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P R O C E E D I N G S  

(10:45 a.m.)  

DR. MARKS:  So, the first ingredient I 

have is formic acid.  Wilbur is here, and in 

'95 -- 1995, that is, the last century -- the panel 

issued a final report on formic acid that it's 

safe when used in cosmetic formulations as a ph 

adjuster with a 64 parts per million limit for the 

free acid. 

It was, as mentioned there, a ph 

adjuster in apparently it was quite corrosive to 

eyes, skin, and also to lung.  We now are faced 

with some new uses since that report was issued 

and the question is, do we need to reopen this 

report to consider its uses not only as a ph 

adjuster but as a fragrance and as a preservative.  

Is the concentration okay?  If we reopen, do we 

add sodium formate. 

And so, that's the question.  Do we 

reopen or not reopen? 

DR. SHANK:  Re-open. 

DR. SLAGA:  I agree, reopen. 

DR. SHANK:  To change the conclusion, 

first.  So, safe as a cosmetic ingredient when 



formulated to be non- irritating.  That takes care 

of the concentration.  And then add sodium formate 

as a simple solvent. 

DR. SLAGA:  And so -- 

DR. SHANK:  Those are my 

recommendations. 

DR. SLAGA:  There's some data in there 

for (inaudible), too, that should -- should that 

be added, or no? 

MR. HILL:  Are there any other formic 

acid salts?  Any other formate salts that are in 

the Cosmetic Ingredient Dictionary, or is it just 

sodium formate, do we know?  I assumed that sodium 

was being added because that was the one and only 

other, but I don't know if that's true or not. 

DR. SLAGA:  The database is on potassium, 

I know. 

MR. JOHNSON:  Because I know sodium 

formate is included in the VCR PDI database. 

MR. HILL:  Yeah. 

MR. JOHNSON:  Just formic acid and 

sodium formate, but I don't see any other salts -- 

MR. HILL:  You didn't see any of the 

formate salts? 



MR. JOHNSON:  Right, I don't recall. 

MR. HILL:  I assume that's why sodium 

was there and nothing else. 

DR. MARKS:  Okay, so reopen?  Actually, 

we'll be seconding presumably the conclusion as 

the other tame, safe when formulated to be 

non-irritating, and we're going to add the sodium 

salt.  And presumably, unless there are other 

salts or simple esters discovered between now and 

tomorrow, we'll just expand it to the sodium.. 

MR. ANSELL:  Do we need to reopen this 

to update the conclusion?  To change the 

conclusion? 

DR. SHANK:  To change it. 

MR. ANSELL:  That's my understanding.  

The CIR policy, you change or revisions, we have 

to open the document? 

DR. MARKS:  Yes, David. 

MR. STEINBERG:  Yeah, the only salt that 

was used as a preservative was the sodium formate 

and formic acid, and the sodium formate is 

principally used in blends as opposed to being 

salt as the individual component.  And a lot of 

this is precipitated because it's allowed in 



Europe and some other countries, so people 

started using it in the United States. 

DR. MARKS:  Thank you. 

MR. JOHNSON:  Let me ask one question.  

Data on the root productive and developmental 

toxicity of sodium formate are included because 

these data on formic acid were not identified in 

the published literature.  So, when a literature 

search -- well, we really didn't search for 

information on sodium formate, it was the search 

was focused on formic acid.  So, in that it is 

being reopened, do you want, you know, a search 

to be performed to identify all of the information 

on sodium formate for inclusion? 

DR. ANDERSEN:  Yes. 

MR. JOHNSON:  Is that? 

MR. HILL:  Yes, and any other -- and 

actually you wouldn't have to restrict to sodium 

formate.  I mean, if you search based on formate -- 

MR. JOHNSON:  Okay. 

MR. HILL:  You know, just the chance 

that somebody used ammonium formate or potassium 

formate or -- because the point, of course, and 

is interesting with respect to the way the 



conclusion was cast is, okay, 64 ppm.  So, 

analytic -- and thinking as an analytical chemist, 

how would one determine that?  Because I mean, 

there's always an equilibrium.  It's ph dependent.  

I guess I could envision somebody might use some 

sort of headspace analysis, but that really 

complicated -- I'm glad I wasn't the one that had 

to do these biological experiments in animals 

with formic acid, but that complicates the 

interpretation of almost all of what we have, and 

I see where they arrived at the 64.  I wasn't 

around, of course, at the original assessment, 

but just in terms of practicality of how would you 

actually go about measuring that.  I mean, if you 

had isotonic saline you could say, all right, I'll 

use the Henderson-Hasselbalch equation, do the 

calculation, and I can have this much formate in 

there but beyond that, really. 

So, I guess if you go with a non -- I'm 

just telescoping if we're reopening.  But if you 

went with a non- formulated not to be sensitizing, 

is that the way you -- 

DR. MARKS:  Non-irritating -- 

MR. HILL:  Non-irritating, yeah.  I mean, 



that would pretty much take care of that, I think. 

DR. MARKS:  Well, and then in my 

understanding in reading the report -- correct me, 

Ron, if I'm wrong -- was that the 64 parts per 

million limit on the free acid was really based 

on pulmonary irritation, not skin. 

MR. HILL:  Correct. 

DR. MARKS:  So, if you have 

non-irritating in this case, although you might 

think that's -- that'll have to be fleshed out in 

the discussion to be sure that a capture -- 

MR. HILL:  Yeah, because that was a NOEL, 

wasn't it?  In a rat inhalation or something like 

that? 

DR. SLAGA:  Right.  The carcinogenicity 

studies were done on potassium formate. 

DR. MARKS:  That's why you brought that 

up, Tom?  Whether potassium but presumably 

potassium is not an ingredient, but again when 

it's reopened you can -- 

MR. HILL:  It's not, but the 

toxicology -- 

DR. MARKS:  -- as we already said, we'll 

look for that. 



MR. JOHNSON:  So basically any, you know, 

data on -- 

DR. MARKS:  Yes. 

MR. HILL:  -- formats would be included 

in the same conclusion? 

DR. MARKS:  Yes. 

MR. JOHNSON:  Okay. 

DR. MARKS:  Any other comments?  So, 

tomorrow -- 

MR. HILL:  Yeah, one comment.  I don't 

think you would have to take into account anything 

generated with formate ester of any kind, just 

simple salts, formic acid. 

DR. MARKS:  So, we'll be seconding a 

motion to reopen, presumably, and with the 

conclusion safe when non- irritating at sodium 

formate.  And in the discussion we'll capture that 

the non-irritating is really talking about 

inhalation toxicity.  Okay.  Along with skin, 

obviously, but point out that it's also 

pulmonary. 

Tin oxide and tin.  This is the first 

time we've seen this draft report on these 

ingredients, first time we've looked at these 



ingredients, and so the first question is, do we 

need any data?  Or can we move forward with a safe 

conclusion? 

Tom, Ron, from your perspective?  

DR. SHANK:  I don't have any data needs 

for tin oxide.  For tin itself we may need 

sensitization data. 

DR. MARKS:  Yeah. 

DR. SHANK:  But it's not used, so maybe 

it would be -- could be considered just to drop 

it from the report. 

MR. HILL:  Yeah, and just a general 

question while we're thinking about it, really 

directly related to that is, we have a bunch of 

toxicology data in here for stanus fluoride, 

stanus chloride, stanus -- what was the citrate, 

I think it was?  Where there was high solubility 

and availability and so forth.  And I wondered if 

any of that was really relevant?  I mean, do we 

have any information that suggests that anything 

that bio-available could be generated from tin 

oxide because we -- I don't guess we could throw 

this data out, but yet we need to cast it in such 

a way that this is really not very relevant to tin 



oxide, or tin metal, for that matter. 

MR. JOHNSON:  Even though we don't have 

our IPT data on tin, there's an allergenicity 

section on page 7, so there's limited data 

relating to the allergenicity of metallic tin 

powder. 

DR. MARKS:  One of the problems I had, 

Ron, going back to the skin is that the RIPT for 

tin oxide was at.5 percent, 0.5 percent.  That was 

fine, that's on page 7 or Panel Book page 13.  But 

then when I look, it's used up to 5 percent in a 

leave-on product.  So, I would actually feel that 

we have insufficient sensitization data and we 

need an RIPT for 5 percent if we're going to say 

in the present use and concentration. 

DR. SHANK:  Good point. 

DR. MARKS:  So, I would put that as an 

insufficient, at least for that.  And then the 

question is, are there other 

things -- particularly I think you were hitting 

onto that, Ron, as the metabolic fade of tin 

and/or tin oxide when applied to the skin.  Did 

you have any concerns? 

MR. HILL:  I don't have any concerns at 



all.  So, I guess my thinking is, I mean, even it's 

in a lipstick or something.  The amount of tin 

we're talking about is just not in an available 

form.  I think people are putting metallic tin in 

there to put tin oxide -- I don't think it's going 

to be converted to tin chloride or anything 

soluble in the gut.  I am pretty sure it just 

passes through. 

DR. SLAGA:  Or if you put it on the 

skin -- 

MR. HILL:  Or it should -- yeah, I mean, 

I think nothing will happen to it.  Even if I'm 

sweating profusely, I don't think anything will 

happen to that tin oxide.  I don't think it will 

be absorbed, I don't think it will go anywhere 

where it would cause -- but, you know, there's not 

all that much information about it here, but we 

have a lot -- about any of that, but then we have 

a lot of toxicology for stanus citrate, stanic 

citrate, stanic chloride, things I'm not sure 

there's much relevant at all. 

Certainly have to somehow capture that, 

but we need to be clear that it's probably not 

relevant somehow. 



DR. ANDERSEN:  I think on -- actually, 

there is an opportunity at this stage.  I mean, 

this is the first time you're seeing this report, 

and arguably when we put together the scientific 

literature review we grabbed onto a lot of data.  

And if those data really don't inform the decision, 

I'm not sure I have a problem with you suggesting 

that they be taken out. 

I mean, let's focus this on the data 

that are really relevant.  If that makes it 

shorter, so be it.  At Stage 1 when we're just 

pulling it all together, we would almost always 

err on the side of being inclusive, but you have 

the opportunity now to say, you know, as Ron has 

said that doesn't really inform the decision.  So, 

take it out. 

MR. HILL:  Unless we have some piece of 

information that causes us to believe that that 

tin oxide in any process of formulating finished 

cosmetic product or in any process on the skin or 

mucous membranes or, you know, in any way is 

likely to be converted to something bioavailable, 

then it doesn't seem very relevant.  I've never 

heard of such a thing, but. 



MR. STEINBERG:  Tin oxide is in use.  In 

fact, I think it's almost its only use is as a 

pacifying agent.  And if it's converted to 

anything inside, it's no longer a pacifying agent.  

So, basically it's formulated to stay in the tin 

oxide form. 

MR. HILL:  I think actually there's 

fairly vigorous chemistry that's required to get 

it out of that form and into something more 

bioavailable.  That was my point.  Just sitting 

there in heavy sweat wouldn't do it, anything I 

could think of in terms of putting that into a 

finished cosmetic formulation, I can't envision 

that happening. 

MR. ANSELL:  So, how would that inform 

the RIPT?  It's only use -- the HRIPT at 

half-percent with a use concentration in an eye 

shadow at 5 percent if the material really isn't 

soluble or convertible?  Would we feel that 

repeating the HRIPT would be needed? 

MR. HILL:  I don't know enough about the 

potential mechanisms by which such a substance 

could cause sensitization, to answer that 

question myself.  I personally think we wouldn't 



see anything, but. 

DR. MARKS:  It has to be, obviously, 

absorbed in the skin. 

DR. SHANK:  It would not. 

DR. MARKS:  So the point is, we 

have -- theoretically it shouldn't be absorbed?  

Do you -- 

MR. HILL:  I think that's probably true, 

and I kind of doubt we'd need the RIPT -- 

DR. SHANK:  Okay, I think -- 

MR. HILL:  But we have to explain in the 

discussion why we don't think we need it. 

DR. MARKS:  Okay. 

MR. HILL:  And Don may have another 

answer. 

DR. MARKS:  Okay, so with that in 

mind -- thank you, Jake, for bringing -- and to 

Ron.  So, if it's not absorbed we shouldn't need 

the sensitivity, exactly.  Though it's 

interesting when you look at the patch testing 

with tin alone on a coating, that gave positive 

patch test at 100 percent.  So, is that reassuring 

or not?  That's back on page -- 

DR. SHANK:  Seven. 



DR. MARKS:  Yeah, page 7 or page 13 of 

the Panel Book.  If you look under tin, there's 

an interesting -- they had positive -- now, they 

took nickel-sensitive individuals, so they were 

metal-sensitive.  So, as a sub-set of individuals 

already sensitive to nickel, they took these 

discs that were plated with tin and positive 

reactions were seen in six, and presumably that 

was to the tin and not to the copper disc that it 

was coated on. 

So, is that? 

MR. HILL:  But tin is not used -- tin 

metal is not used as a cosmetic ingredient. 

DR. MARKS:  No, but I'm talking about 

the absorptions. 

MR. HILL:  I mean, it's there but it's -- 

DR. MARKS:  Somehow the tin got from 

that coating into the skin and caused the allergy.  

So, you know, do we still feel comfortable. 

MR. ANSELL:  Tin is more reactive? 

DR. MARKS:  I don't know.  So, we still 

feel comfortable that tin oxide would not be 

absorbed?  Do we have data in here? 

DR. SLAGA:  There's no data for 



absorption. 

DR. MARKS:  Right. 

DR. SLAGA:  I mean, we can ask for it 

because it would not be absorbed. 

DR. MARKS:  It would not be absorbed, 

okay. 

MR. HILL:  There's probably more known 

about the nickel sensitivity mechanism, and we 

have a doubt of the sensitivity of nickel -- the 

reaction to nickel stables, but you know. 

DR. MARKS:  Okay, so it -- 

MR. HILL:  But my point is, something 

happens different with the metal, it's probably 

getting conjugated to thioles or something like 

that, resulting in sensitization.  But if the 

metal is not being used as an ingredient in 

anything, then I don't think any of that's 

applicable to tin oxide because I think once it's 

in the oxide state it's stable. 

DR. MARKS:  Okay, so we would move safe 

to mark?  So we would issue a draft tentative 

report with a conclusion of safe.  And it can be 

handled in the discussion that even though the 

RIPT that we have is not up to 5 percent, that the 



tin oxide is not absorbed.  That would be under 

the discussion.  Therefore, would not cause 

sensitivity.  Plus, it wouldn't cause a lot of 

other toxic affects, would it? 

MR. ANSELL:  So you're basing that on 

the molecular weight?  Why that would not be 

absorbed?  Is that? 

MR. HILL:  Tin oxide is so insoluble as 

to be -- I mean, and even if it were to dissolve, 

it just wouldn't penetrate the skin.  Even damp 

skin, it wouldn't go anywhere. 

DR. SLAGA:  Lesions of some sort. 

DR. MARKS:  Okay. 

MR. HILL:  The only question I have 

before we escape all of this is, there are no 

reported uses for tin in cosmetics, but yet tin 

is in the Cosmetic Ingredient Dictionary.  I mean, 

why is that?  I guess is what I'm asking, because 

I'm not sure the conclusion is -- 

DR. LORETZ:  The same reason there's so 

many others in there. 

MR. HILL:  Yeah, okay. 

SPEAKER:  Someone applied for it. 

DR. LORETZ:  Yeah, somebody once upon 



a time wanted to name. 

MR. HILL:  So if we say safe in current 

manner of use and there are no uses of tin, are 

we covered?  I guess that's what I'm asking.  

Because there could be sensitivity to tin, metal, 

I think. 

DR. MARKS:  That's shown. 

MR. HILL:  Yeah. 

DR. MARKS:  We presume it was the tin, 

not the copper.  Okay, well, since it's not being 

used that's -- and we won't get into why it's 

in -- as you already stated, there are a number 

of ingredients.  It sounds like the process, 

somebody applies for it included in the 

dictionary and then it gets included. 

MR. ANSELL:  That's it.  There's no 

safety criteria.  It's purely identification. 

MR. HILL:  Yeah. 

MR. ANSELL:  Whether it ever gets used 

or not is really beside the point. 

And let me point out that I think 

apropos of also the botanical discussion this 

morning, these reports are always -- the 

conclusion is always predicated on the report 



itself.  You can't separate that conclusion from 

the entire report, so it's always safe as used. 

MR. HILL:  I know.  I mean, just in 

practicality -- and we talked about practicality 

when we did Brazilian blow- out -- is that 

practicality, given that there are mom and pop 

cosmetic companies out there.  You know, I mean, 

it's incumbent upon them to know what you just 

said.  But on the flip side, do we have the 

language in the discussion and conclusions to 

make sure that they realize that?  I guess is the 

best way of putting that.  Because a lot -- yeah.  

If they just read the discussion and conclusion, 

or maybe even get only the conclusion, you know, 

is it clear to them?  Or do we -- you know, that's 

all I ask.  And the kinds of education initiatives 

that Halyna was talking about to me, that would 

increasingly help them. 

MR. ANSELL:  Yeah.  There's three 

fundamental parts and they can't be separated.  

You can't take the CIR and remove from it 

manufacturer responsibility.  You can't -- 

MR. HILL:  No, in fact that's 

fundamental to the whole thing, right?  I mean -- 



MR. ANSELL:  And FDA enforcement. 

MR. HILL:  Yeah. 

MR. ANSELL:  So, you know, the three 

parts all fit to make a kind of total quality 

system. 

MR. HILL:  And I agree with the FDA 

enforcement.  It's just that you'd like it not to 

have to be from bad events, you know, after the 

fact as much as possible. 

MR. ANSELL:  Right.  So, that's where. 

DR. SHANK:  Let me make sure I 

understand.  We're not saying elemental tin is 

safe as used, but it isn't used.  That's why it's 

safe?  (Laughter)  I don't care for that. 

I would either say, insufficient for 

tin and you need sensitization data, or take it 

out of the report altogether.. 

MR. HILL:  What about just taking it out 

of the report altogether, given that it's not 

being used?  Alan? 

DR. ANDERSEN:  It cuts the productivity 

for this report in half.  (Laughter)  But -- 

MR. HILL:  I don't care about that.  

(Laughter) 



DR. ANDERSEN:  I'm not sure I can figure 

out a way to craft the conclusion so that Ron's 

comments that the emperor appears to have no 

clothes can be avoided. 

I could argue that we do ingredients 

that are not in current use all the time, and we 

put the caveat that says, oh, by the way for those 

that aren't in use we would expect their use to 

be similar to the others in the group. 

Now in that case, that would say for tin 

it would be used at levels no greater than 5 

percent in leave-on cosmetics.  Would you be 

comfortable if tin appeared at 5 percent in 

leave-on cosmetics?  If not, then I think taking 

it out or saying insufficient is where to go.  I'm 

not sure I care which, but since it's not in use, 

taking it out would seem to be a perfectly 

reasonable approach. 

MR. ANSELL:  If the data on tin in here 

we feel is insufficient, I mean -- 

MR. HILL:  Look, basically -- 

MR. ANSELL:  We kind of blew through all 

the tin data saying it's not relevant.  Well, 

maybe we need to go back and look at all the tin 



data again.  You know, because there is. 

MR. HILL:  Well, there's data for 

metallic tin, which is what Dr. Marks was talking 

about, and then there's data for a lot of tin salts 

that are highly soluble.  The ones that I was 

arguing were not relevant were the highly soluble 

tin salts where we administer them orally and we 

get a good bit of absorption and we see 

accumulation in bone, et cetera, et cetera.  I'm 

saying that's basically not relevant to tin oxide 

in cosmetic use. 

DR. ANDERSEN:  I think the question here 

is, can we use the pattern of use of tin oxide to 

cover a potential pattern of use for tin, which 

is vague and uncertain because it's not in current 

use?  And I'm sensing some discomfort with doing 

that, so I would take tin out. 

DR. SLAGA:  I agree. 

DR. ANDERSEN:  Now, since we're going 

to have to write a discussion of all of this, that 

that issue doesn't really bother me.  But there's 

another issue in here that you haven't talked 

about that is of concern, and that is 

pneumoconiosis.  Tin oxide is clearly linked if 



it's inhaled at high levels. 

MR. ANSELL:  Occupational. 

DR. ANDERSEN:  But I think you need to 

tell me that you're comfortable or tell Wilbur 

that you're comfortable with the unlikelihood of 

exposures from cosmetic use that would lead to the 

kind of inhalation toxicity that is of concern for 

pneumoconiosis.  So, I think it's pretty obvious, 

but I want you to say it. 

