embellish that 

with, what I heard, the main thing you said was 

there would be so little available systemically 

that we would not be concerned that the amadases 

are the real reason that there's a lack of 

concern. 

DR. LIEBLER:  Correct. 

DR. MARKS:  Okay. 

DR. BERGFELD:  All right.  Any other 

points that need to be made?  Tom?  Ron?  Ron 

Hill, closing remarks?  You okay?  All right. 

Call for the question.  All those in 

favor of the proposed safe with the caveats that 

have been added?  All right.  Opposed?  

Opposed.  One opposing?  And the remainder, 

which is eight. 

Okay.  So, we'll move on then.  Thank 

you for that discussion.  It will be all recorded 



in the minutes.  And then, we'll move on to Dr. 

Marks' sulfosuccinates. 

DR. MARKS:  So, an insufficient data 

announcement requesting dermal absorption, the 

mammalian genome toxicity, and inhalation 

toxicity was issued at the September 26-27 

meeting of this year for the sulfosuccinates. 

We move that a tentative report on the 

alkyl PEG succinates be issued with an 

insufficient data conclusion, and the need is for 

dermal absorption or reproductive development 

toxicity.  If we had reproductive development 

toxicity data that show it's safe, we could move 

on. 

And if we picked one compound as 

representative of dermal absorption, we'd pick 

the disodium sulfosuccinate as the 

representative compound. 

So, again, we move insufficient.  We 

need dermal absorption data.  The mammalian 

genome tox, which we requested, is okay, and the 

inhalation toxicity, we would use our boiler 

plate to address those issues from the last 

meeting. 



DR. BERGFELD:  Dr. Belsito? 

DR. BELSITO:  Well, there is an MSDS 

sheet saying that there was reproductive toxicity 

available at 0.1 percent that was negative.  We 

have no details. 

DR. MARKS:  We noted that also, but we 

just didn't feel comfortable relying solely on 

the MSDS.  Ron Shank, if you want to comment on 

that, you can. 

DR. SHANK:  Manufacturers' safety 

sheets really are not the best things to rely on 

for toxicity evaluation.  If they want to supply 

the data, that would be good. 

DR. BELSITO:  So then, should we table 

it and ask them?  I mean, if they -- I mean, 

they're either lying, or there's data out there 

to support their statement that at 0.1 percent 

reproductive toxicity was negative.  Would that 

allow you to come to a safety conclusion, and, if 

so, then would it not be better, should table the 

document and say, you know, we're going 

insufficient unless we get this data, which you 

claim you have, because it's on your MSDS sheet. 

DR. BERGFELD:  Comments? 



DR. MARKS:  Yeah.  First of all, 

certainly we would like to see the source data, 

the primary, and I think we could still move 

forward with a tentative report and with an 

insufficient.  And when we receive it, we could 

move onto a final with it safe, assuming we 

receive it. 

DR. BELSITO:  Right.  I'm okay with 

that.  Then we have one other issue that also 

needs to be clarified, and that would be Table 3 

and 4, where they say -- this is on page -- CIR 

Panel Book 91, page 17 of the report.  We were 

confused by formaldehyde, positive, formal and 

positive, and didn't have a clue what that meant, 

whether there was formaldehyde and formalin in 

those products, and we felt that that needed to 

be clarified as well.  So, in that regard, I'm 

certainly okay going "insufficient" for getting 

the repro data and "insufficient" for getting an 

understanding of what they heck they mean by 

"formaldehyde" here. 

But we had come with a "safe as used" 

with clarification of formaldehyde, so I'll let 

my team members comment. 



DR. BERGFELD:  Paul? 

DR. SNYDER:  Yeah, a couple of 

comments.  One is I think we're kind of skipping 

a safety issue.  We usually ask for absorption 

data, and if it's absorbed, then we go to 

development repro studies.  We seem to have 

skipped a step here.  We're jumping straight to 

asking for repros. 

DR. BELSITO:  Because we're told it's 

available. 

DR. SNYDER:  But even in light of that, 

if we get it, I'm still not concerned because I 

think that these are large polar molecules.  

They're LD50s, again, in this instance, 10 grams 

or greater.  And so, the exposures are going to 

be extremely, extremely low, or very little 

absorbed because of the size and nature of the 

compound. 

So, again, it kind of goes back to the 

discussion we had in the last ingredient 

that -- I'm a little concerned to go out and put 

out "insufficient for repro data," indicating 

that we want a repro tox study or -- because we 

don't know what this is going to give us. 



But I think then, well, are we going to 

just fall back on our normal logic -- scientific 

logic that is a large molecule, not likely to be 

absorbed to any significant amount? 

DR. BELSITO:  Polar. 

DR. SNYDER:  Polar. 

DR. MARKS:  I guess then we'd have to 

go back to the last meeting and say why did we have 

it at the last meeting as our request as an 

insufficient data announcement.  You weren't 

concerned at the last meeting, Paul. 

DR. SNYDER:  And so, I would prefer 

that we ask for dermal absorption, if that's your 

concern, or a repro study in the case that there 

appears to be one potentially available.  But I 

don't want to skip that step of asking for dermal 

absorption. 

DR. SHANK:  We said we requested dermal 

absorption data, but if there's already 

reproductive toxicity, developmental toxicity 

data, we would look at that.  Now, isn't the 

charge pH dependent on these molecules? 

DR. LIEBLER:  Say that again, Ron, 

please. 



DR. SHANK:  Isn't the charge on these 

molecules dependent on pH in formulation? 

DR. LIEBLER:  Is the charge of what?  

I'm sorry. 

DR. SHANK:  The ionization stage. 

DR. LIEBLER:  Oh, no. 

DR. SHANK:  Is this not pH dependent? 

DR. LIEBLER:  These'll be pretty fully 

ionized, the sulfo -- yeah, sulfosuccinates will 

be pretty anionic under common use conditions, 

yeah.  It would be very hard to perdonate those 

completely.  So, they're highly polar. 

My hunch is that their absorption would 

be a lot lower, if not, as Ron is saying, zero, 

than other fatty acid derivatives that we're 

familiar with.  So, but that's not necessarily a 

substitute for data. 

I mean, but, you know, we can indirectly 

infer that because of the oral LD50s.  I mean, if 

you can't absorb these things orally, they're 

probably not going to go through the skin very 

well either.  And the oral LD50s, as Paul just 

pointed out, are very high. 

DR. BERGFELD:  So, we have had a 



motion.  We've had no second.  We've had a lot of 

discussion about what would make it insufficient 

and what the needs are.  Can we proceed with a 

second, or perhaps even a new motion?  Rescind 

this one. 

DR. BELSITO:  What do you guys want to 

do, "insufficient" for -- 

DR. LIEBLER:  So, the motion on the 

table is "insufficient." 

DR. BERGFELD:  Are you rescinding that 

now? 

DR. BELSITO:  For absorption or for the 

repro data? 

DR. MARKS:  I'd like to hear Ron 

Shank's response to Paul Snyder's points about 

the dermal absorption.  And if he's reassured by 

that, then perhaps we could go, as you suggest, 

to "safe." 

DR. SHANK:  Right.  If the chemistry 

is a priori, there is not going to be absorption, 

penetration of the skin.  That's sufficient. 

Using LD50s is pretty crude in 

toxicology.  I'm sorry to say that, but just 

because the LD50 is high doesn't mean it's okay. 



DR. SNYDER:  I think we would agree 

that we're using the total data set from the 

standpoint of the physical properties of the 

ingredients and other additional information.  

So, it's not just the LD50s, but the LD50 gives 

you some comfort, particularly in oral and a 

dermal together that are extremely high. 

DR. LIEBLER:  Yeah.  When I made that 

point a minute ago, I said it was indirect 

evidence for relatively poor absorption.  I 

think Ron Hill and I would agree that these 

compounds would probably have very poor 

absorption because of these bulky, polar anionics 

substituents. 

DR. HILL:  Well, and in rodents -- in 

the rodent data, if they are absorbed into the 

portal circulation, there's a high probability 

that rodents would kick these out in bio, and the 

bioavailability would be low.  So, I don't know 

what it would take to saturate those systems, if 

that's in fact what occurs.  And the question is, 

do they get absorbed at all, or do they just hang 

in the gut?  I don't know if we know that.  

Somebody probably knows that. 



DR. LIEBLER:  So, I think although we 

don't have really hard data, I think we have 

probably an emerging consensus that we dart that 

concern about absorption of these. 

DR. MARKS:  Yes.  So, I withdraw my 

motion. 

DR. BERGFELD:  Okay. 

DR. MARKS:  And I'll issue another 

motion that we find these ingredients safe, as 

long as formulated not be irritating.  And that 

would be issuing a tentative report. 

DR. BELSITO:  Right. 

DR. BERGFELD:  Is that a second, Don?  

Is that -- 

DR. BELSITO:  Yeah, I second, and, 

again clarification formaldehyde with the idea 

that if, in fact, somehow there is formaldehyde 

contamination, we may want to set limits on the 

amount of formaldehyde in these products. 

DR. BERGFELD:  So, the motion is to go 

forward with "safe," with clarification on the 

formaldehyde.  They should be compounded to be 

non-irritating.  Is that correct? 

DR. BELSITO:  Mm-hmm. 



DR. MARKS:  That's correct. 

DR. BERGFELD:  All right.  I'll call 

for the vote.  All those in favor then?  Okay, 

unanimous.  Thank you.  Moving on to Dr. 

Belsito's favorite ingredient, the 

galactomannans. 