DR. MARKS:  Ron?  Sound good? 

DR. SHANK:  And with that, least 

importantly?  Because there are inhalation in 

uses -- not inhalation uses, potential inhalation 

exposures. 

MR. HILL:  It was pointed out to me and 

I will relay it that it wouldn't function as an 

opacifier if the particle size were so small as 

to allow for appreciable inhalation. 

DR. SHANK:  That's right. 

MR. HILL:  But definitely the 

discussion is going to capture that, yes -- 

DR. MARKS:  The inhalation boilerplate 

would cover this.  Is that -- Ron? 

MR. HILL:  But I think you have to 



mention that specific issue and then explain why 

it's not of concern to us. 

DR. ANDERSEN:  Thank you. 

DR. MARKS:  And that was which page of 

the Panel Book? 

DR. ANDERSEN:  The data are 

on -- primarily on page -- 

MR. HILL:  Panel Book page 14. 

DR. MARKS:  Fourteen.  Okay, so tomorrow 

I'm going to move that we issue a draft tentative 

report for tin oxide.  That it's safe as used, and 

when presumably that's seconded and during the 

discussion phase I'll mention that we should have 

the inhalation boilerplate included in the 

discussion to cover the issue of pneumoconiosis. 

Any other comments? 

MR. JOHNSON:  Yes, Dr. Marks.  Before 

in terms of the accounting of the discussion, you 

had said that even though the RIPT data are not 

up to 5 percent -- 

DR. MARKS:  Right, that'll be the second 

discussion. 

MR. JOHNSON:  That'll be in there also? 

DR. MARKS:  Tin oxide is not absorbed, 



it's not soluble so we don't need an RIPT up to 

5 percent use concentration. 

MR. JOHNSON:  Okay. 

DR. MARKS:  Thanks, Wilbur. 

MR. JOHNSON:  Okay.  You're welcome. 

DR. MARKS:  Any other comments about tin 

oxide, since we're deleting tin?  None?  Okay.  

Let's move on to chlorphenesin.  It's Green Book, 

also.  This is also -- 

MR. HILL:  Big Green Book. 

DR. MARKS:  A substantial Green Book, 

and that's not even -- don't have way too many in 

here, so we'll see if we have it.  There are lots 

of uses -- 

MR. JOHNSON:  Excuse me, Dr. Marks, 

before we conclude with tin oxide.  We did receive 

some Wave 2 data on tin oxide, so I just want to 

confirm that you want those data incorporated 

into the safety assessment.  We just have acute 

orotox, acute parental toxicity data, and 

additional data relating to non-cosmetic use.  

All on tin oxide. 

DR. MARKS:  That seems certainly to be 

relevant. 



MR. HILL:  I was going to say, why would 

we not put it in? 

DR. MARKS:  Yes. 

MR. JOHNSON:  Okay, I just wanted to. 

DR. MARKS:  Yeah, but none of it sent 

alerts, Ron.  Obviously that Wave 2 wasn't a 

concern.  So this is the first time -- 

MR. HILL:  I'm looking at it right here. 

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

seen this draft report on chlorphenesin.  So the 

first time we're reviewing this cosmetic 

ingredient.  There are over 1,000 uses. 

Just to clarify in the notes that Alan 

sent me, there is some confusion about the 

cosmetic ingredient chlorphenesin, and the drug 

mayolate musin, a central-acting muscle relaxant 

to treat muscle pain and spasm which is sometimes 

incorrectly called chlorphenesin, even though 

its correct chemical name is chlorphenesin 

carbomate.  The drug chlorphenesin carbomate is 

not currently in use in the U.S.  It's a biocide, 

it has over 1,000 uses. 

So as we go through -- Wilbur, you'll 

obviously -- it's going to be important 



discussant that we're not talking about the drug 

here, we're talking about the cosmetic ingredient.  

So the issues of this central-acting muscle 

relaxant presumably are not applicable.  But at 

any rate, Tom and Ron, do you have any 

insufficient data needs? 

DR. SLAGA:  There is bacterial 

mutagenesis, but no mammalian, and there's not a 

28-day dermal study.  And on the other I had 

the -- there are two baby products which, based 

on what you said, but it doesn't give any 

concentration for it.  It says "not available." 

MR. HILL:  I noted that, too.. 

DR. MARKS:  So -- 

DR. SLAGA:  And it should have absorbed 

all these --  

DR. SHANK:  It does -- oh.  But 

phototox -- 

DR. SLAGA:  Yes. 

DR. MARKS:  Yes.  So, let's go back.  

Impurities.  Was that section okay?  I had that 

there was -- let me see.  When I looked over that, 

there's formaldehyde.  Was that an issue in this? 

DR. SLAGA:  I don't have any issue. 



DR. MARKS:  Okay. 

DR. SLAGA:  I'm fine with it.. 

MR. HILL:  Now, formaldehyde came up in 

production by oxidation with periodic acid, which 

is not relevant.  I mean, yes you can do that 

well-known chemistry, but that shouldn't be 

occurring under any cosmetic use that I can 

imagine or envision. 

DR. MARKS:  So, Tom.  You mentioned 

28-day -- 

DR. SLAGA:  Well, there's no data for 

that. 

DR. MARKS:  So 28-day dermal tox? 

DR. SLAGA:  And no mammalian 

mutagenesis. 

DR. MARKS:  Ron?  28-day dermal tox? 

DR. SHANK:  I didn't have that need.  

There is a carcinogenicity bioassay, 

anti-tumor -- 

DR. SLAGA:  Yeah, it's anti-tumor.  If 

you look at it as that particular study, there was 

two IP doses of chlorphenesin injected, but there 

was really no control for the, you know, 

chlorphenesin alone or, you know, other than 



those two injections.  It has an anti effect on 

the DMBA TPA type of studies, but it to me wasn't 

really controlled for chlorphenesin. 

DR. MARKS:  So you would want mammalian? 

DR. SLAGA:  Well, we had bacterial.  If 

we had mammalian, then the bacterial was, I 

believe, negative.  If mammalian would be, then 

it would be a need for carcinogenicity. 

MR. HILL:  Let me add to that is that 

chlorphenesin carbonate is known to be converted 

to chlorphenesin in-vivo.  So if we picked up the 

pharmacology -- we picked up some of that tox data, 

enough to suggest that we don't have a problem 

there, then we don't have to worry about it at all.  

But I made a note here.  I put, we need to have 

captured what is known about chlorphenesin 

pharmacology, even though we're, you know -- the 

carbomate is what I meant to say.  As a muscle 

relaxant, so we can relate it back to -- we're not 

going to see these problems because we're now 

talking dermal or incidental.  The levels are much 

lower, like that.  And I don't know this as a 

philosophical thing that we don't normally do 

that. 



So, I don't know.  Maybe I'm opening a 

can of worms here.  But -- 

DR. SLAGA:  Well, this is the first time 

we've seen it, so we should ask for whatever -- 

DR. MARKS:  So specifically, you want 

mammalian -- 

DR. SLAGA:  Mutagenicity. 

MR. HILL:  And I guess what I'm saying 

is, we may not need it if data from chlorphenesin 

carbomate suggests that there is no need for that, 

but we don't have that information in here 

captured and I didn't go out and search for it in 

preparation for this meeting. 

DR. SLAGA:  IT may be available, I don't 

know. 

MR. HILL:  If it was done with the 

carbomate, I think we can translate that easily 

to this particular molecule because that in vivo 

conversion is well characterized and known.  But 

I don't know if that's opening a can of worms to 

an ingredient that we're not considering here.  

That's the only question I had. 

But I think, you know, if you go back 

and look because that was in human use and drugs, 



if you go back for I don't know how many years it 

was on the market -- if you go back and look and 

determine that it's clean in that regard, then I 

don't see any reason to have to put on somebody 

to do those studies. 

But I did note that our repeated dose 

toxicity was strictly oral.  Grant you, the doses 

are high but again, I just keep reminding that 

rodents are extremely efficient at first-pass 

metabolism.  And so just because you're giving 

1,000 milligrams per kilogram and maybe it's not 

very soluble, we may not be getting much into the 

system, even at those high doses.  So I think 

perhaps -- 

DR. SLAGA:  I mean, overall, I didn't 

have concerns about this -- 

MR. HILL:  My concern there was only 

that we were lacking concentration of use data in 

a number of these categories.  If we'd known, yeah, 

okay, it's only a 2 percent on the skin, whatever. 

DR. MARKS:  So let's go back.  It's 

interesting indirect -- not indirect, but an 

interesting data set.  You suggest, Ron, that we 

could take the drug data and if that's not 



mammalian mutagenic, then that would satisfy. 

DR. SLAGA:  But they probably would have 

tested it for the carcinogen, wouldn't it? 

DR. MARKS:  Yeah, carbomate. 

MR. HILL:  Well but, I'm saying is if 

that's clean then this is clean because the 

carbomate is known to be converted facilely and 

relatively rapidly into chlorphenesin. 

DR. SLAGA:  Even in bacterial system, 

or mammalian cells? 

MR. HILL:  No, I'm suggesting -- 

DR. SLAGA:  You're talking about going 

through the liver. 

MR. HILL:  Yeah, okay -- yes. 

DR. MARKS:  Yeah, and you're talking 

about if you put it directly on the skin. 

MR. HILL:  I guess I'm saying if in the 

studies they use to put that drug on the market, 

there was no hint.  Then, do we really need it?  

Of course, it's -- 

DR. MARKS:  Well, they ask for that data.  

So, the mammalian mutagenesis -- 

DR. SLAGA:  I mean, even as Ron pointed 

out it's anti-tumorigenic if you inject it.  So, 



you assume that there's nothing but it wasn't 

really controlled alone. 

DR. MARKS:  So, 28 -- so getting back.  

So, Tom.  Where do you come down on this?  Is this 

a data need and we can't go forward, this would 

be insufficient data if we don't get that?  Or 

should we ask for it, see what comes, and then make 

a decision? 

DR. SLAGA:  Yeah, I think -- 

DR. MARKS:  I think we may not get it 

unless you put out insufficient data and then we 

have to say in another -- the next time we review 

it, well, we really didn't look at this. 

DR. SLAGA:  We usually always like to 

see 28-derm and this is void of that. 

DR. MARKS:  Yeah.  And, Ron, you said 

you didn't need a 28-day derm.  Is that right? 

DR. SHANK:  Yeah, it was negative in 

everything else.  There is immune activity, but 

actually it increases survival in the tumor study.  

It didn't increase infection rates in any of the 

studies.  So, I wasn't concerned there. 

The HRIPT sensitization data were 

negative.  There were case reports that were 



positive, but you don't know what else was 

involved there. 

DR. MARKS:  Exactly, irritation -- 

DR. SHANK:  So actually I didn't have 

any concerns.  But I'll certainly go along with 

the mammalian genotox. 

DR. MARKS:  So, mutagenicity, so that's 

one.  And then the concern about the concentration 

in baby products. 

MR. HILL:  Yeah, because I had a lot 

of -- 

MR. ANSELL:  It couldn't exceed.3. 

MR. JOHNSON:  Let me say this, that 

would -- 

SPEAKER:  That would be why?  Because 

of its use as a preservative. 

SPEAKER:  Is there some actual use on 

this? 

MR. HILL:  Yeah, it just stood out 

glaring form that.  I agree with you, it stood 

glaringly out in that table.  We were lacking 

reports on underarm deodorant and those baby 

products.  Everything else was.3 or below. 

MR. JOHNSON:  The current FDA data 2012 



data indicate that it's no longer being used in 

baby products. 

DR. MARKS:  Oh, interesting.  Okay. 

DR. SHANK:  Makes it easy enough.  As 

long as we're on that table, Table 2. 

DR. MARKS:  Which page? 

DR. SHANK:  Report 11, Book 17. 

DR. MARKS:  Seventeen, yeah.  Okay. 

DR. SHANK:  What we have for number of 

uses for nails, mucous membrane, less than one.  

How does that work?  We have less than one use? 

DR. MARKS:  Maybe it means less than one 

geographic mucous membrane. 

DR. SHANK:  It's probably just -- oh, 

number of uses is 0.000 -- 

MR. JOHNSON:  Okay, yes.  That's a 

mistake.  Yeah, that's a mistake. 

DR. SHANK:  I don't know if 

that -- that's a mistake. 

DR. MARKS:  That means that's an 

out -- okay, thank you. 

DR. SHANK:  For nails -- 

DR. ANDERSEN:  Wilbur, you sent out the 

new VCRP data in Wave 2, so -- 



MR. JOHNSON:  Yes. 

DR. ANDERSEN:  You got an update -- 

DR. MARKS:  Somehow I didn't get that 

in here.  Yeah, I missed it. 

DR. ANDERSEN:  But, yes. 

DR. MARKS:  I missed it on that. 

DR. ANDERSEN:  Probably is one or lower. 

DR. MARKS:  Okay.  Well, that will be 

cleaned up, obviously, in the next rendition. 

DR. SLAGA:  There's really no real issue.  

Those were just -- 

DR. MARKS:  Right, typos. 

DR. SLAGA:  No, no.  I meant for the 

mammalian mutagenicity and 28 dermal.  Those 

were -- I, like Ron, didn't have any trouble with 

it but those were glaring so I just -- 

DR. MARKS:  So do we want to move forward 

with an insufficient data announcement for 

mammalian mutagenesis or do we want to do safe? 

DR. ANDERSEN:  Before you go there -- 

DR. MARKS:  Oh, okay. 

DR. ANDERSEN:  -- talk to me about the 

immunosuppressant data.  It seemed to contradict 

the findings on anti-tumorigenicity, but there's 



still a section here on immunosuppressive 

activity of chlorophenesin. 

DR. MARKS:  Which page are you on? 

DR. SHANK:  Page 7. 

SPEAKER:  Panel Book 7 -- oh, I'm sorry, 

Panel Book 13, Report 7. 

DR. SLAGA:  The top of the page. 

DR. ANDERSEN:  As I read it, the 

phenomenon seems to be linked when antigen and 

chlorphenesin are given simultaneously -- 

MR. HILL:  Right. 

DR. ANDERSEN:  -- so I don't know how 

that impacts, but some comment would be useful. 

DR. SHANK:  Well, I did mention that 

there is immune activity there. 

DR. MARKS:  Right. 

DR. SHANK:  But in these longer-term 

studies, it actually increased the survival rate 

of the animals, which would not -- 

DR. SLAGA:  An increased immunity in 

that space. 

DR. SHANK:  Yes. 

MR. HILL:  The note I had on that section 

was -- I'm sorry, go ahead.  I thought you were 



finished. 

DR. SHANK:  I am finished. 

MR. HILL:  My note was, how do these 

concentrations compare to plasma or tissue 

concentrations observed in chronic dermal tox 

studies?  Of course, there was a gap in time and 

I didn't realize we don't have chronic dermal tox 

studies.  But I wrote, did the authors comment on 

the relevance of these concentrations.  That's 

the question I had here. 

And then I thought, I'm getting to the 

age where melanoma could be a real problem, this 

sounds like a promising thing. 

DR. MARKS:  So, Ron, how would you want 

to handle this?  Ron Shank. 

DR. SHANK:  In the discussion.  We 

certainly have to talk about these immune 

response studies.  There are three of them.  But 

that the rest of the -- especially the 

inter- tumorigenicity studies would not support 

immune suppression. 

DR. SLAGA:  It would be sufficient in 

the discussion. 

DR. MARKS:  So, you would point out 



there are studies that suggest immune suppression, 

but it did not have an adverse effect in terms of 

tumor promotion. 

DR. SLAGA:  Well, long -- synthesized 

the tumor promotion studies are longer-term than 

these studies under immunosuppression.  And 

actually, as you said, the animals lived longer, 

too, at least. 

DR. MARKS:  Well, from an infectious 

point of view, is there a concern there, putting 

this on?  So it doesn't seem from a tumorigenesis 

point of view it's an issue.  From an infectious 

point of view, it says here when they -- what was 

it?  If they did -- is it BCS or PPD for 

tuberculosis?  BCS reaction.  So, significantly 

reduced the tuberculant reaction in guinea pigs. 

DR. SHANK:  Somewhere in here it says 

decreased infection rates in animals. 

MR. HILL:  There was a study, at least 

in albino rabbits, where there was at least no 

increased susceptibility to infections.  It was 

found -- I'm seeing it in the summary, I'm going 

back to the -- 

MR. ANSELL:  Is the model relevant?  



Since these are all co-administered with antigen 

to cause these effects? 

MR. HILL:  Right.  I thought that was 

where, you know, in the summary my note for that 

summary paragraph is this summary paragraph needs 

to leave an impression more consistent with the 

totality of the findings, especially no increased 

susceptibility to infections.  It didn't include 

the carcinogenicity results, but so it goes to 

what you were saying.  I was just trying to find 

the original. 

DR. SHANK:  The infection is on report 

page 8, near the end of the paragraph that starts, 

"Female Swiss mice."  That had a pronounced 

bearing effect on the mortality. 

MR. HILL:  That was leukemia infection. 

DR. SHANK:  Leukemia after infection 

with the virus. 

MR. HILL:  Microbial infections is on 

report page 7.  It's right two sentences before 

reproductive and developmental toxicity.  

Effective as an immunosuppressant agent, only 

when administered joint with the antigen did not 

affect existing antibody levels or the secondary 



response and did not increase the susceptibility 

of the animals to infections. 

DR. MARKS:  Okay.  So, I think we in the 

discussion, then, Wilbur, we would acknowledge 

that section under immune suppression, the 

results of that.  But when one looks further there 

was no evidence that there was tumor promotion nor 

increased infections in animals that were 

exposed. 

DR. SLAGA:  In longer-term studies. 

MR. JOHNSON:  Just one more time so I 

just make sure I have that captured. 

DR. MARKS:  Yes.  Essentially, we 

acknowledge that there's some studies that 

suggest that there's immunosuppression.  That's 

on Panel Book page 12 and 13, but not only in that 

section where you pointed out, Ron Hill, about the 

infection.  No increase or no promotion of 

infections were observed, nor was there tumor 

promotion observed in other studies.  And you 

mentioned the chronic ones there. 

So, I think it's the main thing that 

even though it appears to have this 

immunosuppressive potential, that we saw no 



consequences of this. 

DR. SLAGA:  Probably the function of the 

host. 

DR. MARKS:  The function of the host, 

yeah? 

MR. ANSELL:  Well, also two of those 

three studies were not with material alone. 

DR. MARKS:  Yeah. 

MR. ANSELL:  I mean, they were 

co-administered.  So, I wonder about the 

relevance of the model for its use in cosmetic 

applications. 

DR. MARKS:  That's also an excellent 

point. 

MR. HILL:  And Wilbur, I mean, we don't 

have concentrations, of course, in the VCRP, but 

am I correct that deodorants disappeared and 

dropped off the map?  I don't see it, but 

I'm -- baby products did, but? 

MR. JOHNSON:  The nail polish and the 

enamel.  That category is no longer there. 

MR. HILL:  I don't see deodorants, 

either, and that was the other place where we 

didn't have a concentration of use. 



MR. JOHNSON:  Just the baby products and 

the nail products. 

MR. HILL:  So we don't know about 

deodorants but we think it shouldn't be above.3 

percent like everything else? 

DR. MARKS:  So, tomorrow presumably I'm 

going to second a motion that we have a draft 

tentative report on chlorphenesin, that it is 

safe as used conclusion.  Correct? 

DR. SHANK:  Even one from mammalian 

genotypes? 

DR. SLAGA:  First time around one should 

ask for it just so we're consistent. 

DR. MARKS:  So you want an insufficient 

data announcement.  Yeah, okay.  I wasn't -- okay.  

I guess on the sidebar up here I didn't hear you 

being firm about that. 

DR. SLAGA:  No, I'm not firm.  It's so 

negative to everything else -- 

DR. MARKS:  That gets back to what Jay 

says.  If we don't get it the next time are we going 

to flip and say, oh we don't really need it? 

DR. SLAGA:  Then we'd get mad.. 

MR. ANSELL:  So, insufficient for 



which? 

DR. MARKS:  The mammalian mutagen. 

MR. ANSELL:  Okay. 

DR. MARKS:  Mutagenesis. 

MR. JOHNSON:  So we don't need the 

28-day dermal tox data? 

DR. SLAGA:  Ask for both. 

DR. MARKS:  Well, now.  Wait a second.  

We usually don't -- I don't think we ask for it.  

We don't put insufficient data announcement 

unless we really need that data to come to a 

conclusion of safe.  So, if we don't need the 

28- day tox it's -- 

DR. SLAGA:  We don't need the mammalian 

mutagenesis. 

DR. MARKS:  -- we don't need that either.  

So, I think we move forward with safe, then, if 

we don't really need it. 

DR. SHANK:  Okay. 

DR. MARKS:  Because if we don't have any 

more data next time and we say, well now we don't 

need it, what's changed?  Okay. 

DR. ANDERSEN:  Very good question.  I 

think if in the discussion tomorrow Tom has a 



kindred spirit on the other team -- 

DR. MARKS:  Yes. 

DR. ANDERSEN:  -- that's saying, wait 

a minute, I want mammalian genotox, then you will 

be in synch and you can at that point change 

strategy.  But where you are now -- 

DR. SLAGA:  Sleep with the enemy?  

(Laughter) 

DR. MARKS:  They're playing their cards 

first, so I'm prepared to -- 

DR. SHANK:  Strange bedfellows. 

DR. MARKS:  I'm prepared to second a 

motion that we issue a draft tentative report with 

a safe as used, and I'm prepared also to second 

a motion that insufficient data for the moment -- 

DR. SLAGA:  If they ask for the 28 -- 

DR. MARKS:  -- 28-day -- I'm not sure 

I'm going there.  Ron Shank really said we don't 

need 28-day, nor did Ron Hill say we need that.  

So I think we're only going to do the mammalian 

mutagenesis.  We're definitely in the discussion 

going to capture the sense of -- thank you, Alan, 

for pointing out how we need to deal with immune 

suppression.  That may be the reason why the 



irritation and sensitization data is all clean, 

Ron.  You know?  Because it's immunosuppressive, 

so it wasn't a sensitizer or irritator.  It 

doesn't allow the inflammatory response. 

Okay.  So, we move on to the next.  I 

don't know what time it is, but I -- 

MR. HILL:  It's noon. 

DR. MARKS:  Oh, is it noon? 

DR. ANDERSEN:  I think it's lunch time. 

DR. MARKS:  Lunch time.  Okay, well this 

is appropriate.  Cucumber is on the menu. 

(Recess)  

DR. MARKS:  Now that we got the two Rons 

here, let's convene for the afternoon.  At our 

morning pace at three ingredients an hour, we will 

be done in time for dinner.  We'll be done at 6:00.  

So, there was a little pause -- 

MR. HILL:  I think those were even the 

most complex ingredients, unfortunately, that's 

the problem. 

DR. MARKS:  Yeah, I hear you.  Okay, so 

now we're -- let's move on.  I have cucumber as 

our -- cucumis sativus is our next ingredient.  

And you remember that in March of this year we 



issued a tentative report with a conclusion that 

these six cucumber-derived ingredients were safe.  

We actually received or had some more information 

beyond that report that just confirmed that 

conclusion of safety, so we're at the position now 

to issue a final report on these cucumber 

ingredients with a safe as used concentration. 

Do we have any contrary opinions among 

the panel members, and is there anything in the 

discussion -- 

DR. SLAGA:  Nice report. 

MS. FIUME:  Thank you. 

DR. MARKS:  Thank you.  Tom says, nice 

report.  Ron's in the discussion, the inhalation 

exposure.  That's all fine, and Tom, the tumor 

promotion study, the way that was discussed is 

fine. 

DR. SLAGA:  Fine, too. 

DR. MARKS:  Okay.  Jay?  You had a 

comment. 

MR. ANSELL:  Yeah, the 

boilerplate -- you know, we've worked very hard 

on it and we're really quite pleased with it.  But 

I don't know that it should be used just randomly.  



There's no evidence that cucumber would present 

any type of toxic effect, deposit in the 

nasophareal or bronchial region in the 

respiratory may cause toxic effects depending on 

their chemical and other properties.  Is that 

really relevant here?  I mean, I guess -- 

DR. MARKS:  My first question is, do we 

have inhalation tox on cucumber?  I guess because 

we put it in as a substitute for no inhalation tox.  

So, the ingredient has the potential to be inhaled, 

and -- 

MR. ANSELL:  But there's no irritation, 

there's no -- 

DR. MARKS:  I'll let Ron Shank and Ron 

Hill and Tom address that.  That was my sense, is 

if we don't have any direct inhalation toxicity 

data on the ingredient then we put the boilerplate 

to cover why we don't need.  Is that correct? 

DR. SHANK:  That's correct.  Because 

just the particulate could be a problem if it were 

inhaled.  But it's not, so. 

MR. HILL:  Where is it slapped into this 

report? 

DR. MARKS:  It's in the discussion, 



Panel Book page 21, and it's the third paragraph. 

MR. HILL:  Okay, because there were a 

number of places where the boilerplate appeared 

in some of these other reports where I thought 

they needed modified based on what report they 

were sitting and not just -- that's why I said 

"slapped in." 

DR. MARKS:  So it just addresses that 

place, as absent inhalation data the panel noted 

that the fruit extract posed no irritation, just 

what you mentioned at concentrations at up to duh, 

duh, duh, duh for this group or used at 

concentration.  That may be -- 

MR. ANSELL:  Then to follow with a 

sentence that says, toxic effects depending on 

their chemical and other properties after we've 

just described -- 

MR. HILL:  I think this boilerplate 

wasn't meant to be put in with that exact language 

in it.  I think that was the place where these 

boilerplates are all supposed to be modified in 

every single report to reflect what we actually 

find for the substances.  And so, I flagged that 

in most of the reports.  I didn't catch that in 



here. 

Personally, I think after the word 

"aerosolized" about five lines down in that 

paragraph we could just stop in this particular 

report.  Because we've already said no sign of 

anything up to 2-1/2 percent or less than.2 

percent.  Yeah. 

DR. SLAGA:  But we clearly had a 

discussion about the -- even if it was of a certain 

size, it still could be deposited in the 

nasopharyngeal area.  Not that we're trying to say 

that there's something wrong, but that was pretty 

extensive discussion of -- 

MR. HILL:  It was, and I think you know 

in one of these cases I wrote, may in principle 

cause toxic effects or could potentially have the 

possibility of causing toxic effects, or 

something like that.  I think the language that 

we just ended up with is too forceful in places 

where there's simply no problem.  But maybe 

I'm -- at last when we're finalizing it, maybe I 

tuned out too much, I don't know.  But it has 

troubled me in the same way it has troubled you.  

Every time I've encountered it in these reports, 



we've got this time. 

DR. SHANK:  Do you want to leave out that 

last sentence in the third paragraph?  Okay. 

DR. SLAGA:  The nevertheless sentence? 

DR. SHANK:  Nevertheless? 

MR. HILL:  I was suggesting even what 

came before that, at least some of it might not 

be needed or it might need to be toned down or 

something, I don't know. 

MS. FIUME:  I've asked Christina to see 

if Ivan is available to come, because he crafted 

the discussion based on what was done -- 

MR. HILL:  I know. 

MS. FIUME:  -- and we had talked about 

it.  So, if he's available I think he's going to 

step into the room, because it affects a number 

of the reports. 

DR. SHANK:  So, I guess, Jay and Ron, 

the question is in my mind being overly-cautious 

is the way the paragraph reads now.  Does it do 

any harm -- here's Ivan. 

SPEAKER:  I don't think it does any 

harm. 

MR. ANSELL:  No, no, no.  I wouldn't 



go -- 

DR. MARKS:  So, I mean, is it worth the 

wordsmithing if it doesn't do any harm?  So, Ivan, 

we're on cucumber.  Panel Book page 21 -- 

MR. HILL:  I'm just going to hand him 

mine.  Where this bracket -- 

DR. MARKS:  And the question that Jay 

brought up was, is the third paragraph there 

discussing incidental inhalation exposure.  Is 

that too robust?  And I guess the problem is if 

it's doing harm, then we're going to be spending 

a fair amount of time wordsmithing every time we 

come up with inhalation, but maybe that's what we 

should be doing? 

MR. BOYER:  Well -- and again, the 

boilerplate is meant to fill in, to help with the 

language in these situations where we don't have 

a good robust data set for inhalation toxicology 

in particular.  And the boilerplate language as 

it stands, or at least the boilerplate templates, 

were developed -- 

MR. HILL:  Right -- 

MR. BOYER:  -- to address those 

situations, these two sentences that I think the 



Council has a problem with in this particular 

report, and I think maybe in one or two other 

reports.  It's a point that Dr. Shank in 

particular insisted that we include in the 

boilerplate. 

MR. HILL:  And I agreed with him for the 

reasons and purposes, definitely. 

MR. BOYER:  Right.  And so in this 

particular case, let me just include it in the 

discussion section and some other sections we've 

got similar language in the cosmetic use section. 

MR. ANSELL:  Well, I mean, it's not a 

major issue.  We kind of just brought it up and 

I think, like Ron said, it really isn't in the 

absence of data.  I mean, you know, we've got 

irritation up to 2-1/2 percent.  You know, at 10X 

the actual amount.  There's no sensitization, 

there's no phototoxicity.  So, we're not basing 

the inhalation issue on the absence of exposure.  

We're basing it on a lot of it isn't irritating 

and there's no data which suggests that it would 

be a problem. 

So, the inclusion of a statement that 

it may cause tox effects depending on their 



chemical and other properties when we've looked 

at the chemical and other properties, just seems 

a bit overly cautious here. 

DR. MARKS:  So, Jay, what would you 

strike in that paragraph if -- 

MR. ANSELL:  Just the one sentence. 

DR. MARKS:  Which one is that? 

MR. ANSELL:  Inhalation deposit in the 

nasopharyngeal and bronchial regions of the 

respiratory tract may cause toxic effects 

depending on their chemical and other properties.  

I think the -- 

DR. MARKS:  You would eliminate that 

one? 

MR. ANSELL:  Yeah. 

DR. MARKS:  Because it's actually 

exactly what Ivan was referring to with Ron Shank, 

as I remembered, so. 

MR. BOYER:  Yeah, and actually -- 

DR. MARKS:  So, let's finish with this.  

Rons or Tom, do you have any problems deleting 

that one sentence? 

DR. SHANK:  No. 

DR. MARKS:  No, okay.  The other thing 



I would want to bring up is why is phototoxicity 

used as a reassuring negative study?  I understand 

the irritancy and the sensitivity, but why would 

you include phototoxicity?  I don't think there's 

going to be too much light to get down in these 

regions.  So, I might delete -- since we're 

deleting now, I might just delete "or 

phototoxicity."  In that sentence it would be in 

the absence of -- where is it -- concentration or 

sensitization or photosensitivity.  I don't know.  

If you're going to be, I think, purely logical why 

would you include that? 

DR. SHANK:  I don't see where you are. 

DR. MARKS:  It is -- 

DR. SHANK:  Oh, now I see it.. 

DR. MARKS:  It's the fourth line -- 

DR. SHANK:  Now I see it. 

DR. MARKS:  It says, "sensitization -- 

MR. HILL:  You don't want to hang onto 

it? 

DR. MARKS:  -- or phototoxicity at 

concentrations."  I would just delete "or 

phototoxicity" because I don't think it's 

relevant.  Rons? 



MR. HILL:  Delete phototoxicity. 

DR. SHANK:  It's okay. 

DR. MARKS:  Yeah, okay.  So, we did make, 

Monice, some changes there in the discussion, and 

I'll mention that tomorrow, the changes, although 

perhaps the other team will pick that up, too.  Let 

me see. 

I think it's going to be presented by 

the Belsito.  Remind me if I -- so, see changes 

in discussion.  And that's the inhalation.  And 

that's page 21, Monice.  Okay? 

MS. FIUME:  Okay. 

DR. MARKS:  So, we'll delete the 

phototoxicity and we'll delete the sentence 

relevant to the nasopharyngeal and bronchial 

regions.  Okay. 

MR. HILL:  Yeah, I'll make one other 

comment.  I still think the issue I raised about 

extraction method is pertinent, and even with 

respect to the seed extract.  The reason I'm not 

worried about it here is because -- and maybe we 

need to change something about Table 5.  But where 

it gives the percentages of triturpene alcohols 

and they have 52 percent for isomultiflorinol.  I 



think it wasn't abundantly clear that that's 52 

percent of.002 percent of the matter that's there 

in the seed.  And so, what you're really looking 

at is.001 percent of the seed, not 52 percent of 

the seed.  And so then, when you look at 

concentrations of use the potential amounts are 

extremely small.  But the way that was written in 

the table -- and then if you look at the biological 

activities of any of these that are prominent, 

they're not a big concern anyway. 

But the point is, it's 52 percent of 

total triturpene alcohols.  Those are only -- yeah, 

which it's there written in the table and maybe 

I just probably missed it. 

DR. MARKS:  What page? 

MR. HILL:  Never mind, I don't even want 

to show you. 

DR. MARKS:  Okay. 

MR. HILL:  But it relates the concern 

I had.  Potentially if you use an unusual 

extraction method, we didn't know.  So if you took 

only the seeds, not the whole fruit, you know, and 

then you use an extraction method that gets rid 

of most of the oil.  So if we used, for example, 



super-critical carbon dioxide, it's like diethyl 

ether.  You wouldn't pick up a lot of the lipids 

but you might get some of these -- because you 

could have -- you know, we had that in the context.  

The discussion is, why did those animals that were 

dosed with acetone extract die, you know? 

DR. MARKS:  So, Ron.  Do you think -- 

MR. HILL:  It's conjectural.. 

DR. MARKS:  Ron Hill.  Do you 

think -- this is something that came up this 

morning.  I think Paul Snider was the first to 

bring up the issue, and I sort of suggested.  Do 

you think that we should have a boilerplate 

addressing that specific issue with botanicals?  

Because we talked about present use and 

concentration, which is always included.  Should 

we have a present extraction methodology of what 

is used or the ingredients or similar to what we 

reviewed?  Should there be a boilerplate in the 

discussion so that any time we see a botanical we 

always include it?  It's expected that whatever 

ingredient -- that if a manufacturer is going to 

use a botanical it's going to be similar in 

chemical makeup as to what we reviewed, both in 



the individual chemicals that are identified and 

in perhaps the extraction methods, if it's noted. 

I'm just throwing that as a 

hypothetical question, whether or not we should 

have a boilerplate addressing that. 

DR. SLAGA:  Sometimes I think we can 

overdo boilerplates.  That's what I worry about 

here.  You know, it's a good document.  I don't 

think -- 

DR. MARKS:  Why not for this?  I may, 

moving forward with what we heard this morning.  

What's your feeling, Ron Shank?  Just leave it as 

we're doing and -- 

DR. SHANK:  Leave it -- 

DR. MARKS:  -- the manufacturer should 

assume they're going to do it -- 

DR. SHANK:  Yeah. 

DR. MARKS:  -- with ingredients that 

match what we have in our report?  You would leave 

it without a boilerplate? 

DR. SHANK:  Yes. 

DR. MARKS:  Okay, good.  That makes it 

simpler. 

MR. HILL:  Yeah, but if there are any 



particular ingredients of concern, you'd -- 

DR. MARKS:  We could highlight that. 

MR. HILL:  Yeah, maybe pulegone is a 

prime example. 

DR. SLAGA:  Yeah, we'll highlight it. 

DR. MARKS:  Yeah. 

MR. HILL:  And I think we still can't 

get to, you know, what are the possibilities for 

mixtures, but. 

DR. MARKS:  Okay, cucumber.  We've 

digested that one enough.  (Laughter) 

DR. SLAGA:  Well, actually you can burp 

it up pretty easily. 

DR. MARKS:  Yeah, right.  That's 

actually what Julie said.  She won't eat it.  

Bis-diglyceryl polyacyladipate.  How do you say 

that? 

SPEAKER:  Polyacyladipate. 

DR. MARKS:  Thank you.  Okay.  Let me 

see here.  March we issued an insufficient data 

announcement, and we needed representative 

structures, methods of manufactures, and 

impurities, and we've received data.  Are we okay 

with what we've received?  Can we move on with a 



safe at this point? 

DR. SHANK:  Yes. 

DR. SLAGA:  Yes, I agree. 

DR. MARKS:  So we would move -- let me 

see.  So, tomorrow I will move that we issue a 

tentative report that these ingredients are safe 

as used. 

Let me see.  Rons?  Tom, also?  Do we 

need a catalyst identified in the methods of 

manufacturing?  Do we need a catalyst mentioned, 

or not? 

MR. HILL:  I had a little debate with 

myself about that issue, but I don't remember what 

the conclusion was.  Seemed like I put that to bed 

in my mind, and I don't know how. 

I have a lot of markings on this draft 

discussion, I will say that.  I'm trying to 

determine if they're all editorial. 

DR. MARKS:  So, the Rons, you don't feel 

in the -- 

DR. SLAGA:  I don't, I think it's fine 

how stated. 

DR. MARKS:  Okay.  And you liked the 

structures of that part? 



DR. SLAGA:  Yes. 

DR. MARKS:  You did? 

MR. HILL:  Yes, other than I -- 

DR. MARKS:  You liked the structures? 

MR. HILL:  -- felt that might be a 

helpful addition to put the structure of hydroxy 

stearic acid in there, but it's not here.  I made 

note of that, so that's just -- is it specifically 

12 hydroxy stearic acid?  That's just editorial. 

DR. MARKS:  Okay, any other comments? 

MR. ANSELL:  We would like to note the 

inclusion, again, of maybe toxic after an 

iteration no systemic toxicity, no reprotoxicity, 

no genotoxicity, no irritation, no sensitization 

at concentrations 15-fold over what it's used at.  

Suggests that it may cause toxic effects. 

MR. HILL:  So here's how I modified in 

this case.  We're on Panel Book page 20.  Just see 

what you think about this particular 

circumstance. 

DR. MARKS:  This is under the 

discussion. 

MR. HILL:  Yeah, it is the last six, 

seven lines -- last six lines of the discussion.  



So, I have the panel notes that 95 percent to 99 

percent of droplets particles produced in 

cosmetic aerosols would not be respireable to any 

appreciable amount.  And I scratched the next 

sentence, and I put, furthermore droplets or 

particles deposited in nasopharyngeal or 

bronchial regions of the respiratory tract 

present no toxicological concern in this case 

based on the chemical and biological properties 

of these ingredients.  And then, scratched the 

rest of it. 

I don't know if you follow what I said. 

DR. MARKS:  Ron? 

DR. SLAGA:  It's okay. 

DR. MARKS:  Yeah?  Okay.  Monice, you 

want me to read that tomorrow?  Is that editorial?  

Or should I have you, Ron Hill, read it? 

MR. HILL:  I'm perfectly happy to read 

it and see what they think. 

DR. MARKS:  Okay. 

MR. HILL:  Or, I can give it to you and 

you can. 

DR. MARKS:  Yeah, I'll have you read it.  

That's good, Ron.  You authored it.  Let me see. 



Since I am making the motion of leading 

it, we'll do -- any other editorial comments? 

DR. ANDERSEN:  Jim, before we go on I 

think one of the things that I want to take back 

is the thrust of this discussion, which we've had 

twice now.  And in a sense, the short version of 

what Ron Hill just went through was to point out 

that other exposures, nasopharyngeal and 

bronchial regions, are possible.  But there's no 

tox red flags that say we should care.  That's the 

short version.  And when that's true, we ought to 

be willing to say so. 

MR. HILL:  And that's what I tried to 

accomplish. 

DR. ANDERSEN:  I think -- it did very 

well. 

MR. ANSELL:  This is not a decision in 

the absence of data. 

DR. ANDERSEN:  Yeah, for this 

ingredient in particular -- 

MR. ANSELL:  Right. 

DR. ANDERSEN:  -- there's, rather, 

other information that could be put on the table.  

So, I think this was Ivan's original intent, and 



we're just going to have to revisit how we're 

implementing it.  That each time we use this 

boilerplate we really have to understand the 

totality of the data picture for the chemical in 

question and tailor it each time.  Rather, more 

than the word "boilerplate" would suggest. 

This is a framework maybe is a better 

word to apply, and we have to decide which 

sentences is best fit. 

MR. ANSELL:  A Chinese menu of -- 

DR. ANDERSEN:  In a sense, yeah.  But 

we ought to get out of the trap, in a sense, of 

calling the inhalation toxicity material 

boilerplate.  It's -- 

DR. MARKS:  Well, now the question comes 

as the other flip way would be is, leaving out that 

portion that talks about the nasopharyngeal in 

bronchial regions, and only include it when we 

lack the data.  That's what we're doing now.  We're 

taking it out, because we have this sensitization 

and irritation data, so. 