DR. BELSITO:  The galactomannans, we 

were hit with not one wave, but a double wave, 

which we managed to surf completely and land on 

the beach still intact.  And we felt that as a 

result of all the data that we had, that by 

including the usual pesticide heavy metal boiler 

plates, the aerosol boiler plate, by asking Ron 

Shank whether we needed an aflotoxin boiler 

plate, that we could go "safe as used" with these 

ingredients. 

DR. BERGFELD:  Is there a second? 

DR. MARKS:  Second, with some 

discussion. 

DR. BERGFELD:  Fine, proceed. 

DR. MARKS:  What we heard -- 

DR. BELSITO:  Oh, yeah.  Excuse me. 

DR. MARKS:  You want to delete -- 

DR. BELSITO:  We're removing two 



ingredients, yes -- 

DR. MARKS:  Thank you. 

DR. BELSITO:  -- that are not gums, 

trigonella foenum graecum seed extract in the 

hydrolyzed portion of that. 

DR. MARKS:  Thank you.  The -- so we, 

in the discussion with -- have the inhalation 

boiler plate, we would mention that the levels of 

impurities within these compounds are not of 

concern because that was raised.  There is 

dioxins and PCPs. 

I had some conflict personally in 

the -- with the IGE allergy case reports were in 

here, and I didn't know how to really deal with 

that.  And I would be interested, Don, and your 

team how you dealt with those case reports.  

Clearly, it's most likely the proteins, the 

contaminates.  They are an impurity, and we 

certainly wouldn't want to be having a cosmetic 

ingredient that had the potential of anaphylaxis. 

DR. BELSITO:  Right.  Well, 

we -- Linda helped us out with that, and she 

verified with an allergist that it obviously is 

not the polysaccharide components that are 



creating the problem; it's the contaminant 

proteins.  So, that would be something we would 

put in our discussion, that there is protein 

contamination.  And obviously these 

people -- the occupational exposures are not the 

same as cosmetics. 

The dis and the glus had high 

concentration, and cosmetics are being used at 

low concentration.  They're primarily being used 

in non-aerosolized products, and then that's 

where we bring in the aerosol boiler plate.  And 

as a result of all that, a low concentration of 

use, types of use, the actual expected inhalation 

that we do not consider this to be an issue.  I 

mean, these are not going to permeate the skin and 

cause sensitization that way.  They would cause 

sensitization through inhalation.  So, it's a 

discussion point. 

DR. MARKS:  Fine. 

DR. BERGFELD:  Dan, are you waiting to 

say something?  No?  Okay.  Go ahead, Jim. 

DR. MARKS:  No, that's fine.  That's 

basically how we came to the conclusion that we 

did.  But we were still a bit conflicted.  Since 



we know very low levels of protein could cause an 

anaphylactic reaction, and there are certainly 

case reports of topical applications of materials 

which cause anaphylaxis. 

DR. BELSITO:  The other thing we noted 

that was very curious in almost all the reports 

came out the same Finnish group.  And you haven't 

seen those reports emanating from other areas of 

the world. 

DR. BERGFELD:  And, Ron Shank, you have 

something? 

DR. SHANK:  You said you had an alert 

for alpha toxin contamination? 

DR. BELSITO:  I said that we were 

wondering whether you felt that that needed to be 

put into this document. 

DR. SHANK:  No, I'm not aware of seeds 

for gums being a source of alpha toxin. 

DR. BELSITO:  So then, heavy metals and 

pesticides, boiler plates. 

DR. BERGFELD:  And inhalation I heard. 

DR. BELSITO:  Inhalation, of course. 

DR. MARKS:  And then, the one other 

part looking at my notes here concerning the IGE 



allergenicity.  Our team also, to reinforce what 

you've said, that we're not aware of problems with 

these compounds as food additives causing 

anaphylaxis.  Again, reassuring. 

DR. BERGFELD:  Do you wish some of that 

to be in the discussion? 

DR. BELSITO:  Yes. 

DR. MARKS:  Yes, all that should be in 

the discussion. 

DR. BERGFELD:  Okay.  Anything else?  

Seeing nothing, I'll call for the question.  All 

those in favor of "safe" with all those caveats?  

Thank you, unanimous. 

DR. BELSITO:  Removal of the two 

ingredients as well. 

DR. BERGFELD:  And removal of the two 

ingredients.  That's accepted. 

The next one is Dr. Marks, 

polyquaternium-22 and 39. 

DR. MARKS:  So, a scientific 

literature review notice was announced in August 

of this year for these two compounds, 

polyquaternium-22 and 39.  Even though these 

compounds structurally are chemically different, 



we felt we could still group these two together, 

and we move that a tentative report on these two 

compounds be issued with a "safe" conclusion. 

DR. BERGFELD:  And that's a motion?  

Belsito responding. 

DR. BELSITO:  We actually agreed that 

they could, although chemically they were 

dissimilar functionally, and I'll let Dan comment 

specifically on the chemistry, we could group 

them.  But we thought we should table it and look 

at all of the polyquaterniums, including the 7, 

10, and 11 that previously were reviewed, and make 

as a large a group as we're comfortably making.  

Because we're told there's polyquarternium-99 

and other polyquaterniums that we have not looked 

at. 

DR. BERGFELD:  Comment?  Dr. Marks? 

DR. MARKS:  Sure, that I'm sure is fine 

with our team. 

DR. BERGFELD:  Is there a motion to 

table? 

DR. BELSITO:  To table, yes. 

DR. BERGFELD:  Is there a second? 

DR. SHANK:  If these are chemically 



dissimilar, I think the reason we put these two 

together as they're safe is because they're not 

going to be absorbed.  Very large molecules 

charged independent of pH. 

DR. BELSITO:  But we -- yeah.  I mean, 

but we don't know what the other polyquarterniums 

are.  We're just saying table it, and let's look 

at them all.  We can always delete them. 

DR. KLAASSEN:  By definition, they 

should be also very polar. 

DR. SHANK:  And very large. 

DR. KLAASSEN:  Well, not necessarily 

very large, but they might all be very large.  But 

they all, by definition, should be very polar. 

DR. LIEBLER:  Yeah.  So, at one level 

they are chemically dissimilar because they're 

made from different combinations of monomers.  

But the thing that they all have in common is the 

quarternary nitrogen functionality as part of the 

repeating unit.  And they may also have acrylic 

acid, acrylamide or other monomeric compounds.  

But at a macro molecular level, which is where 

these compounds really express their properties, 

they're actually all arguably quite similar.  We 



can make decisions once we see sort of the scope 

of this chemical space. 

But it seemed like it was a lost 

opportunity to cover compounds that otherwise 

would be coming back to use in dribs and drabs over 

the next several years.  They may actually be 

similar enough, at least in the context of 

cosmetic ingredient usage, to be considered as a 

broader class. 

DR. BERGFELD:  Ron Hill? 

DR. HILL:  Yes.  The only -- excuse me.  

The only comment I had in that, because I agree 

with that idea, is that we heard from Jane Vergnes 

yesterday from ISP, and she corroborated some of 

our thinking, which was the concerns with regard 

to sensitization, for example, are primarily 

driven by monomer impurities. 

So, when we put the report together, we 

could structure their view in such a way that 

similar monomer containing groups are somehow 

grouped so that we can look in that light.  I'm 

not sure I'm stating myself well. 

DR. LIEBLER:  That might be a way to 

group them. 



DR. HILL:  I'm not suggesting separate 

reports. 

DR. LIEBLER:  It might become evident 

once the scope of the compounds are looked at.  

And the other thing obviously is when that is 

assembled, it will be really essential to have 

information about impurity monomer impurities. 

DR. HILL:  Right. 

DR. MARKS:  Either that or how we dealt 

with it, as I recall, yesterday was that all the 

tox data with the 22 and 39 was negative all.  So, 

therefore, whatever monomer content it had, it 

wasn't of concern. 

DR. BERGFELD:  Well, there's been a 

motion to table, and I haven't heard a second yet, 

so we're still in that round. 

DR. MARKS:  Second. 

DR. BERGFELD:  All right.  There's no 

discussion on the tabled motion, so all those in 

favor of tabling with the incorporation of other 

ingredients?  Thank you.  It's tabled.  All 

right.  Moving on to the next ingredient, Dr.  

Belsito, the ginseng. 

DR. BELSITO:  Yes.  This is ginseng 



root derived ingredients, and this is the first 

time we're looking at it.  We, again, taking the 

approach we've used for botanicals, have broken 

it down and taken a look at what may or may not 

be in this report.  And at first blush, it seemed 

that the big issue was going to be the pulegone, 

and that we would be able to address that in the 

same way that we addressed pulegone in the 

peppermint oil report.  And, of course, because 

it's a natural product, the usual exclusions of 

pesticides and heavy metals and, if appropriate, 

according to Ron, alpha toxins. 

However, a problem emerged when we 

looked at data on page 9 of Panel Book 16 where 

there was a 44-year-old woman who used a ginseng 

face cream, concentration unknown, developed 

some post-menopausal bleeding.  She stopped, it 

went away, she started, it came back, so proving 

cox postulates.  And I went online to look to see 

if ginseng root had been reported to have any 

estrogenic effects, and, in fact, it has been 

reported to have estrogenic effects, albeit low.  

But we've not captured any of that data here in 

the report. 



So, it was my feeling, and subsequently 

the feeling of my teams, that we needed to go 

"insufficient," that we probably would 

eventually go "sufficient" once we had all of the 

data.  But we need to try and find out what the 

concentration of ginseng was in that facial 

cream, and we need to collect all of the data. 

I sent one report to Alan, and the 

reference for the face cream I could not find 

online last night.  But there are several reports 

out there looking at ginseng as endocrine 

disrupters, so we need to really capture all that 

information, or I think we'd look very foolish. 