MR. HILL:  You know, there are -- and 

I think one of the reasons that was put in there 

is, there are unique activating mechanisms in 



that region -- 

DR. MARKS:  Right. 

MR. HILL:  -- that don't exist elsewhere 

in the body. 

DR. SLAGA:  And you can have pathology 

there. 

MR. HILL:  So if you have a substance 

where that could potentially happen, we have to 

maybe address it a little bit more.  But in this 

case where we have polymeric substances and even 

no conceivable metabolic breakdown products that 

are going to be of any toxicological concern, then 

we get the opportunity to write it off.  Whereas 

otherwise, the language sort of suggests an alert 

that doesn't need to be there, and I guess that's 

for the casual reader. 

DR. MARKS:  Okay. 

MR. HILL:  I have one more thing about 

the discussion, and then we're -- 

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

MR. HILL:  Somebody might ask looking 

at this report, particularly if they constructed 

a table or they looked at this table on Panel Book 

page 4 that while we don't have a lot of the data 



for this diglyceryl polyacyladipate-1, we have 

most of the data for -2 and not -1.  There's a 

reason for that, which is that there's not much 

difference and in fact one case there's only the 

added stearic.  It's on or it's off, I can't 

remember which way it goes, anyway. 

I just put a sentence in here, I think 

it's really editorial.  It comes after mouse 

micronucleus test that said, moreover -- it 

should say -- no.  Bis-diglyceryl 

polyacyladipate-1 is completely analogous from a 

toxicological perspective.  I don't know if 

that's a non-informative sentence or not, but 

somebody might ask the question because we've got 

all this data and we're discussing -2, why are we 

neglecting -1?  So I just put something in there 

designed to explicitly point out that from a 

toxicological point of view there's no -- there 

are no additional issues. 

DR. MARKS:  Ron, Tom?  Sound good?  So, 

Ron Hill, I'll be asking for you to comment on 

those two editorial comments.  And then obviously, 

you can do something -- you have a fair number of 

highlighters there.  Highlight the sentences you 



want to include, so it'll make it easy for Monice 

when she looks at -- 

MR. HILL:  She won't miss them anyway. 

DR. MARKS:  Even though she's heard it 

here.  Okay.  So, tomorrow I'm going to move that 

we issue a tentative report with a conclusion that 

it is safe.  There will be a couple editorial 

comments that Ron Hill will make, and we'll move 

this along. 

Any other comments?  Okay, good.  Next 

is the microbial polysaccharides.  I actually 

really like the title, because I was wondering how 

the heck did you get that?  It sounded like it 

could be something that I didn't want to put on 

my skin.  But any rate, this is our first review. 

DR. SHANK:  You like the title? 

DR. SLAGA:  I don't like the title. 

DR. SHANK:  I don't like the title, I 

think it should be changed. 

DR. MARKS:  Well, good.  I like the title 

because I was fearful when I first looked at the 

title, and then when I looked at the reason -- 

DR. SLAGA:  Well, you don't want to be 

fearful. 



DR. MARKS:  So, shall we begin with a 

title change then, Ron? 

DR. ANDERSEN:  Do you want to just call 

it "gum"? 

DR. SHANK:  That's better -- well, at 

least toxicologically when you say microbial 

polysaccharides some of those -- the lipo 

polysaccharides are quite toxic. 

DR. MARKS:  Yeah. 

DR. SHANK:  So, I'd like to avoid that 

association, if we can.  Gum sounds pretty good 

to me. 

DR. SLAGA:  Well, and they come from 

different sources.  It doesn't have to be only 

microbial.  It sounds like everything we're doing 

in here was only coming from -- it could be from 

different sources. 

Yeah, change the title.  Safe as used. 

DR. MARKS:  Well, we haven't even gotten 

down to -- this is the first review.  So, we could 

go to safe.  Let me see.  Actually, I'm not quite 

sure that I was ready to go -- that there were no 

needs, but we'll see there.. 

DR. SHANK:  But we'll see. 



SPEAKER:  Are they only -- 

DR. ANDERSEN:  Yes. 

DR. MARKS:  Yeah, that's -- 

DR. ANDERSEN:  Hence the title. 

DR. MARKS:  Yeah.  If you look on page 

8, Panel Book under definition and structure, 

that's where generally divided into three groups 

of microbial polysaccharides.  That's 

exo- cellular, cell one, intracellular.  I 

thought it was kind of interesting, actually, the 

title as I initially thought. 

So, you like gums?  You want to just call 

it gum? 

DR. SHANK:  Microbial gums? 

DR. ANDERSEN:  We were trying to 

discriminate between things that we've reviewed. 

DR. MARKS:  Yes. 

DR. ANDERSEN:  So, we've done the acacia 

gums -- 

DR. MARKS:  Yes. 

DR. ANDERSEN:  -- as a separate project.  

We've done galactomannans as a separate project.  

What makes this group unique?  Well, they're all 

microbially derived. 



MR. ANSELL:  They're all derived from 

(inaudible) 

DR. ANDERSEN:  Yeah.  But I don't know 

that there is any magic, it's just gum.  It doesn't 

discriminate from all of the other gums that we've 

reviewed. 

MR. HELDRETH:  Fermentation is not 

exactly true.  Some of these are structural 

polysaccharides, so it's not an actual release 

extra-cellularly.  That's why it's microbial 

polysaccharides instead of fermentation 

polysaccharides. 

SPEAKER:  I like gum. 

DR. MARKS:  So, Ron and Tom.  How about 

"other gums"?  (Laughter) 

DR. SLAGA:  No, no.  Not specified. 

DR. MARKS:  Do you want to put it -- so 

what don't you like?  Do you want to put in 

parentheses? 

DR. SHANK:  I don't like the 

polysaccharide. 

DR. MARKS:  Do you want to put microbial 

gums? 

DR. SHANK:  That's all right, but 



microbial polysaccharides -- there are some quite 

toxic ones. 

DR. MARKS:  Toxic ones.  So if you 

substituted gums, you would be -- because that 

would separate it from the other gums. 

DR. SLAGA:  That's a good compromise. 

DR. ANDERSEN:  How about 

microbe-derived gums? 

DR. SLAGA:  That's too long for a title. 

MR. HELDRETH:  Non-lipid microbial 

saccharides? 

DR. SHANK:  Non-lipid, okay.  But 

then -- 

MR. HELDRETH:  Because then you're 

talking about polysaccharides that have some sort 

of a lipid-like function -- 

DR. SHANK:  Lipo-polysaccharides. 

MR. HELDRETH:  -- attached to the 

polysaccharides. 

DR. SHANK:  That's right. 

MR. HELDRETH:  Not an unmodified 

polysaccharide. 

DR. SHANK:  They have a lot of 

biological activity. 



DR. LORETZ:  Is beta-glucan, though, 

can that not be derived from non-microbial 

sources? 

MR. HELDRETH:  Most of these can, but 

historically all of these guys are started as 

microbial polysaccharides.  It's like 

beta-glucan you can make from (inaudible), you 

can make it from simple grains. 

DR. LORETZ:  Right.  So, do we know, 

though, that that's -- the source isn't defined 

in the dictionary.  Do we really know if it's 

(inaudible)? 

MR. HELDRETH:  I mean, you never know 

what people are doing to make their stuff. 

MR. HILL:  That issue came up whenever 

it was a test day for OAD and I said, where did 

OAD come from?  That's not micro, last I checked. 

DR. MARKS:  Well, I didn't think we were 

going to get hung up on the title here, so let's -- 

MR. HILL:  Sorry. 

DR. MARKS:  No, that's fine.  I think -- 

DR. SLAGA:  Non-lipid is a good way 

to -- that's all you would have to add. 

DR. MARKS:  So it would be microbial 



non-lipid polysaccharides?  Is that how you would 

change the title?  But if you're putting any other 

gums, I guess it would be -- first on a search 

engine, it's all going to come up.  A lot of these 

are going to come up as gums, because -- 

DR. SHANK:  Well, is dextran a gum?  It 

is a gum to a chemist. 

MR. HELDRETH:  Yes, it's the most 

polysacchariding gum, it's synonymous. 

DR. SHANK:  Okay.  So then I'd call it 

microbial gums. 

DR. MARKS:  Okay.  That would make it 

easier when you look at some of these other 

plant-derived gums.  You know, that you're all on 

that same -- so, Tom. 

DR. SLAGA:  That's fine. 

DR. MARKS:  Ron?  Bart, you like gums?  

Get rid of that? 

MR. HELDRETH:  That's fine. 

DR. SLAGA:  He wants to chew on it. 

MR. HELDRETH:  Trying to be more 

descriptive, I thought polysaccharide was a 

little bit chemically more descriptive, but I 

think gums. 



DR. SHANK:  It is more descriptive, but 

there's an association when you say microbial 

polysaccharides there's an association of, oh-oh, 

you don't put those in cosmetics, do you?  Okay? 

DR. MARKS:  So -- 

MR. ANSELL:  Sorry, these are all 

microbial? 

MR. HELDRETH:  Historically.  I mean, 

you can make a number of these bi-multi-cellular 

fungi and -- 

MR. HILL:  That's still a micro -- 

MR. HELDRETH:  Historically, these 

are -- 

MR. HILL:  Fungi are still micro 

multicellular fungi. 

DR. MARKS:  So, microbial comes?  We 

like that? 

DR. SHANK:  I do, yes. 

DR. MARKS:  Tom, Ron? 

DR. ANDERSEN:  It's okay. 

DR. MARKS:  And Bart, you said it was 

fine.  Do we have any naysayers from the audience? 

DR. SHANK:  Tomorrow. 

DR. MARKS:  Well, we'll find out.  



That's part of the sparring, that'll be the fun 

part. 

DR. SLAGA:  Can we put that in 

parentheses, gums? 

DR. MARKS:  And then I'll bring up the 

issue of actually, Ron Shank, I'll call on you 

even though it'll be early in the morning.. 

DR. SHANK:  Okay, thanks. 

DR. MARKS:  To lead or make our 

discussion much richer, why you don't like the 

microbial polysaccharide.  So, again, this is the 

first time we've seen this group of ingredients.  

And so, lots of uses.  The xanthan gum has a little 

over 3,400.  One of the questions I asked -- and, 

Bart, maybe you can answer this.  Why so much data 

on the beta- glycan and the sodium bicarboxy? 

MR. HELDRETH:  They're used outside. 

DR. MARKS:  For use outside, yeah.  Rons, 

Tom?  Any data needs? 

DR. SHANK:  No.  These are very large 

molecules.  So, no.  No systemic toxicity is 

needed, because it will be absorbed.  They're not 

skin sensitizers, so. 

DR. MARKS:  So, the only -- let's go on 



page 48.  That should be Panel Book -- I looked 

in there, see if I have my thinking correct here.  

I said that the xanthan gum -- and that's the most 

commonly used -- 5 percent was irritating to the 

rabbit, and it's used up to 6 percent in cosmetics.  

So, let's see. 

So, I was a little bit concerned if it's 

irritating the rabbit at 5 percent, what would it 

do to a human if it were put on at a 6 percent?  

But where do I -- yeah, there it is.  If you go 

up -- actually it's page 47 under Table 10.  

Xanthan gum rabbits, 5 percent aqueous, they had 

a localized irritation with bleeding and cracking.  

That was daily application. 

So, that was a bit of an alert for me 

that if we have it at 6 percent in leave-on 

products, what's the -- I'd like to see an RIPT 

not so much for sensitization but for irritation.  

And I wasn't able to find in the data something 

that would reassure me about this study on rabbits 

with 5 percent aqueous.. 

DR. ANDERSEN:  Jim, where were you 

picking up those data from? 

DR. MARKS:  The 5 percent aqueous? 



DR. ANDERSEN:  Yeah. 

DR. MARKS:  Yeah, that would be Panel 

Book page 47 under Table 10.  If you look at the 

last entry under xanthan gum where it says rabbits 

under the animal, the dose is 5 percent aqueous, 

irritation non-human under that column it's daily 

application.  If it just said mild irritation I 

would have ignored it, but it says bleeding and 

cracking, which to me is more than mild.  So, I 

would have liked to have seen some data in humans 

with xanthan gum at the use concentration which 

when you look at the new use and concentration 

table, that would now be page 187.  That was on 

Wave 2.  It's being used up to 6 percent on 

leave-on. 

MR. ANSELL:  Study from the early '60s, 

probably had more to do with the shading. 

DR. MARKS:  I suspect it isn't, but that 

stuck out to me, particularly bleeding and 

cracking.  If it said just a little pink, okay. 

MS. FIUME:  And I will double-check 

exactly.  I have not details provided, so I'm 

guessing this was just the summary. 

DR. MARKS:  And we don't have anything 



on xanthan gum in terms of in humans, you know.  

With a number of uses over, you know, 3,400 uses 

somebody's got it.  Must have done an RIPT with 

it at 6 percent at 5 percent with no, you know, 

no irritation, no sensitization. 

MR. ANSELL:  Well -- 

DR. SLAGA:  Well, it's used in the 

summary at the higher concentrations.  No 

irritation to the rabbits at 5 percent. 

DR. MARKS:  Oh, but there is.. 

DR. SLAGA:  I know, I'm just -- 

DR. MARKS:  I didn't look at the summary, 

I looked at the actual table. 

MR. HILL:  This touches on an issue 

which was really my only issue of concern for this 

port, which was we've got human sensitization 

data on only two of these, beta-glucan which I 

think was done with old source material but I'm 

not sure; and the sodium carboxymethyl 

beta-glucan. 

DR. MARKS:  Right. 

MR. HILL:  Way back when I was a little 

guy I went through the skin prick test where they 

painted dots of stuff all over my back and pricked 



and gums were one of the things that I reacted to.  

So, of course that was intradermal introduction 

and maybe it was the impurities in that 

preparation way back when in 1970 that I reacted 

to, I'm not sure.  But I wonder, given the wide 

variety of structures here, you know they're all 

sugars.  Are we really comfortable with just data 

points and sensitization for only two of these 

guys, which are both the beta-glucans? 

DR. MARKS:  I guess with that one what 

you're talking about I would have been more 

alerted to that if there were case reports or 

series of that. 

MR. HILL:  Me, too, and that -- 

DR. MARKS:  Respiratory, anaphylactic, 

that sort of thing. 

MR. HILL:  And I also thought the 

differences in that case my skin was being pricked 

and they were being introduced -- 

DR. MARKS:  Yeah.  We have had some with 

proteins, obviously, where that's been an issue 

having a Type 1 reaction.  This, of course, is all 

relevant to the late type hypersensitivity Type 

4. 



So, what's your sense about the xanthan 

gum?  I was uncomfortable seeing that one rabbit 

study and then having nothing to tell me xanthan 

gum at 6 percent is safe.  So, for me that was an 

insufficient data need. 

DR. SHANK:  I agree with you.  I didn't 

see that.. 

MR. HILL:  I didn't catch that either.  

Good catch. 

DR. MARKS:  So I put in here, 

insufficient data, insufficient data notice, 

RIPT for the xanthan gum at the 6 percent, which 

is the use concentration -- highest use 

concentration on leave-on.  And everything else 

is fine. 

DR. ANDERSEN:  So, Jim.  Essentially 

someplace there's a transition because we've got 

data in rats and rabbits up to 1 percent that -- 

DR. MARKS:  Yes, and that was -- 

DR. ANDERSEN:  -- nothing is happening. 

DR. MARKS:  Yeah, at least in those 

rabbits.  I don't know what happened with those 

rabbits, but exactly. 

DR. ANDERSEN:  There's something at 5 



percent that we can't explain, and we want to know 

what's going on. 

DR. MARKS:  Right.  And, as I said, it's 

hard for me to believe in the number of uses with 

this some finished product with 5 percent -- even 

though it's 5 percent I would have been reassured 

showing there's no irritation or sensitization.  

I'm not particularly concerned about 

sensitization at this point, but so that was my 

concern.  Yeah, let me see.. 

So we're going to change the title to 

microbial gums.  And then for my purposes, I'd 

like to see the RIPT on xanthan gum at 6 percent.  

That's the only data need I would like.  Sound 

good? 

DR. SLAGA:  Sounds good. 

DR. MARKS:  So, tomorrow when Tom makes 

the motion of safe, I'm going to say no and I'm 

going to say we want to change the title, also.  

Okay. 

DR. SLAGA:  Watch, you'll be chewing gum 

at the time. 

DR. MARKS:  You'll be chewing gum.  Okay, 

next ingredient. 



MR. HILL:  Grape, grape, grape. 

DR. MARKS:  Let me go here.  Which Alan 

purposefully, for some reason, assigned to me to 

make the motion.  This is the first time we've 

seen -- 

DR. ANDERSEN:  This is, and I dare you 

say, something bad. 

DR. MARKS:  So this is the first time 

we've seen this draft report.  And of course, the 

two things are the data needs.  Are there any data 

needs?  And then, are the ingredients which are 

included in this -- which vary from the bud to the 

flower to the fruit to the leaf to the root.  It 

looks like it's the seed, the skin, we've got 

everything, even sap.  So, there's no part of the 

grape that's ignored. 

Is there a reason -- I wanted to ask 

Monice, is there a reason why we excluded 

hydrolyzed grape skin? 

MS. FIUME:  We have not been doing the 

hydrolyzed because we were going to wait until 

they were all done and sort of -- is that correct, 

with that sound?  Fairly characterized? 

MS. BURNETT:  They hydrolyzed protein? 



MS. FIUME:  All the hydrolyzed 

protein -- the hydrolyzed have been kept out of 

the reports because of the hydrolyzed portion 

until we do the hydrolyzed proteins in groups such 

as that. 

DR. ANDERSEN:  Yes.  That's the short 

answer. 

DR. MARKS:  Okay.  Rons, Tom? 

DR. SLAGA:  The only thing on the 

genotoxicity.  It states that fractions of raw 

grapes, which I'm not sure what that really means 

other than no extract, that the potent mutagen and 

then even under grape juice it says it's mutagenic.  

Is there any reference for that?  Or is that -- I 

looked even in the unpublished and I couldn't see 

where -- 

DR. MARKS:  You're on what page, Tom? 

DR. SLAGA:  The Panel Book 14. 

DR. MARKS:  Okay. 

MS. FIUME:  For the fractions it was a 

mutagenicity screened of foods, by Stultz, et al., 

in 1984.  And for grape juice -- 

DR. SLAGA:  And it has grape juice, too, 

two lines below that. 



MS. FIUME:  Reference 79, Patrenelli, 

et al., in 1996.  And I know the first study.  If 

I remember correctly, they were large studies 

where they were examining mutagenicity of foods 

and they were huge group studies. 

DR. SLAGA:  Well, you know, we have to 

deal with that either in the discussion or 

some -- because it sounds like something in raw 

grapes which then you wonder if it's going to 

carry over to any of the fractions. 

DR. SHANK:  Especially in the extracts, 

which would be concentrated.  So I thought we 

needed genotox on the fruit extract. 

DR. ANDERSEN:  Well, the follow-up 

study is informative.  Contribution of phenols, 

quinones, and reactive oxygen species to the 

mutagenicity of white grape juice.  So, it's 

pretty clear the direction that that's going. 

So, the question of which components 

are of concern, they've identified it.  You know, 

I don't know what that second paper actually says 

in terms of how serious a contribution comes from 

phenols and quinones, versus reactive oxygen 

species.  But that second paper would seem to be 



the more relevant one, Reference 80. 

So, if you take a look at report page 

21, which is Table 7, the description in the 

results column for Reference 80 talks about 

glutathione making the effect go away, which 

argues for reactive oxygen species. 

DR. SHANK:  Or metabolized of the 

quinone and phenol. 

DR. ANDERSEN:  Let's see.  Polyphenol 

oxidase mediated oxidation of grape juice 

phenolics, generates species that can induce 

mutations.  So, I think Monice has captured the 

thrust of that second paper.  Is that a mechanism 

of action that's going to be hugely relevant to 

cosmetics? 

DR. MARKS:  Tom? 

DR. SLAGA:  Well, you know actually 

myself have worked with grape seed extracts and 

skin extracts before, and I never had a concern 

for this.  That popped up and I never did ever see 

any data make that kind of statement of being that 

potent.  I don't have any concern with overall 

other than we have to deal with -- if that's under 

genotoxicity in the tables, we have to deal 



with -- for some reason, about it -- 

DR. ANDERSEN:  Interpretation of -- 

DR. SLAGA:  -- in the discussion. 