So, "insufficient" determination of 

the percentage of possible ginseng in the face 

cream, capture all the data that's available on 

endocrine disruption, and if there's any dermal 

penetration data out there, that would be 

obviously helpful as well. 

DR. BERGFELD:  And that's a motion? 

DR. BELSITO:  That's a motion. 

DR. BERGFELD:  Is there a second or a 

discussion? 

DR. MARKS:  I guess my reaction would 



be that the cream is a complex mixture more than 

likely, and even if we know the amount of ginseng 

in there, we don't know if the ginseng is what 

caused it or not.  So, I'm not sure.  I think the 

other issues of the endocrine disrupter and such 

we could certainly request that, but I'm not sure 

just knowing the level of ginseng will answer the 

question as to cause and effect. 

DR. BELSITO:  Well, I think what will 

happen is, I suspect that you're going to find 

that the level of ginseng that's used in cosmetic 

products is quite low.  The level that was used 

in this cream, hopefully if given, is quite high.  

And that, you know, I mean, we will at least have 

an argument that even if it was the ginseng, the 

endocrine disruption, the estrogenic finding of 

ginseng is quite low, that given the levels that 

are present in cosmetic products, we don't have 

a concern.  But right now, we don't have that 

data.  We have none of the data about estrogen 

bonding in here.  We don't have the data on the 

percentage of the face cream, so we're lacking 

data. 

We're not asking industry really to do 



anything.  I think the data is out there.  It's 

available.  I mean, I was able to get several 

articles on this.  We just need to incorporate it 

and re-look at it. 

DR. MARKS:  Sure.  I just want to 

clarify what we would do if we didn't get the 

concentration of ginseng, then where would we go? 

DR. BELSITO:  I think we'd go with the 

fact that it's a very weak, you know, endocrine 

disrupter, and very low concentration of use in 

cosmetics. 

DR. SNYDER:  Yeah.  Ideally, we want 

the constituents of the cream, not just the 

ginseng levels. 

DR. MARKS:  Correct. 

DR. BERGFELD:  Ron Hill or -- 

DR. SHANK:  We have two reproductive 

developmental toxicity studies which were 

negative.  Would that not relieve some of your 

concerns? 

DR. BELSITO:  I don't know.  I'm not a 

reproductive toxicologist, so I don't -- you 

know, I mean. 

DR. SHANK:  Well, if it were 



estrogenic -- could have estrogenic activity, you 

might expect some responses in the repro toxicity 

study.  And, in fact, the male rats did rather 

well, according to the report.  

DR. HILL:  I also noted that.  

Enhanced mating behavior or something I think was 

the way it was written. 

DR. BERGFELD:  Paul, you have a 

comment? 

DR. SNYDER:  No.  I mean, I've noted 

that, but I think we wanted just to see what was 

out there in regards to additional information, 

because I think I agree with Don that we don't want 

to put out a report that -- not acknowledging 

other issues that may be there.  And we can just 

certainly discount them, and I'm looking more 

like will the public discount it based upon the 

total data set again.  But, again, in the 

discussion, we need to capture that we did -- we 

were aware of that, and we discussed it, and came 

to some conclusion. 

DR. BERGFELD:  If you're looking just 

for a literature search, would it be more 

appropriate to table and get that rather than to 



go "insufficient?"  Could you consider that? 

DR. BELSITO:  I'm happy either way.  I 

mean, the data is out there, and, you know, we do 

have the negative repro.  I think you'll see that 

the estrogen binding effects are low hopefully.  

They give the percentage of the ginseng in the 

cream, and it will make our argument easier.  

But, I mean, there's data out there that's missing 

from this report.  I think that's the critical 

thing. 

DR. HILL:  To me, the situation was 

similar to some other things that have been looked 

at in the past where we know when you get to high 

enough concentrations, we have a number of 

biological activities, and, in fact, a lot of the 

information on that came from Wave 2. 

And my comfort level was that the 

reported use concentrations in cosmetic 

preparations are all very low, I mean, really low.  

And we did some calculations yesterday, how much 

pulegone would be in there if it was this 

concentration, and we came up with levels that 

were low, with the caveat that we have a 

comparison extraction techniques, and there's 



one extraction technique reported in here that 

says "hypo thermic" or something, which we 

suspect, but aren't sure, was super critical CO2. 

And so, if you have a -- it may be that 

something like that was used in preparing the face 

cream, and, in fact, we had a lot of higher levels 

of actic constituents than what would normally 

occur.  So, we don't have any control over every 

manufacturing method and what amounts of 

components would be there.  But, again, it's a 

situation where the cosmetic levels are really 

low, and in even in those cases, if they stuck 

within those, we'd say these are the levels of 

use, I think my comfort level is pretty high. 

I don't want to object to tabling it 

while we compile that information because, again, 

a lot of it came in Wave 2.  The report writers 

didn't have time to roll in some of that 

information that they now have, and that would 

provide time for that. 

DR. BELSITO:  So, table it.  Let's 

just get the information on endocrine disruption 

and move on. 

DR. BERGFELD:  So, you're rescinding 



your original motion.  You're now doing it.  The 

motion's tabled.  Is there a second? 

DR. MARKS:  Second. 

DR. BERGFELD:  The motion is tabled.  

The ingredient is tabled for this information. 

So, we're moving on.  Thank you. 

DR. MARKS:  I just wanted to capture 

one other discussant point from our team, is that 

the panel considered the material testing in this 

report, representative extracts similar as those 

or the same as those in cosmetics.  So, I think 

that's an important caveat Ron Shank brought up.  

You know, what is the extract being tested?  

Certainly for the skin irritation sensitization, 

I felt comfortable that "more than likely" was the 

same materials for cosmetics, but maybe some of 

the other materials.  We wanted to capture that 

notion that they were representative. 

DR. BERGFELD:  Okay. 

DR. HILL:  Particularly in light of the 

fact that some of the testing was done with -- was 

it G115?  But where a proprietary compositions 

were not known. 

DR. BERGFELD:  All right.  Can we move 



ahead then to the next ingredient?  Dr. Marks, 

the hydroxysuccinates. 

DR. MARKS:  Yes.  And so, we decided 

that we want to change the title of this report 

to the dialkyl malates.  And if you go on to Panel 

Book, page 10, if you take a look here at the 

ingredients listed in the introduction, first of 

all, malate acid and sodium malate have already 

been reviewed.  They were safe.  That was 

published in 2001.  So, we'd remove those.  We 

aren't going to reopen those ingredients. 

Among -- we wanted to split the 

tartrates out because biochemically, of course, 

they are different, and there was no data on the 

tartrates.  And so, that would leave us with six 

esters, and it would be the malate esters, the 

first five right under that, the distearyl, 

dibutyl oxtyl, et cetera, and then move over the 

dioctyl dodecomalates. 

So, the first thing is to limit it to 

those six esters, change the title, and then with 

that in mind, we would say that this is an 

insufficient data announcement.  And we wanted 

three data points -- geno tox, 28-day dermal tox, 



and we wanted sensitivity for dioctyl dodecyl 

since there were a couple of case reports on page 

32 of allergic contact dermatitis to this 

ingredient. 

DR. BERGFELD:  So, you're moving 

"insufficient" with those particular needs, and 

the contraction of this document to include only 

the esters. 

DR. MARKS:  That's correct. 

DR. BERGFELD:  A comment from the 

Belsito team?  Dan, maybe you -- 

DR. HILL:  Malate esters. 

DR. BERGFELD:  Malate esters, I'm 

sorry. 

DR. LIEBLER:  Yeah.  I have no problem 

with restricting the report to the malate family 

compounds.  So, that seems reasonable to me.  I 

think there might be enough biochemistry 

differing between the tartrates and the malates 

that that makes sense.  I'll defer to my 

colleagues on the other points. 

DR. BERGFELD:  Curt?  Paul?  Any 

request for geno tox? 

DR. KLAASSEN:  I'm fine. 



DR. BERGFELD:  Twenty-five day dermal 

sensitization?  Don Belsito? 

DR. SHANK:  Should we request dermal 

absorption first? 

DR. BERGFELD:  Mm-hmm. 

DR. BELSITO:  Now, why -- 

DR. MARKS:  On Panel Book 32, I believe 

it is, there's a couple of case reports of 

actually very robust patch test reactions to 

oxtyldodecanol.  And so, we wanted -- we know 

it's the alcohol, but we wanted to see what 

we -- if there was any sensitization data.  For 

us, it was alert.  Could this be a sensitizer?  

So, we wanted to see if there was any animal or 

human sensitization data for the dioctyl 

dodecimale. 

DR. BELSITO:  Okay.  So, I'm not clear 

why -- I mean, again, I looked at this report as 

a combination of malic and tartaric acid, so now 

you're asking me to get rid of the information on 

tartaric acid and decide what your data points 

are. 

But since we have a negative repro 

toxicity on malic acid, and since you've gotten 



rid of the tartrate, why do you need a 28-day 

dermal?  What is that for? 

DR. SHANK:  The data on malic acid 

itself really are not pertinent to these 

ingredients.  And malic acid was approved as a pH 

adjuster, which is a very different function from 

these compounds. 

DR. BELSITO:  I understand, but it was 

used in a reproductive toxicity assay, and it 

is -- was found to be safe.  It's also grass.  So, 

what are you concerned about here? 

DR. SHANK:  Malic acid isn't the 

ingredient.  These are dioctyl esters. 

DR. BELSITO:  Okay. 

DR. SHANK:  Not the same as a pH 

adjuster acid. 

DR. BELSITO:  Okay.  So, you're 

concerned about diethyl hexanoic acid.  What are 

you -- 

DR. SHANK:  If these ingredients are -- 

DR. BELSITO:  Or a hexanol rather?  I 

mean, what are you concerned about, the alcohols 

that are released? 