DR. MARKS:  So is that how you would like 

to deal with it?  Ron Shank mentioned needing more 

data. 

DR. SLAGA:  Well, maybe we could ask for 

further data here, too? 

DR. MARKS:  That would be an 

insufficient data notice. 

DR. SLAGA:  Could we have one for the -- 

DR. SHANK:  Fruit extract, genotox on 

the fruit extract, that's used -- 

DR. SLAGA:  In further data on the 

fractions of raw grapes and grape juice. 

DR. MARKS:  So it should be an 

insufficient data.  You would like to go with 

insufficient data notice? 

DR. SLAGA:  Oh. 

DR. SHANK:  Yeah, the seed extract was 

a sensitizer. 

DR. MARKS:  Actually, I had irritation 

sensitization was okay. 

DR. SHANK:  Okay. 



DR. MARKS:  But we can go back.  Let's 

finish up with the tumor business, because we 

wanted an insufficient data notice?  That's where 

we would go from here, and then we'll do the 

sensitivity.. 

DR. SLAGA:  The thing is that we don't 

have fractions of raw grapes here, do we? 

DR. MARKS:  Demonstrated. 

DR. SLAGA:  I mean, that statement -- 

DR. MARKS:  Well, you would think when 

you extract from any of these they would be 

probably raw.  I don't know.  Presumably what 

they're talking about, fractions of raw grapes 

are just crushed, physically crushed.  But we 

don't know that either, do we? 

DR. SLAGA:  No, the details of that I 

don't know.  And the grape juice it just says 

"grape juice," it doesn't say a fraction. 

MS. FIUME:  Some of it was commercial.  

I'll pull both of those papers tonight and look 

at them. 

DR. SLAGA:  Okay, so we can look at it 

in the morning?  Okay, good. 

DR. MARKS:  So do you want me to hold 



off, then since I'm going to be making a motion, 

do you want me to hold off on the insufficient 

data? 

DR. SLAGA:  Check with Ron about the one.  

He said -- 

DR. SHANK:  Well, I said the seed 

extract was a sensitizer and now I can't find it. 

DR. MARKS:  Well, let's go back to this.  

How do you want me to handle, though, the genotox 

issue here?  I mean, it's pretty strong 

statements. 

DR. SLAGA:  Yeah, I know. 

DR. MARKS:  Potent mutagenic activity. 

DR. SLAGA:  See, generally we want the 

genotoxicity and if it's positive we want the 

carcinogenicity of certain aspects.  Seed 

extracts, anyway, are really negative.  I mean, 

because they have a carcinogenic activity. 

DR. MARKS:  I guess the question here 

would be, can you handle that disconnect in the 

discussion?  And then we could put a personal 

communication.  Tom Slaga has worked with this in 

the lab, not had problems. 

DR. SLAGA:  No, no. 



MR. ANSELL:  How about, there's 

extensive human experience showing that grape 

juice is not carcinogenic. 

DR. SLAGA:  I think normally that it 

refers to (inaudible). 

DR. MARKS:  Well, we think.  There's 

certainly, I think, epidemiologically there's 

very little association if any between human 

cancer and grapes, but -- 

DR. SLAGA:  Other than the alcohol part. 

DR. MARKS:  Yeah.  So, how would you like 

to proceed, Tom? 

DR. SLAGA:  Let's see the stuff in the 

morning, then we'll -- 

DR. MARKS:  Okay.  You'll tell me.  So, 

that's page under the genotox.  I'm going to put 

a question here.  Tom, genotox, insufficient -- 

DR. SLAGA:  I think we can handle it in 

the discussion, okay. 

DR. MARKS:  -- data?  Discussion. 

DR. SLAGA:  Because the carcinogenicity 

is --  

DR. SHANK:  But that's on the seed 

extract. 



DR. SLAGA:  Yeah, I know, only on the 

seed. 

DR. MARKS:  Who would have thought grape 

was so controversial? 

DR. SLAGA:  Well, grape juice.  I mean, 

give me a break.  All the kids drinking grape 

juice. 

DR. MARKS:  That's because this hasn't 

made it out to the public yet. 

SPEAKER:  Yeah, we'll fix that.  

(Laughter) 

DR. MARKS:  No more grapes.  Probably 

Welch's knew this years ago but it's been a 

proprietary secret. 

Okay, so we're going to delay this, Tom, 

until the morning?  We're going to delay at least 

that, the genotox to the morning whether it's 

insufficient data?  If it were insufficient, what 

would you want?  You can tell me that in the 

morning, too. 

DR. SLAGA:  Repeat. 

DR. MARKS:  And then, we'll handle it 

into the discussion. 

Okay, Ron?  Shall we move on to the 



sensitivity or did you want any more about the 

genotox? 

DR. SHANK:  Well, actually it's 

irritant rather than sensitization. 

DR. MARKS:  Yeah. 

DR. SHANK:  So, I got that wrong. 

DR. MARKS:  And you were under -- 

DR. SHANK:  Well, we don't have any data 

for a lot of these others:  Bud, flower, leaf, 

root. 

DR. MARKS:  Yeah. 

DR. SHANK:  Shoot, skin, vine, sap. 

DR. MARKS:  I thought the irritation, 

to me, sensitization was okay. 

DR. SHANK:  Okay. 

DR. MARKS:  When I looked down there, 

there was some high concentrations.  They had 

HRIPT, there was a fruit extract, the grape juice 

extract, seed extract, neither irritants or 

sensitizers.  So, I kind of just took that -- if 

I looked at the -- I took that as being 

representative and read across when I -- you know, 

I would have thought something in the case reports 

might have come out as, you know, among grape 



workers.  Either in the wineries or in the fields, 

there would have been an occupational sensitivity, 

and none of that's come out.  So, I was willing 

to take what we had in here as being sufficient 

for irritation sensitivity.. 

MR. HILL:  Well, yeah.  I mean, the ones 

that I flagged we have nothing on leaf oil, 

nothing on root extract, nothing on vine sap.  If 

you look at chemical constituence of root, roots 

don't exist apparently because there are no 

significant chemicals of constituence.  Serious. 

DR. MARKS:  Yeah.  No, I hear you. 

DR. SLAGA:  Well, no one has looked, 

that's why. 

MR. HILL:  No, the root is here and it 

has got eight things listed but they all say 

"non-significant" and parts per million, and then 

we move on to something else.  So, seed. 

So, and the essential oil is very 

different, I think.  But we do have tox 

information for a couple of the major components 

in here.  It seems pretty clean, I guess.  I just 

wonder if there are no reported uses, they're 

quite different in terms of character. 



We wouldn't expect any case reports if 

they're not being used, I'm not sure that grape 

workers are all that exposed to whatever is in 

root extract.  Vine sap, yeah, probably.  Leaf oil, 

probably. 

DR. MARKS:  And the big ones -- the big 

uses in terms of numbers are seed extract with 

close to 500, and fruit extract which is 238.  Let 

me see where the root is in here.  Do we have any 

use of root? 

MR. HILL:  No. 

DR. MARKS:  No root use.  Yeah, that 

doesn't surprise me.  Okay, so -- 

MR. HILL:  No leaf oil. 

DR. MARKS:  Any other needs?  Any 

impurities?  Was that left out?  I highlighted 

that.  Do we have impurities?  Anything that talks 

about that?  Do we need it? 

I mean, obviously we'll have the 

pesticides, metals boilerplate, but do we need 

anything that says anything about impurities in 

here? 

DR. ANDERSEN:  As a botanical it 

contains just about everything anyway. 



DR. MARKS:  Yeah. 

DR. ANDERSEN:  So, what's an impurity. 

MR. HILL:  That was my reaction to that 

question. 

DR. MARKS:  Yeah, okay.  I just want to 

be -- 

MR. HILL:  He's talking about 

pesticides, and we have that covered, right? 

DR. MARKS:  Yes, that should be in the 

discussion. 

MS. FIUME:  Do you want composition to 

be composition/impurities or just leave it as 

composition? 

DR. MARKS:  I'll ask my colleagues.  Ron?  

Obviously this was not a concern with them, I 

just -- that section was, to me, conspicuously 

missing and I wanted to be sure to bring it up that 

we didn't end up -- 

DR. SLAGA:  There's not a section in 

here, Ron, for impurities. 

DR. MARKS:  Correct. 

DR. SHANK:  We most likely will be 

pesticides. 

DR. MARKS:  Yes, exactly.  Do you think 



heavy metals? 

DR. SHANK:  No. 

DR. MARKS:  They don't use heavy metals 

as an insecticide?  Well, that's an insecticide. 

DR. SHANK:  Not on grapes. 

DR. MARKS:  Yeah, okay.  And it wouldn't 

be grown in land that had heavy metals, say, that 

could be absorbed in, whatever? 

DR. SLAGA:  Not in California.. 

DR. MARKS:  Okay.  So what did we decide 

about impurities?  Have a section in that just 

include the pesticide boilerplate?  Okay. 

MS. FIUME:  And actually on Panel Book 

page 9 for grape seed oligomeric 

proanthocyanidins it does state what the USP -- 

DR. MARKS:  Oh, yes. 

MS. FIUME:  What their needs are.  No 

more than 10 parts per million heavy metals, what 

their restrictions are. 

DR. SHANK:  Are we going to use NMT as 

an acronym now throughout? 

MS. FIUME:  I'm sorry. 

DR. SHANK:  No more than?  NMT? 

MS. FIUME:  Do you want me to write it 



out? 

DR. SHANK:  No, just asking.  Because 

now all of a sudden it's in several reports. 

MS. FIUME:  The problem -- 

DR. SHANK:  NMT? 

MS. FIUME:  I didn't define it. 

DR. SHANK:  Yeah, it's yours.. 

MS. FIUME:  I did define it before I used 

it, but I can put no more than if -- 

DR. SHANK:  No, I was just asking if this 

is what we're going to be using.  It's fine with 

me.. 

MS. FIUME:  Either way. 

DR. MARKS:  Do you want any separate 

impurities and just put the pesticides 

boilerplate in that? 

DR. SHANK:  That would be fine. 

DR. MARKS:  Or do you just want to put 

it in the discussion and not even have an 

impurities section? 

DR. SHANK:  I'd put it in the 

discussion. 

DR. MARKS:  In the discussion, okay. 

DR. SHANK:  With grape viniculture 



there have been occupational reproductive 

toxicity problems applying pesticides. 

DR. MARKS:  Yes.   

DR. SHANK:  With grape plants, so we 

should just say the discussion of pesticide 

should not be in cosmetic ingredients. 

DR. MARKS:  Right.  Now there was -- any 

other -- so far it only sounds like a potential 

data need is for genotox data, or at least a 

clarification of what's going on there. 

DR. SHANK:  Probably more of 

clarification -- 

DR. MARKS:  Page 14. 

DR. SHANK:  Because common sense would 

come in pretty clear and say -- 

DR. MARKS:  You weren't listening this 

morning.  That was bullet 3, common sense is 

supposed to be applied to botanicals. 

DR. SHANK:  It was pointed out to us. 

DR. MARKS:  The other question I had is 

there was a previous report last year on -- well, 

that was the hydrogenated grape-seed oil so we 

should keep that separate.  There's no reason to 

combine these.  Okay, I just wanted to be sure that 



we addressed that while we had the opportunity. 

Okay, so I get the sense we're leaning 

towards safe, but, Tom, you're going to give me 

the go-ahead tomorrow morning whether we go safe 

or not and then handle the genotox issue on page 

14 in the discussion.  And we'll handle the 

pesticides in the discussion also as an impurity.  

Okay, anything else?  Ron, you're okay now with 

the irritation? 

DR. SHANK:  Yes, yes. 

DR. MARKS:  Okay.  Ron Hill?  Okay.  So 

we all can be reassured tonight as we have our 

glass of wine that it's safe. 

DR. HILL:  I would like to know what's 

in root extract since again, everything listed is 

not significant. 

DR. SLAGA:  We could -- actually we 

could throw that out. 

DR. MARKS:  Remember we have that in 

present use and concentration, so one wouldn't 

think root extract is going to be that much 

different. 

DR. HILL:  I wouldn't expect a whole lot 

showing up in root that didn't show up in seed. 



DR. MARKS:  Right.  Is that enough -- 

DR. HILL:  But I'm not a botanist 

either. 

DR. MARKS:  Most of the plants I've 

studied and only relevant to allergens, they're 

distributed throughout the plant.  So if you're 

okay with the leaf or the stem, you're going to 

be okay with the root, too, meaning -- or if you're 

not, you're going to get an allergy from that, too.  

So that wasn't a -- particularly since it's not 

used -- and we always cover it within the present 

use and concentration.  And now we have the caveat 

that it would have the same similar array of 

chemicals.  Does that sound okay to you, Ron and 

Tom? 

DR. HILL:  Well, as I was saying, the 

trouble is that there are no chemicals listed in 

roots.  That's all I'm saying.  There's a list of 

chemicals, but they're not -- 

DR. MARKS:  Does that sound okay? 

DR. SLAGA:  Yes. 

DR. MARKS:  Okay, good.  So I'm going 

to circle safe, and since I'm making the motion, 

Ron, when the genotox comes up, I'm going to defer 



to you.  But at any rate, we'll move forward.  

Tentatively at this point, unless it changes 

tomorrow morning with more data that you have, 

Monice, we'll go with safe. 

Okay, now we're into the next botanical.  

Let's see, are we not? 

DR. SHANK:  We're in Buff Book, yes. 

DR. MARKS:  And where is that?  Okay, 

here we go. 

DR. ANDERSEN:  The next two are in the 

Buff Book. 

DR. MARKS:  Yup, in the one that begins 

with -- upper right has "Admin" in it.  Let me see 

what Alan has highlighted.  So in '98 the Panel 

found this ingredient to have insufficient data.  

We decided to reopen it because we received data 

on yarrow, and now the question is do we have 

enough data to move forward with a change in 

conclusion or is it still insufficient? 

DR. ANDERSEN:  Well, it's really just 

a go-no go question I feel at this point. 

DR. MARKS:  That's what you say here. 

DR. ANDERSEN:  Industry has provided 

data that match just about all, if not all, of the 



Panel's expressed data needs.  And usually when 

we see that amount of data, the Panel says okay, 

let's take a look at a draft tentative amended 

document.  We asked for data.  They gave it to us.  

Let's take the next step.  And that's, I think, 

what the decision is for this meeting.  I don't 

think we need to look at all the data because -- I 

don't think I gave you all the data.  So it's just 

a go-no go.  If you want to see a draft document, 

then the answer's yes.  That's really all we need 

to hear. 

DR. MARKS:  Well, then we also have to 

decide are we going to add on the extra 

ingredients or are they no-brainers. 

DR. ANDERSEN:  That's another question, 

yes. 

DR. MARKS:  So reopen or not reopen?  Is 

there enough here to reopen?  From a skin point 

of view, I thought yes. 

DR. SLAGA:  Yes, I agree. 

DR. MARKS:  We have absorption data.  We 

have HRIPT. 

DR. SHANK:  But those are below the use 

concentrations, the 



HRIPT --.00045,.001133 -- that's used at.03 

to.05. 

DR. MARKS:  Yeah, I have low 

concentration.  The local lymph node assay was 

reassuring to me on page 47 where they had 

concentrations up to 25 percent.  So I used more 

of the local lymph node assay to say that this 

would be okay rather than the HRIPT since those 

concentrations were so low. 

The other thing I would point out in 

that, Ron, I agree with you, is that one study with 

a 107 subjects.  They had nine of 107 had a 

positive reaction, and that, to me, would have 

been a big alert.  But then when you look at the 

data, they're very mild reactions which they 

ultimately decided was not sensitization.  So 

that was reassuring.  Otherwise, the local lymph 

node assay wouldn't have been as reassuring.  So 

page -- 

DR. SHANK:  So given the concentration 

is 100 times lower than the use concentration? 

DR. MARKS:  Yeah.  I went with the local 

lymph node assay. 

DR. SHANK:  Okay. 



DR. ANSELL:  Kind of to repeat what Alan 

was saying, at this point all the Panel needs to 

decide is whether there's enough stuff here to 

justify you opening it and looking at the actual 

data.  I don't think at this point you need to 

decide whether the data itself is sufficient or 

insufficient or request -- I mean, we've just 

presented a pile of data which we think is 

responsive, and you need to decide whether -- 

DR. MARKS:  Yes. 

DR. SLAGA:  Yes. 

DR. MARKS:  Yes, I hear you, Jay, but 

we can't help ourselves. 

DR. ANSELL:  I understand. 

DR. MARKS:  You can see Ron and I were 

going back because if Ron was -- where do I have 

that?  Is it page 47, that local lymph node assay?  

Somewhere in here I have -- that it was up to 25 

percent -- okay, low concentration, local lymph 

node was okay.  Well, we'll get into the details 

of that.  I thought it was -- 

DR. SLAGA:  To reopen. 

DR. MARKS:  Yeah, reopen.  How about 

adding those extra ingredients?  Yes? 



DR. SLAGA:  Yes. 

DR. HILL:  What about a proposed list -- 

DR. SHANK:  Extracts. 

DR. MARKS:  Yeah, extracts.  Flower 

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

and then oil.  It's on page 40. 

DR. HILL:  Panel Book page 40? 

DR. MARKS:  Yes. 

DR. HILL:  I'm one page off.  These were 

stuck together. 

DR. ANDERSEN:  I think -- I would 

encourage you to be expansive.  And when you see 

the full draft tentative amended document, if the 

additional ingredients give you heartburn, you 

delete them. 

DR. SLAGA:  Delete them. 

DR. ANDERSEN:  But we don't have them 

now.  We won't have the opportunity.  So I would 

err on the side of adding them. 

DR. MARKS:  Okay.  So tomorrow I'm going 

to move that we reopen this safety assessment on 

achillea millefolium, aka yarrow, and that we add 

those four ingredients.  And then we'll see where 

we go from there.  Okay, any other comments? 



Okay, next.  Same book, one tab behind, 

hypericum.  And in '98 the Panel found these two 

ingredients, the extract and the oil, had 

insufficient data.  There were a number of data 

needs.  So now the question is, does it look like 

we're going to have enough data that we should 

reopen?  And then the second, of course, would be, 

do we also add on these other things? 

DR. SLAGA:  Yes. 

DR. MARKS:  Yes to both? 

DR. SLAGA:  Yes.  Could we also tomorrow 

have the group's pathology, histopathology in the 

skin -- it says it's from an abstract that has no 

details or is short on details, whatever that 

means. 

DR. ANDERSEN:  I have heard back from 

the author, and the response was, "The person that 

paid me to do this work won't let me give you the 

details," so go fish.  He was more polite than 

that. 

DR. SLAGA:  Oh, he was? 

DR. ANDERSEN:  The data are not going 

to be available. 

DR. MARKS:  Okay.  So reopen? 



DR. SLAGA:  We need to reopen.. 

DR. SHANK:  Well, we still have a 

problem with photosensitivity. 

DR. MARKS:  Yeah, it's phototoxic. 

DR. SHANK:  So if we reopen but still 

find it insufficient, is it worth reopening?  

Because the one dermal, mouse dermal, study with 

hypericin -- is that how it's pronounced? -- now 

that's a chemical from the plant -- was from toxic, 

and we had asked for phototoxicity data. 

DR. MARKS:  Right below that it says 

it's "unpublished guinea pig max."  It says "no 

sensitization or photosensitization noted." 

DR. SHANK:  And that was a low 

concentration. 

DR. MARKS:  It says 10 percent, so the 

whole plant presumably at a 10 percent dilution 

for induction. 

DR. SHANK:  1.1 percent of the plant 

diluted 10 percent. 

DR. MARKS:  And we don't have -- do we 

have -- we don't have a concentration and use 

table, right?  Or do we? 

DR. ANDERSEN:  No, not yet. 



DR. MARKS:  Well, we had that and then 

the phototoxin.  And then I have on the next page 

where it says "skin irritation/sensitization," 

it says "one published human irritation study was 

negative," but it doesn't -- I don't know if 

that's irritation meaning is that an RIPT or not.  

It doesn't say sensitization was negative.  So we 

could still reopen and wean down the insufficient 

needs, or we may feel comfortable that that may 

come in. 

DR. SLAGA:  We could also bring in all 

these additional ones, too. 

DR. MARKS:  Yes, and bring in the 

additional ones.  There might be something in that 

that actually would be reassuring. 

DR. ANSELL:  I think our position is we 

would like to have this discussion. 

DR. MARKS:  Yeah. 

DR. ANSELL:  To put the data on the table, 

see where you come out.  It's quite possible that 

companies would be willing to go back, and we'd 

at least have the opportunity -- like to have the 

opportunity -- to go back to the companies and say 

here's where we are in 2012. 



DR. MARKS:  So reopen, yes.  Add-ons, 

yes.  Okay.  What is this?  St. John's wort is the 

common name?  There certainly should be medicinal 

stuff on that, too. 

DR. HILL:  There is, lots. 

DR. MARKS:  Lots.  Okay, next is Pink 

Book, amino acids.  Is Christina -- you're here?  

Yeah, there we go.  I still -- Christina, somehow 

last time I thought we had the data, and then I 

went back and looked at it again.  Sensitization 

data, I think we're okay.  We have a max at 5 

percent, used at 18 percent, but that's a 

rinse-off.  So presumably that would be diluted 

significantly and sensitization isn't an issue in 

2 percent leave-ons. 

Okay, any method of manufacturing?  Tom, 

Rons, are they okay? 

DR. SHANK:  I had some changes, I think, 

in the introduction.  So the third paragraph of 

the introduction says that "the naturally 

occurring amino acids are all alpha amino acids."  

That's not correct.  For the protein amino acids, 

that's correct, but there's a very important 

neurotransmitter called gaba aminobutyric acid, 



which is an amino acid but not an alpha.  So I think 

we should say "naturally occurring protein amino 

acids." 

DR. MARKS:  And you're on page -- 

DR. SHANK:  Page 1 of the report. 

DR. MARKS:  Yeah, page 20 of the -- 

DR. SHANK:  Page 20 of the book under 

introduction, the third paragraph, "the 

naturally occurring amino acids."  I think that 

should be said, "the naturally occurring protein 

amino acids," or say "most naturally 

occurring" -- 

DR. MARKS:  But protein would even be 

more specific. 

DR. SHANK:  Protein, I think, is correct.  

To say "protein amino acids." 

DR. MARKS:  Okay.  Do you want to bring 

that up tomorrow? 

DR. SHANK:  Sure, that's fine.. 

DR. MARKS:  Or do we make this just an 

editorial comment here? 

DR. HILL:  Well, the question is, is 

this report sticking strictly to alpha amino 

acids because if it is, then the title ought to 



be changed to "alpha amino acids" and everything 

throughout needs to be -- 

DR. ANDERSEN:  It is. 

DR. SHANK:  It is all in alpha. 

DR. MARKS:  The memo says -- 

DR. HILL:  Talking about for use in 

cosmetics.  So it's just an issue with that 

sentence. 

DR. SHANK:  Right.  And in the second 

paragraph in the introduction, where it says "the 

21 most common," et cetera, lines 4 -- fourth line 

in there before the words "because amino 

acids" -- it says "these are essential nutrients 

because they can be synthesized by mammalian 

cells."  I would add that because they certainly 

can be synthesized by living cells. 

DR. MARKS:  On mammalian -- 

DR. ANDERSEN:  Cells? 

DR. SHANK:  By mammalian cells. 

DR. MARKS:  Or do you want to just say 

"by humans?" 

DR. SHANK:  Okay, you could say "by 

humans."  That's even more specific because there 

may be -- 



DR. MARKS:  Yeah, because that's why 

we're concerned. 

DR. SHANK:  There could be some weird 

mammal that can do it. 

DR. MARKS:  Do you want to put "by 

humans?" 

DR. SHANK:  "By human cells," that's 

even better. 

DR. MARKS:  Do you want to put "cells" 

in there or just "humans?" 

DR. ANDERSEN:  Well, if you say "by 

humans," you're back to the same problem.  The 

chemists are human, too. 

DR. MARKS:  So "human cells."  So you 

want to put "human cells," Ron? 

DR. SHANK:  Yes. 

DR. MARKS:  Okay, "human cells," so 

again editorial.  Do you want to mention this 

tomorrow, Ron, when we have the discussion, or do 

we just say this is editorial? 

DR. SHANK:  I don't think it's that 

important to take Panel time. 

DR. MARKS:  Okay, good, that's 

obviously what Christina found. 



DR. SHANK:  On page 2, at the very top, 

that little paragraph is true for these amino 

acids in proteins, but not by themselves, not the 

free amino acids. 

DR. MARKS:  Is that the first paragraph? 

DR. SHANK:  Page 2 of the report at the 

very top it says "cysteine and cystine are related 

as thiol," et cetera, et cetera.  That chemistry 

is true for protein-bound amino acids with a cross 

link, but not in free amino acids.  So I would just 

delete that top paragraph. 

DR. MARKS:  Oh, you would delete the 

whole thing? 

DR. SHANK:  Well, it's not relevant 

here. 

DR. MARKS:  Yeah, well that's even more 

important. 

DR. SHANK:  It's interesting for 

permanent wave chemistry, but -- 

DR. HILL:  Well, no, cysteine dimerizes 

spontaneously in solution.  If you dissolve 

cysteine in wave water, you get plenty of dimers.  

There's oxygen present.  And if you expose it to 

any oxidated source -- air will do it after 



awhile -- and there will be plenty of dimerization.  

If you want to keep it not dimerized, you have to 

take measures.  I don't care whether the 

paragraph's there either way, but I don't think 

it says anything wrong. 

DR. SLAGA:  You want it eliminated, too? 

DR. SHANK:  No, if you say this is -- 

DR. MARKS:  Chemically you're okay with 

that paragraph. 

DR. HILL:  Oh yeah, chemically it's fine, 

and you won't suffer by taking it out. 

DR. SHANK:  That's what I was objecting 

to because I thought this was primarily 

cross-linking proteins. 

DR. HILL:  It does, but with its 

chemistry.  It can happen in solution as well. 

DR. SHANK:  Okay, then leave it.  My 

apologies, sorry. 

DR. MARKS:  No, that's why we're here.  

So okay, when I saw it relevant to permanent wave, 

then to me that does have a cosmetic implication 

on it obviously.  A lot of what we do is either 

straightening or curling hair. 

Okay, any other comments? 



DR. HILL:  Yes, the concern I raised 

last time.  I'm not sure whether it's resolved 

anywhere.  If you look under impurities, this is 

where the concern gets raised.  It's on the second 

page of the report, Panel Book page 21.  "A 

supplier to the cosmetics industry reported that 

D- glutamic acid has not more than 0.3 percent 

methanol."  All right, so we're clearly not 

talking about strictly L-amino acids here, which 

is what my initial take was, the last time when 

I started into it.  Before reviewing for 

toxicology and everything's done with L-amino 

acids, but we're actually talking about 

ingredients that include D-amino acids, then we 

still have a problem that we haven't resolved.. 

DR. SHANK:  That sentence should be 

removed. 

DR. MARKS:  Yeah, I was going to say -- 

DR. HILL:  Well, I don't know.  The 

question I asked last time was, in fact, are we 

using D-amino acids in cosmetics?  And I don't 

think I ever got that question resolved because 

if we are, then we may have very large gaps in data 

even though it may not matter that much.  In 



biochemistry, in fact, D-amino acids are quite 

common.  They're not there in proteins very often, 

but they are there in some cases, very noteworthy 

cases, in proteins.  But they're also much more 

commonly used even in areas like 

neurotransmission.  But my concern right now is, 

are we using DL-amino acids as cosmetic 

ingredients or are we using D-amino acids as 

cosmetic ingredients?  If that's true, we need to 

know that because we need to make sure that the 

toxicology information reflects that. 

DR. MARKS:  I guess one of the questions 

is since this is on alpha amino acids, it's very 

clear in the title that we just -- 

DR. HILL:  Well, no, but that doesn't 

address the area of both alpha.  They're just 

stereoisomers. 

DR. SHANK:  But does the method of 

manufacture answer that because they're all 

produced by -- 

DR. HILL:  Well, there are -- no, 

because under hydrolytic conditions and 

depending on how vigorously you do it, some of the 

20 abundant amino acids racemize.  And if you want 



karyolitic pure amino acid in that case, you have 

to take steps to ensure that in the production. 

DR. SHANK:  Okay. 

DR. ANDERSEN:  The definition is 

captured where the dictionary talks about the 

alpha form as a cosmetic -- 

DR. HILL:  I'm telling you, D and L are 

both alpha amino acids. 

DR. ANDERSEN:  Alpha attachment is 

clear in the definition of stereochemistry. 

DR. MARKS:  Yes, okay. 

DR. HILL:  And if you remember, I was 

a conscientious objector about it.  I wasn't 

anxious to even see us review amino acids, but now 

that we are -- and I'm not sure there are any new 

issues raised by D or L -- it's just that in 

reality if all the toxicology is done with L but 

we're formulating with D, we haven't captured any 

data that will allow us to make assessments of 

safety, particularly I would guess sensitization 

not coming into play because we have an unnatural 

amino acid. 

MS. BURNETT:  This doesn't clarify the 

situation.  It used to be some of these European 



reports of DL -- I didn't see any D, but I saw DL. 

DR. HELDRETH:  Is that outside of -- 

MS. BURNETT:  Yes.  Proline, lysine -- 

DR. HILL:  Lysine doesn't matter. 

DR. MARKS:  So Ron Hill, do you have a 

way to resolve this? 

DR. HILL:  No.  I was hoping because I 

made comment about this the last time that it 

would have been by now resolved. 

DR. MARKS:  Well, we were waiting for 

Alan to resolve this.  Alan?  At being the 

director -- 

DR. ANDERSEN:  Surely the resolution is 

simple.  You can send a message to the industry 

by reaching a tacit conclusion that L-amino acids 

are safe for use in cosmetics. 

DR. HILL:  That'd be one way.. 

DR. ANSELL:  How about DL? 

DR. ANDERSEN:  Not so much. 

DR. SHANK:  But not DL. 

DR. ANDERSEN:  Well --  

DR. ANSELL:  Well -- 

DR. ANDERSEN:  Ron's point is there are 

no data on the D form. 



DR. HILL:  Only the racemic mixture has 

been studied in the toxicology data that's 

captured and generated. 

DR. ANDERSEN:  Well, the argument would 

be that there are going to be some D in any L 

preparation that is tested.  Is that what you're 

saying? 

DR. HILL:  No, I'm saying if they did 

toxicology on a pure L-amino acid, in normal 

circumstances the amount of D present would be 

either zero effectively or vanishingly small.  If 

they did a toxicology study on synthetically 

produced material that was DL, we're covered for 

the D. 

DR. ANDERSEN:  Gotcha.  If we're 

formulating with pure D but we only have 

toxicology data for L, we're not covered at all.  

We have nothing on which to base an assessment of 

safety.  If we're formulating for DL and we only 

have toxicology data on L, we're not covered.  

It's that the industrial products are either pure 

L or DL mixtures, but not stereo specifically pure 

D. 

DR. HILL:  Yeah, I can't imagine why 



anybody would formulate with D because invariably 

those are quite expansive unless they had some 

particular goal and they wouldn't be using it.  

But DL I can see because -- 

DR. ANSELL:  No, I was just going to 

Alan's suggestion that it would be DL and L, not 

L alone. 

DR. ANDERSEN:  So the argument for this 

would be L because we expect that that's what most 

of the data are related to, DL because it could 

be, and not D because nobody would ever go to the 

trouble of producing D for use in cosmetics or in 

testing.  If by saying L or DL -- we're saying 

don't use that ingredient.  It's not covered by 

our safety assessment. 

DR. HILL:  But we don't know.  That's 

why I guess I'm getting at, but what -- 

DR. ANSELL:  If the DL is okay -- 

DR. HILL:  We don't know unless the tox 

data was generated with DL.  That's the point.  If 

we review the tox -- if the tox studies weren't 

done with racemic amino acid, then we don't know 

anything about racemic amino acid from a 

toxicology standpoint. 



DR. ANSELL:  Didn't the 

manufacturer -- I mean we had over an entire 

chapter on manufacturing.  Did it talk about the 

stereospecific, stereospecificity? 

DR. HELDRETH:  If you start off with 

these proteins where actually all -- and 

hydrolyze it too much, and that's part of what's 

judged too much is, at least four of those amino 

acids they must have data on.  Some of these amino 

acids they pulled out to go the other way.  There 

are multiple methods to get at what you want, but 

it can do some damage to some of the other. 

DR. ANSELL:  So DL lysine has one use 

in products.  L-lysine, DL, and they've all been 

mixed back within these reports. 

DR. SHANK:  I would suggest concluding 

that the alpha L-amino acids are safe for use in 

cosmetics. 

DR. MARKS:  Uh-huh, just what Alan 

suggested. 

DR. SHANK:  I think that's the way to 

go.  And that we don't have data for the D- isomer. 

DR. HELDRETH:  And that's consistent 

with the current federal regulations for L. 



DR. ANSELL:  And DL. 

DR. HELDRETH:  Right. 

DR. ANSELL:  So a grass ingredient that 

isn't safe for cosmetics. 

DR. HELDRETH:  Well, the definition in 

the -- 

DR. ANSELL:  I thought the CFR said the 

food chemical -- codex was for DL and L. 

DR. ANDERSEN:  I think this direction 

with a narrow conclusion at the tentative stage 

offers the opportunity to submit additional data 

to cover what appears to be limited but uncertain 

use of DL forms.  So it puts the ball back in the 

court.  If an interested party wants to come up 

with some additional data, we could consider 

expanding this.  But based on what we've got now, 

we're comfortable. 

DR. MARKS:  So tomorrow I presumably 

will be seconding our motion that we issue a 

tentative safety assessment on alpha-L amino 

acids are safe.  And then, just as Alan said, that 

would answer your -- cover your concerns -- 

DR. HILL:  Oh, yeah. 

DR. MARKS:  And then, Jay, we'll leave 



it up to you that they got the DL and perhaps L.  

I mean, yeah, and the D, and see where we find. 

DR. SHANK:  That's a good way to go. 

DR. MARKS:  Yeah.  Thank you, Alan.  So 

again, we'll say safe as present use in 

concentration for alpha-L amino acids. 

MS. BURNETT:  Before we move on, this 

is an editorial question for the team.  Would you 

like to know what's being presented in these 

tables? 

DR. MARKS:  Yes. 

MS. BURNETT:  The question I have is 

the -- I received a comment from industry that 

they didn't like how I had separated out each 

ingredient when there was a mixture.  But in order 

to alphabetize the table, it's easy to separate 

them out and then just refer to them.  I'd prefer 

to leave it as it because I think it's easier to 

read.  And if you guys think it's easier to read 

that way, then -- 

DR. HILL:  Can you show me a specific 

example of where there's concern? 

MS. BURNETT:  If you go to the 

sensitization tables. 



DR. SHANK:  Where's that? 

DR. MARKS:  Where, like page 45? 

MS. BURNETT:  Like table -- 

DR. HILL:  On book page 46. 

DR. MARKS:  46, okay. 

MS. BURNETT:  Table 7, like at the 

bottom, glycemic acid -- 

DR. HILL:  Glutamic acid. 

MS. BURNETT:  Glutamic acid, I'm sorry 

I messed up.  And you see that's in the face and 

neck product with alanine, arginine, histidine.  

So the table will have an entry for each of those 

separately.  It's just easier to cross-reference 

that way I think.  But if you have a different way 

of doing it, I'll be happy to entertain it. 

DR. MARKS:  No, I actually like what 

you've done because then it highlights the 

individual amino acids, but it's up to each of you.  

It makes it more difficult with this because in 

the past usually we had one ingredient mixed with 

a bunch of other things, which aren't in the same 

class of ingredients that we're looking at.  It's 

fine with me.  I didn't pick it out. 

DR. SHANK:  And it's clear.  It's a 



mixture, so that's fine. 

MS. BURNETT:  Okay.  Just wanted to 

check before I left it as is. 

DR. MARKS:  Any other comments? 

DR. ANSELL:  You understand then that 

it's going to appear that there are four separate 

studies or five or six separate studies when, in 

fact, it's one study listed in six separate 

places. 

DR. MARKS:  Then what you could do -- 

DR. ANSELL:  You'd have to put an 

asterisk. 

DR. MARKS:  Is put an asterisk. 

DR. ANSELL:  Yeah, yeah. 

DR. MARKS:  Yes.  Why don't you just 

editorially put an asterisk at the bottom and say 

this is the same study? 

MS. BURNETT:  Well, the reference 

shows -- 

DR. MARKS:  Right, so Panel 

members -- Ron, Tom, Ron -- are you happy with the 

way the table appears now with the same reference, 

or do you want something else? 

DR. SHANK:  I am, yes. 



DR. MARKS:  You are.  I'm fine.  Ron Hill, 

Tom? 

DR. HILL:  Okay. 

DR. SLAGA:  Okay. 

MS. BURNETT:  Thank you. 

DR. MARKS:  Okay, next.  Thanks, 

Christina.  Nice job.  Green -- we're up to nylon.  

So this is a first review of nylon.  We haven't 

seen this before.  We have a draft report.  There 

are eight nylon ingredients, ranging from nylon-6 

to nylon-12666 copolymer.  And one of the notes 

here flagged was "the presence of caprolactam 

monomer is used in nylon-6 and it has reproductive 

developmental toxicity."  So I'm going to be 

asking you, Ron, with any flags.  So, Rons and Tom, 

are the ingredients okay and are there needs?  So 

I guess first, do you like all the ingredients or 

should we strike any of them among these eight? 

DR. SLAGA:  I'm fine. 

DR. SHANK:  I had no problem with the 

ingredients. 

DR. MARKS:  Okay. 

DR. SHANK:  The eight of them.  There 

are some data needs. 



DR. MARKS:  Yes, I have two.  So go ahead, 

Ron.  What data needs do we need? 

DR. SHANK:  Okay, I think we need 

irritation and sensitization data. 

DR. MARKS:  Yup, I agree.  How about 

photo?  Do we need photo, too?  There's nothing 

in here, and I'm not -- are there any alerts in 

the structure that would suggest this could be 

phototoxic or a photosensitizer? 

DR. SHANK:  Not for me, but back to the 

chemists. 

DR. HILL:  What was the question again?  

I'm sorry.. 

DR. MARKS:  So we need irritation if you 

look at -- Ron brought up that we need 

irritation/sensitization.  I agree.  If you look 

at nylon-6 at 20 percent it goes up to -- it's an 

eye irritant, so I would want to know a bit more 

about that.  And nylon-12 I'd want an RIPT at 35 

percent.  So we need irritation/sensitization for 

both.  And then I brought up the issue, do we need 

any phototox data?  To me, I didn't see an alert, 

but at the same time I want to be sure we didn't 

overlook that.  Now, okay -- 



DR. HILL:  So what I wrote while we're 

discussing all of this is the main issue here is 

toxicology data for the monomers, which we aren't 

capturing.  But polymers are high molecular 

weight unlikely to be appreciably graded in scale 

or even in the gut, not on the label, not UD 

absorbent at relative wave lengths.  But we do 

have information that suggests that there could 

be residual monomers in some of it.  However, it 

was a little difficult because, for example, in 

the impurity section at the bottom of Panel Book 

page 8 under impurities it writes "the initiator 

and catalyst in the manufacture -- blah, 

blah -- were reported to 2 percent to 2.5 percent 

and 1 percent to 2 percent."  And I suspect that 

those are not the levels in the nylon; those are 

probably the levels present in the reaction 

mixture.  So that kind of confounded the review 

here.  Because we did have a little bit of 

toxicology for one of the monomers -- I think it 

was the caprolactam -- we didn't have anything for 

the other lactam or any of the other potential 

lactams -- the question is kind of a philosophical 

question because we don't -- I don't want to use 



the word regulate because we don't regulate -- but 

we don't really assess in large measure based on 

impurities, but yet when polymers are here pretty 

much that's all we're often worried about. 

DR. MARKS:  So let's get specific.  

You'd like to know the monomer.  So what tox data 

do we need?  So we have irritation/sensitization.  

Other -- 

DR. SHANK:  For sure. 

DR. MARKS:  For sure, yes.  And we 

need -- where's that alert about the 

caprolactam -- "unpublished data and 

reproductive and developmental tox." 

DR. SLAGA:  Well, there's 

carcinogenicity data on caprolactam. 

DR. MARKS:  So you're okay with the -- 

DR. SLAGA:  With that particular one.  