DR. SHANK:  No, the compounds, the 



ingredients themselves. 

DR. BELSITO:  You don't think they're 

going to be broken down in the skin, metabolized? 

DR. SHANK:  We don't know. 

DR. BELSITO:  Okay.  I mean, comments 

from my team? 

DR. BERGFELD:  They've commented. 

DR. BELSITO:  No, I mean, they have not 

commented on the need for a 28-day dermal 

toxicity.  They commented on the fact that we 

agreed to split tartrates and malites.  Now, we 

need to look at what data needs we have, because 

this is not what we discussed yesterday. 

DR. BERGFELD:  Well, we'll ask them 

again.  We can start with Dan, then Paul, then 

Curt. 

DR. LIEBLER:  So, the dialkyl esters in 

malic acid are certainly very different, I mean, 

just in terms of their properties.  The use 

concentrations are high.  The likelihood of 

complete metabolism to malic acid and the fatty 

acid, or the alcohols is -- that's not going to 

happen.  It's not going to be completely 

metabolized. 



So then, the question is, do these 

compounds -- do you need a 28-day dermal toxicity 

study based on whether or not these compounds 

themselves would be toxic, as opposed to any 

questions of metabolites.  I have no idea, so I 

suppose I couldn't argue that it's unnecessary. 

DR. BERGFELD:  They did mention dermal 

absorption before the 28-day dermal.  Paul? 

DR. SNYDER:  Yeah.  I mean, I was 

asking Dan that very issue that he brought up, how 

different are they?  And so, I'll have to go with 

his opinion that they are very, very different.  

I would agree with going with some dermal 

absorption data or 28-day dermal toxicity study. 

DR. BERGFELD:  Curt? 

DR. KLAASSEN:  I support that. 

DR. BELSITO:  Then, I think it's fine.  

And the only comment I would make is that we noted 

that while malic acid was grass, it was not grass 

for baby foods.  And, again, Linda helped us out 

to get that information.  And it turns out that 

50,000 parts per million, it was nephrotoxic to 

rats, is that correct, but not to dogs.  And in 

the absence of any understanding infants, they 



just elected to restrict it.  So, there's no 

known harm to infants from ingestion.  It was 

simply some animal studies, and now further 

study.  So, we weren't concerned about that 

aspect of what we're being told about malic acid.  

So, just as an FYI as we move into the next round, 

and perhaps could be captured.  And when it 

mentions why it was not considered to be grass for 

infant products -- for infant foods. 

DR. BERGFELD:  So, are you second the 

motion that -- 

DR. BELSITO:  I will second that 

motion. 

DR. BERGFELD:  Any other discussion?  

Seeing none, call for the question.  All those in 

favor?  Okay, unanimous.  Moving on to the 

hectorites, Dr. Belsito? 

DR. BELSITO:  Okay.  Another portion 

of the large wave that we received prior to this 

meeting.  But basically these are large 

clay-like biochemically inert molecules that sit 

on the skin.  We really weren't concerned about 

them, even though they are, instead of being 

composed of magnesium silicates as other ones 



have been in the past, they were lithium.  We felt 

it was bound very tightly, and would not be 

leached out.  And so, we're fine with going "safe 

as used." 

DR. MARKS:  Second. 

DR. BERGFELD:  Any other discussant 

points that you're needing?  Seeing none, call 

the question.  All those in favor?  Unanimous.  

Moving on to the next ingredient, Dr. Marks, the 

fluorphlogopites, or however you pronounce that. 

DR. MARKS:  The synthetic 

fluorphlogopites. 

DR. BERGFELD:  Phligo -- phlogopites. 

DR. MARKS:  So, this is the first time 

that we had seen this report, and after reviewing 

the data in this report, Wave 2, 3, 4, and 5, 

waves, we decided that we could issue a tentative 

report on the synthetic fluorphlogopites, that 

they were safe as used. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Any other discussion? 

DR. MARKS:  Yes.  We thought that in 

the discussion, things -- issues that should be 

discussed would be, one, that penetration is 



unlikely.  These are solids, that we do have 

geno-tox data in the bacteria.  Is that right, 

Tom?  Did I capture your end?  And that we would 

obviously put the inhalation boiler plate, and 

that we also had, even though it's the magnesium 

aluminum silicate from the previous report, we 

have mammalian geno-tox, which is safe.  So, 

combination of the mammalian and the present 

bacterial geno-tox, we thought this would be safe 

from that point of view. 

DR. BERGFELD:  Paul? 

DR. SNYDER:  It was the second wave.  

We did receive an inhalation study, which the LD50 

was greater than the highs tested. 

DR. MARKS:  So then, let's go back to 

the boiler plate.  Was there -- do we even need 

to include it now? 

DR. SNYDER:  I don't believe so. 

DR. MARKS:  Thank you. 

DR. BERGFELD:  Don?  All right.  It's 

been moved and seconded and voted upon.  So, 

we'll move on to the next item, which is the Dr. 

Belsito, looking at -- 

DR. MARKS:  We've got to vote. 



DR. BERGFELD:  I thought we did. 

DR. BELSITO:  No. 

DR. BERGFELD:  No, we didn't?  I'm 

sorry.  All those in favor?  Confusing.  All 

right, good.  All right.  The re-reviews.  Dr. 

Belsito is up first. 

DR. BELSITO:  Okay.  So, 

methyldibromo glutaronitrile, back in '96 we said 

it was safe as used in rinse off products, and safe 

up to 0.025 percent leave-on cosmetic products.  

Despite the fact that the EU had the same 

regulations, they found a much higher rate of 

sensitization in their populations than in 2006.  

They declared the ingredient unsafe for cosmetic 

use initially in leave-ons, and when the 

percentage of sensitization didn't go down, they 

banned it from rinse offs. 

Despite the EU action, VCRP shows that 

the use has gone up from 35 to 90 in 2011, but the 

use concentrations remain quite low --.012, the 

max in leave-ons, well below our level of 

restriction. 

And basically, you know, Christine did 

a good job of giving us a smattering of what's been 



in the literature since 1996.  There have been 

numerous reports.  Unfortunately, she missed an 

article that I published last year -- that I think 

gives an explanation as to what's going on, and 

that is that the patch test concentrations of this 

methyldibromo glutaronitrile are irritating.  

And I think a lot of the reported positive 

reactions are irritant reactions and are not 

allergic reactions.  That's borne out by when you 

look at weak reactions, they're frequently 

irrelevant, so that's one point against 

reopening. 

The second point is that even if you 

assume those low levels of reactions are all 

relevant, we're still, at least in the United 

States, around four to five percent, and if you're 

going to look at reopening it to potentially ban 

it, it's four to five percent of people patch 

tested by the North American Contact Dermatitis 

Group are allergic to it.  And we'd better ban 

quaturnium-15, which, as you know, I reopened 

because the incidence is 10 percent. 

So, anyway, long-winded, I don't think 

we need to reopen it.  I think that the current 



restrictions we've given on it are fine. 

DR. BERGFELD:  The motion.  Dr. Marks, 

response? 

DR. MARKS:  I think that is fine with 

our team.  We wanted to reopen just to look at all 

the new data, but, Don, we didn't have your 

article in front of us.  Although I made the same 

comments about the irritating concentration, 

which is used for patch testing.  So, I'm fine 

with not reopening, just as long as we capture 

your article that puts it in context, and just 

what you've said. 

DR. BERGFELD:  So, you're seconding 

that? 

DR. MARKS:  Second. 

DR. BERGFELD:  All those in favor?  

Okay, thank you.  Unanimous.  And the second 

re-review, Dr. Marks, the polyvinyl acetate? 

DR. MARKS:  Linda. 

DR. BERGFELD:  Oh, sorry, Linda. 

DR. KATZ:  The only comment that I have 

is actually the use in the VCRP over the past 10 

years is less.  It really is only 36.  So, I think 

the total use that was reflected may have included 



old products that have been -- where use is now 

has now been discontinued, but it's only 36. 

DR. BERGFELD:  Thank you.  Thank you. 

DR. MARKS:  And one other comment.  In 

our discussion, Linda, do you know, or Jay, do you 

know the reason the EU ban?  It wasn't the 

sensitization.  That's what I presume, but we 

didn't have the original document. 

DR. KATZ:  Yes. 

DR. MARKS:  Okay. 

DR. BERGFELD:  All right.  The next 

one is the second re-review, the polyvinyl 

acetate, which is in both books. 

DR. MARKS:  We move not to reopen this 

ingredient. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Any further discussion?  

All those in favor?  And not reopen.  Thank you.  

And moving on to the approval of the re-review  

summaries, unless you want to comment again? 

DR. MARKS:  Yeah.  I would just put 

under -- 

DR. BERGFELD:  Okay. 

DR. MARKS:  -- discussion "use has 



increased, concentration has increased," and the 

concentration went up to 47 percent.  But when 

you go back and look at the original report, we 

have an HRIPT, which was negative at 50 percent 

in that particular ingredient.  So, it supports 

it.  Even though the concentration has gone up, 

it's still safe.  So, therefore, it would not be 

in the discussion. 

DR. BERGFELD:  Yes.  Great.  We're 

moving on to Dr.  Marks again.  You're going to 

move for comment on the re- review summaries. 

DR. MARKS:  They look fine. 

DR. BERGFELD:  Look fine? 

DR. BELSITO:  Yep. 

DR. BERGFELD:  Well, we've come to an 

end at 10:05 of 18 different ingredients, some 

with great discussions that we recorded in the 

minutes.  Dr. Ron Hill, don't you feel badly 

about opposing, because -- 

(Whereupon, at 10:04 a.m., the 

PROCEEDINGS were adjourned.)  

*  *  *  *  * 
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