I mean the other ones -- 

DR. HILL:  Yeah, I mean there's this 

dodecanolactam, and I don't think there's any 

toxicology data in here at all.  And then the point 

is that we don't always know in all these nylons, 

are they using the amine?  Some of them do.  And 

some of them, we don't know, are they using the 



amine and polymerizing?  Are they using the lactam 

and polymerizing?  Or a different vendor may be 

doing it a different way.  In general we don't 

always know that answer, at least that's my 

assessment.  So I think in general these nylons 

are probably not going to entrain many of the 

monomers, but we don't have much data on that to 

go on here.  We have a little bit, but it's pretty 

sketchy.  So how much monomer might be there?  Do 

you use nylon at 35 percent in this?  How much 

monomer is likely to be released under conditions 

of use such that we might have sensitization 

issues?  Those are what I was primarily concerned 

about in all of this.  If I had had a red pencil, 

parts of this would have bled just trying to 

clarify a lot of these issues that aren't very 

clear.  I apologize to the writer.  You had a lot 

to look at. 

DR. MARKS:  So, Ron, I mean Tom, do you 

need any -- so the one monomer looks clean from 

carcinogenicity. 

DR. SLAGA:  Yeah, there's no 

genotoxicity data, but assuming that you already 

tested it and it's negative for carcinogenicity, 



I wouldn't -- 

DR. MARKS:  How about the other monomers 

that Ron brings up?  Do we need -- 

DR. SLAGA:  But there's no data. 

DR. MARKS:  No data.  So do you feel 

comfortable saying nylons are safe if we don't 

have data on the other monomers?  No. 

DR. ANSELL:  We have a 12-week feeding 

study. 

DR. SLAGA:  Well, I didn't really think 

it was a safety issue. 

DR. MARKS:  Well, tomorrow I'm going to 

say we have an insufficient data notice.  We need 

irritation/sensitization.  But then the question 

is what other data needs do we have?  That one we 

all agree; that's pretty straightforward.  Now 

the question is other things to alert industry.  

Do we need reproductive and developmental tox?  Do 

we need a 28-day -- 

DR. HILL:  And I guess my point in 

putting out there about the monomers is I don't 

believe in my mind, knowing mechanisms and 

sensitization, that any of these polymers 

themselves could cause a sensitization or an 



irritation problem.  What we're really looking at 

is what monomers might be there and what is the 

potential for releasing them?  And if we did, in 

fact, release them, might they cause any 

sensitization?  I can't envision the amounts 

being large enough to create any worries, even at 

these high concentrations of uses, about things 

like carcinogenicity.  I don't see it. 

DR. SHANK:  Systemic? 

DR. HILL:  I just don't see any systemic 

worries. 

DR. SHANK:  I agree. 

DR. MARKS:  So from your point of view 

then, Ron Hill, would it be reassuring to 

say -- you know, in the past we've had monomer 

levels or whatever that were so small it was 

inconsequential.  So if we had some sort of 

reassurance to that effect -- 

DR. HILL:  Yeah, I don't know what I'm 

looking for.  That's why I've been tossing it out 

to try to -- I guess enough information about 

monomer content and potential for release and 

some toxicology, which I don't think any new data 

will have to be generated.  I think I can almost 



hang my hat on the fact that the tox for the 

monomers is out there enough to know how to deal 

so to speak.  We can capture it. 

DR. ANSELL:  Well, at least for the -12 

and -1010, we see less than two-tenths residual 

monomer after ethanolic extraction. 

DR. HILL:  And I'd be willing to bet that 

the amounts in finished products, or the 

ingredients supplied to the cosmetic producers, 

are really less than that.  But I don't know 

because that will depend on the actual 

characteristics of the finished polymer that they 

supply, beads or powder or whatever it is. 

DR. ANSELL:  Then we've got a 90-day 

feeding in dogs. 

DR. HILL:  I ignored all the oral base 

because it just -- monomer levels are bound to be 

small when they're released in the gut.  We don't 

have enzymes that chew up nylons in our gut.  It's 

not a high enough temperature to release them that 

way. 

DR. MARKS:  I don't know if it's 

reassuring, but there's probably more data in the 

notes here.  Nylon-6 and nylon-66 are used as 



suture material. 

DR. SLAGA:  Well, they're also -- it's 

an indirect food additive, polymers for food 

contract services, so it's always in contact with 

a lot of foods. 

DR. HILL:  Well, and many, many, many 

filter membranes are made of nylon.  So if there 

was any normal leaching, I mean -- 

DR. MARKS:  So Ron Hill, how would you 

suggest -- we still have an insufficient data 

notice for irritation and sensitization. 

DR. ANSELL:  Can you explain that a 

little bit to me, too, why we're concerned about 

sensitization of nylon? 

DR. SHANK:  It's with the monomer.  It 

could come out of the polymer? 

DR. MARKS:  Right.  So it'd be nice for 

nylon-12 to have an RIPT of 35 percent. 

DR. ANSELL:  Or to find sensitization 

or irritation on the monomers. 

DR. HILL:  The concern I was trying to 

express is okay, fine, somebody does an HRIPT on 

nylon at 35 percent.  There is a net nylon from 

one vendor where you can get some good stuff that 



has practically no monomer, no problem.  If they 

use some from some other vendor, I don't know, 

because clearly in some of these there's multiple 

ways of producing these.  And nylons have been 

around for a long time, so that's not surprising 

considering all the many things you can do with 

it. 

If we get an HRIPT on the nylon, I'm not 

sure that tells me anything.  It just tells me from 

that source, they had good nylon and they didn't 

have a problem.  So I guess what I want to know 

is if we are polymerizing from dodecanolactam, 

there's a little bit of dodecanolactam in there, 

is there a sensitization response to that 

molecule?  My guess would be probably not, but 

it'd be nice to know. 

DR. MARKS:  I think this source, again, 

going back to the paper or going back to the report, 

is we'll be referencing the source of that 

sensitization study.  I mean, that's the same 

argument with botanicals.  Did we get a good 

botanic or did we get one as Ron Shanks suggested 

this morning that has a few weeds in it?  So we'll 

never be able to say -- 



DR. HILL:  Right, I agree, and so can 

we just make the blanket statement formulated to 

be nonsensitizing and be done with it because that 

puts it on the manufacturer to be sure that their 

source is good?  I mean, I don't know.  Does that 

force everybody to have to do an RIPT when there 

may be no need?  When we say formulated to be 

nonsensitizing, that forces them to have to do 

something, doesn't it? 

DR. SLAGA:  Well, we have done that with 

other companies. 

DR. HILL:  I know we have.  I'm asking 

is that valid and reasonable in this case? 

DR. MARKS:  Well, again, it's hard to 

believe with over 1,100 uses that -- 

DR. HILL:  Case reports. 

DR. MARKS:  That data doesn't exist, 

particularly if you're having over 350 uses in the 

eye area.  It's just hard to believe you don't have 

something with an RIPT in it.  Then it would, 

although not totally, allay the issue of monomers, 

whatever that nylon-12 source was at least within 

that area, it's not enough monomer to cause 

sensitization. 



DR. ANSELL:  I guess just in the data 

request if we could be clear that the concern 

about sensitization is not molecular nylon itself, 

but rather the potential for sensitization due to 

un- reactive monomers because it's quite possible 

there's going to be extensive data on the monomers.  

But I'm guessing that not a lot of people have 

bothered doing some of these studies on the nylon 

itself. 

DR. SHANK:  Right. 

DR. HILL:  I guess what I'm getting at 

is maybe we don't need any new data so much as 

capture data that we don't have captured to 

ensure. 

DR. ANSELL:  Because we know there's 

been a review. 

DR. HILL:  Yeah. 

DR. ANDERSEN:  Well, given that there's 

only -- really just a limited number of monomers 

that are used as building blocks for these nylons 

and in the event of the question of what's the 

level of residual monomers, if there were data 

demonstrating that the monomers were not 

sensitizers, then the subject is pretty much 



over. 

DR. HILL:  Yes. 

DR. ANDERSEN:  And that would be a very 

focused piece of information to have. 

DR. ANSELL:  I guess since nylon has 

been around for 60 or 70 years in major industrial 

volumes that there just might be some irritation 

data out there. 

DR. ANDERSEN:  Yeah, I think for nylon-6 

and nylon-66, they have been approved as 

non-absorbable surgical sutures.  Again, I don't 

know that the material is the same as would be 

supplied to a cosmetics manufacturer, but if it 

were, trust me, sensitization is not an issue. 

DR. HILL:  Yeah. 

DR. SHANK:  Yeah. 

DR. MARKS:  Yeah. 

DR. ANDERSEN:  FDA would have assured 

that that was not going to happen in the approval 

of the medical device.  But that provides some 

comfort.  I just don't know that that's the same 

level of material that's supplied to cosmetic 

companies. 

DR. HILL:  It's bound to be different 



because in one case you have filaments and in 

another case you're probably going to start with 

powder or something comparable. 

DR. ANDERSEN:  In different forms, yeah.  

I think you're right, Ron.  But asking for the data 

with a focus on the monomers is a good way to zero 

in, I think, on what your real question is. 

DR. MARKS:  Okay. So that's one data 

need.  Any others?  So we came back on 

irritation/sensitization data, focus on the 

monomers, and then are there any other concerns? 

DR. SHANK:  Ah, yes.  These are probably 

typos, but they need to be addressed.  On page 4 

of the report, 10 of the book, under oral nonhuman 

acute toxicity, it says "the acute oral LD50 in 

the cat is 0.25 milligrams per kilogram."  I don't 

think that can be.  That's ten times more toxic 

than strychnine. 

And then you go down to nylon-12, and 

it says "the i.p. LD50 is 0.32 milligrams per 

kilogram body weight."  This is for the polymer.  

I think there must be something wrong there. 

MS. BURNETT:  Which one? 

DR. SHANK:  Okay, the first -- page 4, 



acute toxicity studies, oral nonhuman, nylon-12.  

In the second line it says "in cats the acute oral 

LD50 was about 0.25 milligrams per kilogram."  

That would make it highly toxic. 

DR. SLAGA:  Make it very toxic. 

DR. SHANK:  And then at the bottom or 

go down to nylon-12 again, "the acute i.p.  LD50 

was reported to be 0.32 milligrams per kilograms 

in rats."  That's a very toxic substance. 

DR. SLAGA:  A couple of hundred 

micrograms. 

DR. SHANK:  So I think that's probably 

wrong. 

MS. BURNETT:  Some of the studies are 

old, so they came from a request.  So I don't know 

how much I'm going to be able to flesh that out, 

but I'll check the numbers to make sure I didn't 

move the decimal. 

DR. SHANK:  Then we'll have to deal with 

that in the discussion?  And then on page 3, at 

the top, the third line -- 

DR. MARKS:  Is this Panel Book 9? 

DR. SHANK:  Pardon me.  Panel Book 9, 

report 3, the third line.  "Nylon-612 is reported 



to have at least 95 percent -- pardon me, 85 

percent -- caprolactam and not more than 15 

percent dodecanolactam."  That can't be right. 

DR. ANSELL:  It's probably the 

stoichiometry. 

DR. SHANK:  That's 100 percent of the 

material. 

DR. HILL:  There's feedstock in the 

reaction. 

DR. ANSELL:  Right, it's a 

stoichiometry of the polymers. 

DR. SHANK:  Whatever you're saying, it 

doesn't make any sense the way it's written. 

DR. HILL:  I probably fixed -- where is 

that again?  Page 9 you said? 

DR. MARKS:  Yeah, top of page 9, the 

second sentence.  As you said, this is probably --  

DR. SHANK:  That's 100 percent of the 

material is the monomers. 

DR. MARKS:  Is the monomers, yeah.  Okay, 

so that's an editorial.  That one should be easier 

to correct than the one on page 10.  Do you want 

me to bring that up tomorrow, the one on page 10? 

DR. SHANK:  No. 



DR. MARKS:  Okay, we're going to confirm 

that.  Christina, are you get back to Dr.  Shank 

and confirm because if it is on page 10, 0.25 

for -- and then 0.32, that has to be, you said, 

in a discussion. 

DR. SHANK:  We'd have to handle that in 

a discussion. 

DR. MARKS:  Yes. 

DR. SLAGA:  And they're all -- there 

should be -- 

DR. SHANK:  It's way too toxic. 

DR. SLAGA:  There should be genotoxic 

data with dodecanolactam, too. 

DR. MARKS:  How do you say that, Ron? 

DR. HILL:  Dodecanolactam. 

DR. MARKS:  Dodecanolactam, okay. 

DR. SLAGA:  So while we're asking, see 

if there's anything there for genotoxicity. 

DR. MARKS:  Well, is that going to be 

an insufficient data? 

DR. SLAGA:  No, well -- 

DR. MARKS:  Because what I want to do 

is put -- 

DR. SLAGA:  That's one of the monomers. 



DR. MARKS:  So we have an 

irritation/sensitization focus on the monomers.  

Do you want to have a genotox focused on the 

monomers? 

DR. SLAGA:  Absolutely. 

DR. MARKS:  Okay, so genotox and then, 

Tom, if genotox -- 

DR. SLAGA:  Only on the one monomer of 

genotox because we already have carcinogenicity 

of caprolactam. 

DR. MARKS:  Genotox on the 

dodecanolactam. 

DR. HILL:  Well, the point is that 

that's not an exhaustive list of the possible 

monomeric lactams that are used.  So that's why 

one of the reasons I flagged is here are two, but 

there are others of these nylons that may also be 

being produced with lactams, I think. 

DR. MARKS:  You're on what page now? 

DR. HILL:  Well, maybe that is an 

exhaustive list of lactams. 

DR. SLAGA:  There has to be -- NTP tested 

the carcinogenicity of caprolactam.  They always 

do genotoxicity. 



MS. BURNETT:  There is a study and for 

some reason I didn't capture it, I guess.  I got 

the carcinogenicity, but completely -- I 

apologize.. 

DR. HILL:  I mean I typed caprolactam 

into ToxNet and I got a bunch of stuff that wasn't 

captured here. 

MS. BURNETT:  Well, when I wrote the 

reports, I focused solely on the polymers. 

DR. HILL:  Right. 

MS. BURNETT:  And then when we put the 

report out, we did note that it would be nice to 

have some data on the monomers.  I have not gone 

back and done a specific search on monomers 

because not knowing whether it was going to be a 

huge issue or not, I didn't want to put in a lot 

of effort and find out, sorry, you really didn't 

need to do that.  But now I will go and focus more 

on monomers. 

DR. MARKS:  Okay, so any -- 

DR. HILL:  And part of the reason you've 

written -- part of the significance that you've 

written right in here which is that they had this 

glass transition temperature around 25 degrees, 



so basically body temperature they melted this.  

So if something had a pretty high level of 

impurity, tension could be released upon 

application. 

DR. MARKS:  So we'll get more monomer 

info, but genotox specifically.  Dodecanolactam 

you would like to see genotox data on that.  Any 

other data needs?  So we have 

irritation/sensitization, focus on the monomers 

as a group, genotox dodecanolactam, and any 

other -- do we need any -- you were fine as far 

as reproductive and developmental, the two Rons?  

And then under the discussion -- 

DR. HILL:  How about hexylene diamine 

and dixylene diamine?  Can we capture that, too?  

These are other monomers that get used.. 

DR. MARKS:  For genotox or, again, which 

specific ones do we want?  Which specific data 

needs? 

DR. HILL:  I don't know. 

DR. MARKS:  So, Tom, are you fine with 

just the dodecanolactam or shall we say genotox, 

again focus on the monomers and see what comes 

out? 



DR. SLAGA:  Oh, just put the monomers 

in. 

DR. MARKS:  Okay. 

DR. SLAGA:  I know that the one has to 

be here because they won't proceed unless they 

have that data. 

DR. MARKS:  Okay, any other data needs 

for the insufficient data notice?  And again I 

don't know the dosing here.  Was this a -- under 

the summary it had the monomer of "nylon-6, the 

caprolactam, caused convulsions in rats and 

rabbits with a dose starting at 500 milligrams per 

kilo."  That's not relevant to cosmetic use? 

DR. SLAGA:  Correct. 

DR. MARKS:  Okay.  Do we even want to 

put that in the summary? 

DR. SLAGA:  No. 

DR. MARKS:  Or if you put it in the 

summary, put "this isn't relevant to cosmetic 

use?" 

DR. SLAGA:  No. 

DR. MARKS:  You would leave it out of 

the summary? 

DR. HILL:  Yeah. 



DR. MARKS:  Yeah, okay.  Anything else?  

So let me see, tomorrow I'm going to move that we 

have an insufficient data notice.  We would like 

information on the irritation and sensitization 

and genotox data focusing on the monomers of these 

nylons.  Enough?  Okay.  Nylons done.  Next one. 

This is a first review of the fatty acid 

amidopropyl dimethylamines.  As usual, we have a 

fair number of ingredients.  So are there 

ingredients that we need to delete?  What needs 

do we have?  And really probably the biggest 

concern is that when we did cocamidopropyl 

betaine, we said "formulated to be 

nonsensitizing" since we couldn't put 

quantitative levels on the impurities.  And now 

we're dealing with a group of impurities that 

could appear in the amidoamine impurities, which 

presumably explains why cocamidopropyl betaine 

is a sensitizer in some cases.  So let's 

start -- with that caveat, let's start with do we 

like the ingredients?  Should there be any 

ingredients that we delete out of these 24 

amidoamines? 

DR. SHANK:  I didn't have any deletions. 



DR. SLAGA:  I didn't either. 

DR. HILL:  Me neither. 

DR. MARKS:  Okay, so we like the 

ingredients that are on this, the 24.  Data needs?  

Ron and Tom, can we go with a safe?  Do we have 

insufficient?  Do we have restrictions, 

limitations?  And Christina's down there, rubbing 

her hands, looking to see how we deal with this.  

Shall we start with the sensitization since that 

was the big issue with -- it's interesting.  So 

what I wanted to see is -- first of all, kind of 

in context -- oleamidopropyl dimethylamine.  The 

North American group has added that to our 

patch-test screening, so we have an alert that 

that's a sensitizer.  We patch tested with.1 

percent, and although I hadn't looked back at my 

data, my guess is that 1 or 2 percent of my 

patch- test patients are allergic to this and have 

positive patch tests.  If we look at the data 

within the book, the reports of allergic contact 

dermatitis to this ingredient are at 0.3 percent.  

That should be Panel Book 9. 

So in the Netherlands, 13 female 

patients had allergic contact dermatitis to a 



baby lotion that contains 0.3 oleamidopropyl 

dimethylamine.  Presumably it was to that 

ingredient that they were allergic to and in our 

use tables, it's being used up to 4 percent.  So 

I'd want to see an RIPT at that use.  That, to me, 

would be a need to see an RIPT of oleamidopropyl 

dimethylamine at 4 percent.  And that was actually 

the one sensitization data need.  The others I 

wasn't as concerned about. 

DR. SHANK:  The other ingredients? 

DR. MARKS:  Yes. 

DR. SHANK:  So what's the difference 

besides chain length basically? 

DR. MARKS:  I don't -- 

DR. SHANK:  So if the oleamidopropyl 

dimethylamine is a sensitizer at use 

concentrations, do you carry that over to all of 

the others? 

DR. MARKS:  Well, if I look -- so let's 

do the behenamidopropyl dimethylamine.  That's 43 

uses with a concentration up to 3 percent of use, 

and we have a 4 percent maximization test that 

said it's okay.  So I gave that one a bye.  We look 

at brassicamidopropyl dimethylamine.  That has a 



use concentration up to 4 percent, and we had a 

4 percent HRIPT, which is okay.  If we do the 

stearamidopropyl dimethylamine, we have a 

leave-on use up to 3 percent.  We have a 2.5 

percent max, okay; and a 2 percent HRIPT, okay.  

So I think those data points are reassuring to me 

that 3 percent is probably safe, whereas again, 

I go back to the oleamidopropyl.  This sort of goes 

into -- you know, it's interesting because when 

we do the read-across in this, could we predict 

that this would have been the problem, 

dimethylamine?  And, of course -- 

DR. SHANK:  Well, if you took one of 

those in your database, the baba one, and you had 

a negative response, you carry it over and they're 

all negative, but tilt olea is probably not. 

DR. MARKS:  Correct.  So that's why I 

chose that one as the -- the others that we have 

data on, and particularly the stearamidopropyl, 

has lots of uses, but the sensitization data 

looked good on that.  So I really was only -- the 

oleamidopropyl I would want to see the RIPT at 4 

percent on that because the other ones that we 

have data on look good.  And if I look at -- like 



we don't have data on cocamidopropyl 

dimethylamine, but the leave-on uses are.03 

percent, so I wasn't too concerned.  It's a small 

number of uses. 

DR. ANDERSEN:  Jim, why couldn't we go 

directly to the same approach when we're dealing 

with amidoamine impurities that we did in the CAT 

B report?  These are now real ingredients, but we 

could recast it to be in formulation when 

formulated to be nonsensitizing.  Or you could put 

in as much as you damn well please as long as it's 

nonsensitizing. 

DR. MARKS:  Could do that or we could 

say all the others are safe and we have an 

insufficient just on this one, and then see what 

falls out of that.  If we put "formulated to be 

nonsensitizing," which is fine with me, we 

wouldn't prompt probably industry to say okay, 

send in your data on oleamidopropyl 

dimethylamine. 

DR. ANDERSEN:  The counter argument to 

that is, in fact, we've already got a significant 

body of data that says that's a bad actor. 

DR. MARKS:  Yeah. 



DR. ANDERSEN:  And you guys aren't 

putting it in the test regimen for no reason.  So 

care is needed in formulating with that 

amidoamine.  Read our lips -- formulate it to be 

nonsensitizing. 

DR. MARKS:  Yeah.  Ron? 

DR. SHANK:  I wonder why that one and 

not the others now -- 

DR. MARKS:  Am I interpreting that -- 

DR. SHANK:  It's unsaturated.  So how 

about number 17, ricinol -- 

DR. MARKS:  Is that one in use?  I really 

refer back to the use frequency and concentration 

of use table.  Did I print out all the ones that 

were -- 

DR. HILL:  That one is not reported to 

have a use. 

DR. MARKS:  So if it doesn't have a use, 

I wouldn't expect to get much more data on it. 

DR. SHANK:  So take them off?  Take them 

off the list or say insufficient?  Because you 

can't do read-across for -- 

DR. MARKS:  For ricinol -- 

DR. SHANK:  For ricinol and oleamido -- 



DR. MARKS:  Well, the nice thing about 

what Alan suggested as a conclusion is you can 

leave them on because you're instructed to 

formulate to be nonsensitizing. 

DR. SHANK:  Well, I like that one, but -- 

DR. MARKS:  Yeah. 

DR. SHANK:  That wasn't very popular a 

couple of months ago when we -- 

DR. MARKS:  But that's how it came.  That 

was the final conclusion.  So it may not have been 

popular, but -- 

DR. SHANK:  I like it. 

DR. MARKS:  I actually like it, too.  How 

would -- 

DR. ANDERSEN:  A really quite novel 

approach, I thought. 

DR. MARKS:  Then how -- then in the 

discussion you would just highlight 

palmitamidopropyl dimethylamine?  Highlight that 

one?  To me that's the real bad actor in this. 

DR. ANDERSEN:  Well, I'd remind -- I'd 

go back and reiterate that amidoamine impurities 

as a category have been problematic and recount, 

in one sentence hopefully, the history of CAT B 



and the Panel's decision that amidoamines were of 

concern.  Then that leads directly into saying, 

"and in this report the data on oleamidopropyl 

dimethylamine raise a similar concern."  And you 

can acknowledge that stearamidopropyl 

dimethylamine doesn't show up as a sensitizer.  So 

your judgment is that these can be formulated to 

be nonsensitizing -- because at least one of them 

that's been tested isn't -- and you determine now 

that they should all meet that criteria.  It 

should be formulated to be nonsensitizing. 

DR. MARKS:  Okay. 

DR. ANDERSEN:  And the same drill or you 

can use real data.  I'm not sure we'd care which. 

DR. MARKS:  Does that sound good, Ron 

and Tom? 

DR. SHANK:  Uh-hum. 

DR. SLAGA:  Uh-hum. 

DR. MARKS:  So are there any other 

safety concerns?  I mean we'll have the 

boilerplate on inhalation and nitrosation, 

pesticides, metals, whatever's appropriate, but 

were there any other data needs with these? 

DR. HILL:  Given that these are used at 



low concentrations, I'm not sure that systemic 

toxicology is going to be of any big concern here.  

But does it bother anybody that there's no data 

really about any of these about effects on 

cellular biochemistry?  I guess what I'm driving 

at is -- let me put it to you this way.  So 

somewhere around -- when I got bad sunburn when 

I was 4 years old, a little melanoma got in 

hypothetically.  All right, so now I'm 52 years 

old and my skin is cracking because it's winter 

time.  I'm smearing this stuff on my skin every 

day.  How do I have any assurance that this doesn't 

somehow affect massively the growth rate of the 

few thousand cells that are going to be 10,000 and 

ten to the sixth and ten to the ninth somewhere 

down the line because I don't have any cellular 

biochemistry effects on any of these?  I guess I'm 

letting my imagination run and say suppose this 

dimethylamine group is oxidatedly dimidiated, so 

now we have a hydroxyl propyl group.  Are we back 

to a possibility of having an amidoamine-like 

biochemistry, which can affect 

carotene- assigned proliferation, set aside 

populations and so forth?  And we have nothing 



that captures any of that.  Maybe I'm the only one 

that's bothered by that, so I'm just putting it 

on the record as a hypothetical, but not that 

hypothetical. 

DR. MARKS:  Tom? 

DR. SLAGA:  Well, we don't have much 

data at all here, but we are extrapolating back 

to the CAPB. 

DR. HILL:  Well, we never had any of that 

kind of data on CAPB either.  That's my 

recollection. 

DR. SLAGA:  No, no, no.  We had a good 

bit of data. 

DR. HILL:  Systemic toxicology? 

DR. SLAGA:  Oh, yeah. 

DR. HILL:  On the amine impurity in 

CAPB? 

DR. SLAGA:  It's the final report, the 

December 4, 2010 -- 

DR. HILL:  But in that case, the amine 

was present only as a very small impurity.  I'm 

not talking about DMAPA.  I'm talking about the 

amidoamine. 

DR. SLAGA:  Repeated dermal irritation, 



genotoxicity, membrane irritation, 

carcinogenicity, a number of things. 

DR. HILL:  But that was for CAPB. 

DR. SLAGA:  Yeah. 

DR. HILL:  Not the amidoamine impurity.  

I'm just asking. 

DR. MARKS:  Sounds like you're 

reassured with it. 

DR. SLAGA:  Well, we're extrapolating 

back to that group significantly across the 

board.. 

DR. MARKS:  Well, actually not for 

sensitization -- 

DR. SLAGA:  If not then we need a lot. 

DR. MARKS:  Not for sensitization and 

irritation.  They're standing on their own on this 

because we have that data for a lot of -- 

DR. ANDERSEN:  Yeah, I wouldn't want to 

overplay it.  I think Ron Hill is right, that to 

the extent that the single-dose and the 

repeat-dose toxicity for CAT B support these 

ingredients, it's only a small portion of what's 

in that preparation was the amidoamine. 

DR. HILL:  I think it ranged maybe a 



maximum of 1 percent, right? 

DR. ANDERSEN:  Yup, but it was not zero.  

So we don't have no data. We have data on limited 

concentrations of the parent chemical, which has 

a small percentage of the amidoamine in it.  So 

if we put that into the discussion, we should not 

overplay it. 

DR. MARKS:  So Ron, my sense is and the 

records say, is this right, Ron Hill?  It's 

not -- it's like fair skin even though he's 

worried about a melanoma.  And I can't tell 

whether they're true blue eyes or not -- 

DR. HILL:  Yeah, they're blue. 

DR. MARKS:  Blue eyes and fair skin and 

worried about applying amidoamines on his 

melanoma that was initiated 20 years ago.  So Tom, 

do you feel reassured with how Alan framed it, 

that the indirect cross-read Ron Hill, I mean Ron 

Shank?  How do you feel about it?  Do you feel 

comfortable referring back to the cocamidopropyl 

betaine data for the other toxicology? 

DR. SHANK:  I did, yeah. 

DR. MARKS:  Okay.  So we can handle that 

in the discussion.  Does that sound okay, Ron Hill, 



or do you want -- 

DR. HILL:  I don't know. 

DR. MARKS:  You don't know.  Late in the 

day.  We'll let you think about it. 

DR. HILL:  I'm thinking I'm just really 

raising something for us all to think about for 

later because we're not doing any studies that 

would capture that, and I'm not sure what we 

would -- I mean I don't know if that's tumor 

promotion or exactly what. 

DR. MARKS:  Well, we have -- we're early 

on in the trek of this, but at least tomorrow there 

may be a divergence on how to move forward.  It 

sounds like our team is comfortable moving 

forward with a conclusion of safe as long as 

formulated to be nonsensitizing and that would be 

a draft tentative report. 

DR. HILL:  I think that's okay.  My 

question in my mind at the time -- the mechanisms 

by which sensitization occurs would not overlap 

significantly with any mechanisms promoting 

tumor development, a conversion of the neoplastic 

set of cells to cancerous -- the growth rate of 

cancer. 



DR. MARKS:  Yeah, that sounds right.  

Yes.  That's why I asked Tom and Ron Shank to get 

their level of comfort with that battle. 

DR. HILL:  So if we have the whole 

profile where we see genotoxicity, and we've seen 

perhaps carcinogenicity in follow up, then we 

have something to at least consider.  But we don't 

have any of that kind of data for this whole class 

of compounds. 

DR. SLAGA:  Right. 

DR. HILL:  Nothing or at least nothing 

was captured. 

DR. MARKS:  Okay.  Does that sound good?  

We'll see what the Belsito Team -- Don will be the 

one making the motion. 

DR. SLAGA:  They're already out 

drinking beer. 

DR. MARKS:  Are they?  Well, we've still 

got a few to go. 

DR. HILL:  Yes, we do.  It's only 3:30. 

DR. MARKS:  Yeah.  I'd rather do it 

right. 

DR. HILL:  Is that what we're doing? 

DR. MARKS:  Green Book.  We're with 



ginseng.  So in November the Panel tabled a review 

of these 13 ingredients.  We wanted information 

of phytoestrogenic activity.  Then we also had 

the -- is it pulegone, how do you say 

that? -- question whether or not there should be 

a limit.  So I guess we're to the point do we move 

on issue a tentative report.  Is it safe, Tom?  How 

do you like the pulegone less than or equal 1 

percent, okay? 

DR. SLAGA:  I'd say safe as used. 

DR. MARKS:  Safe as used. 

DR. SLAGA:  It's extremely weak. 

DR. SHANK:  Yeah, I had safe as used, 

too. 

DR. MARKS:  As you remember the 

phytoestrogenic affect, Don Belsito really 

raised that issue.  It's in the minutes on page 

7.. 

DR. SLAGA:  Yeah, that's related to that 

one case. 

DR. MARKS:  Yeah, one case.  Okay.  So -- 

DR. SLAGA:  But we do have developmental 

defects related to this.  That's where you were 

confident that it was probably just a mistake. 



DR. MARKS:  So safe? 

DR. SLAGA:  Safe. 

DR. MARKS:  So we would issue a draft 

tentative report with a conclusion safe.  And 

that's what I will move tomorrow.  Anything 

specific in the discussion?  We're going to ignore 

that one cream.  And then, Tom, did you -- in the 

discussion of pulegone, any concerns about that?  

Do we need any specifics in the discussion or 

we'll see what that comes out when Lillian does 

that. 

DR. SLAGA:  Okay. 

MS. BECKER:  Dr. Marks brought up an 

interesting thought that we now have two 

ingredients where pulegone is a possible issue, 

and that he has seen products with multiple 

botanical ingredients on there.  So he wanted 

added into the discussion additive pulegone.  If 

you're going to put this, you can't go over a 

certain amount in your total additives. 

DR. SLAGA:  The total from any extract. 

MS. BECKER:  Right, for the total of the 

extracts.  You've got four in there. 

DR. HILL:  So in other words, if this 



were combined with peppermint oil, for example, 

then that would -- 

MS. BECKER:  Right. 

DR. MARKS:  So is that in the 

discussion? 

DR. SHANK:  Not now.  We'll have to add 

that. 

DR. MARKS:  Well, no.  Yeah, exactly. 

DR. SLAGA:  But put it in the 

discussion. 

DR. MARKS:  Doesn't need to go in the 

conclusion? 

DR. SLAGA:  No. 

DR. MARKS:  Because right now, if you 

look on page 31, the last sentence in the 

conclusion says "the concentration of pulegone in 

these ingredients should not exceed 1 percent."  

So should you -- do you want to keep it at that 

or do you want to move the whole pulegone up into 

the discussion and just talk about multiple 

ingredients?  So it actually is in the discussion, 

or I mean in the conclusion. 

DR. SLAGA:  Do we want that level for 

all extracts combined? 



DR. MARKS:  Do we even include that in 

the conclusion? 

DR. SHANK:  We usually do -- well -- 

DR. MARKS:  We do put limits on 

ingredients, but now we're in a -- 

DR. SHANK:  An impurity. 

DR. MARKS:  An impurity, yes. 

DR. ANDERSEN:  Well, that's not unheard 

of.  Acrylamide monomer in polyacrylamide we flag 

as something that should be limited.  So there is 

some precedent for talking about it.  There's also 

no reason that the statement as stands couldn't 

be footnoted to acknowledge that we don't care 

whether it's from this ingredient or multiple 

ingredients, in formulation pulegone should 

not -- in a sense -- actually, no I'm wrong because 

the way we phrased it is "the concentration of 

pulegone in these ingredients," and we've 

actually gone away from that.  I mean who cares 

how much is in the ingredient.  The only thing we 

care about is what's in the formulation.  So this 

should be recast to target the formulation with 

an appropriate number.  And if it's 1 percent in 

the ingredient, then you need to look at what's 



the maximum use of ginseng.  And I think we can 

work out an in-formulation level.  But that is 

the -- the Panel has transitioned from talking 

about limiting concentration in an ingredient to 

limiting concentration in the formulation.  And 

I think all in all, I'm much more comfortable with 

that as an approach.  This would have been an 

anachronism that I didn't pick up before. 

DR. MARKS:  So would you suggest, Alan, 

that that last sentence not be part of the 

conclusion, but be transferred into the 

discussion with a bit more robust -- 

DR. ANDERSEN:  It'd be a lot easier to 

explain in the discussion. 

DR. MARKS:  Yes, okay.  So we will take 

that last sentence and move that up into the -- as 

you see in the discussion, it already exists, the 

one, two, three, fourth paragraph starts with 

"pulegone."  So it could be incorporated in that 

paragraph, Lillian. 

MS. BECKER:  Uh-hum. 

DR. MARKS:  Okay.  And you're okay with 

that total -- that 1 percent?  Anything that's 

percent or less with pulegone in the formulation, 



Tom, you're not concerned from a safety issue? 

Okay.  So tomorrow I'm going to move 

that a draft tentative report be issued with these 

ingredients are safe at the present use and 

concentration. 

Okay.  Borosilicates.  First review.  We 

have five ingredients to consider, so first thing 

is do all five -- do you want to keep them? 

DR. SHANK:  Yes. 

DR. MARKS:  Should we add or delete?  No?  

Okay, so all five are okay.  Do we have any data 

needs? 

DR. SHANK:  No. 

DR. HILL:  No. 

DR. SLAGA:  I agree, too.  No. 

DR. MARKS:  None?  Ron Hill, none?  So 

we have a conclusion of safe? 

DR. SLAGA:  Right. 

DR. MARKS:  So we would issue a draft 

tentative report that borosilicates glasses as 

used in cosmetics are safe in the present use and 

concentration.  Okay.  Any comments? 

MS. BECKER:  I need a discussion. 

DR. MARKS:  They're safe.  They're safe.  



They're safe. 

DR. SHANK:  Well, they're not soluble.  

They won't penetrate the skin so there's no need 

for systemic toxicity data.  And because they're 

solids, there's no reason to expect dermal 

toxicity. 

DR. SLAGA:  If you dropped a glass -- 

DR. HILL:  Yeah, well, my only big 

concern related to this whole thing was did we get 

enough of what we needed on the inhalation end to 

be sure that we're covered well. 

DR. SHANK:  We could just use the 

boilerplate for the inhalation. 

DR. HILL:  Yeah, we have -- I mean it's 

in there basically. 

DR. MARKS:  Okay.  Anything else?  So 

you got enough, Lillian? 

MS. BECKER:  Yeah. 

DR. SHANK:  Incidentally, inhalation 

exposure in products where it's 97 percent of the 

formulation, that would seem that the 

borosilicates' fears are delivery -- 97 percent 

of the formulation are these glass beads and it's 

inhalation? 



DR. ANDERSEN:  It's a powder. 

DR. SHANK:  For inhalation -- well, 

that's what it sounds like. 

DR. ANDERSEN:  It's incidental 

inhalation, not purposeful inhalation.  So when 

you're -- not that I do it a lot -- but if you were 

applying a face powder or using one of those fine 

brushes to put on a makeup powder, then yes, 

particles could appear in the air, in and around 

the nose, and that's incidental inhalation.  But 

it's not in an atomizer that you're squeezing to 

go up your nose.  I think that's my understanding 

of exactly what the inhalation boilerplate is 

intended to cover was okay, what are the chances 

now that that's actually going to get into the 

lungs?  Virtually zero is the answer.  So it would 

be a perfect application for that framework since 

we're not going to call it a boilerplate anymore. 

DR. SHANK:  Thank you. 

DR. MARKS:  Anything else, Ron Hill? 

DR. HILL:  No. 

DR. MARKS:  Okay.  So again I will move 

that we have a draft tentative report for these 

ingredients with a conclusion they're safe.  And 



Lillian, you had the discussion.  I don't think 

I need to bring it up tomorrow unless you want 

inhalation boilerplate. 

DR. HILL:  The only other question, and 

this may be editorial, like in the ocular data we 

have this data for calcium borosilicate, which is 

not a cosmetic ingredient.  Is there really any 

reason to leave that in there? 

MS. BECKER:  It was submitted by Council 

supporting data. 

DR. HILL:  Yes.  And then there's some 

evidence of some irritations.  But the point is 

it's not a cosmetic ingredient, and we do have 

some test data on some that are.  I mean I'm just 

asking.  Does it need to be in there?  Or does it 

raise a red flag that we don't need to have because 

it's not a cosmetic ingredient? 

MS. BECKER:  It does cover a few of the 

empty spaces in the profile. 

DR. HILL:  I was asking specifically 

with regard to ocular because that's the only 

place where it really raises any red flag, and I'm 

asking do we need to raise that red flag because 

it's very different -- it's not a glass, I don't 



think, whereas these others are glasses.  I'll 

just leave that hanging in the air then since no 

one seems to have an opinion.  I just doubt it 

needs to be there because it's not a glass.  The 

other ingredients are glasses.  We're seeing an 

irritation here that probably isn't at all 

applicable to these others.  I grant you it's mild, 

reversible, a rinse, but -- 

DR. MARKS:  Okay.  Any other comments?  

Think it's an irritant because it's a solid, like 

putting pieces of sand in your eye? 

DR. SHANK:  Uh-huh. 

DR. HILL:  I think it -- I don't know, 

it might be a much finer powder.  If it's not 

"glassified" -- that's not a correct term -- but 

a very different nature that provides the cause 

of the irritation, but it's probably small 

particles. 

DR. MARKS:  Okay.  Let's move on to 

dimethicone crosspolymers.  There are 62 

ingredients here.  This is the first time we've 

seen this report.  So what we need to review is 

do we like all of these 62 ingredients?  Is there 

any as you scan down there that should be deleted?  



And then the second thing is do we have data needs? 

DR. SHANK:  I have no data needs.  These 

are very large molecules, solids, so they won't 

penetrate the skin. 

DR. MARKS:  So that's part of the 

discussion, Lillian, when you come to that. 

DR. SHANK:  So there's no need for 

systemic toxicity studies.  There are two HRIPT 

studies that were negative. 

DR. MARKS:  Uh-huh. 

DR. SHANK:  But then in Wave 2, I 

couldn't find the data.  But it said one of these 

was sensitizing up to 50 percent, and I didn't 

know what up to 50 percent meant.  Oh, you have 

it, good.  Could you explain? 

DR. MARKS:  No, I have the same thing.  

Lillian, what's it mean?  There are two of them.  

It's the polydimethyl, it says "sensitizing up to 

50 percent."  And then right below that in the 

polyglyceral it says "not sensitizing up to 15 

percent."  So I didn't quite -- what did you mean 

by sensitizing up to 50 percent?  Does that mean 

that -- it didn't make sense. 

DR. ANDERSEN:  What page are you on? 



DR. MARKS:  This is on Wave 2.  It says 

"supplemental page 2" and it's table 1. 

MS. BECKER:  Right. 

DR. MARKS:  It's at the top of that page 

and it's the top ingredient 

there -- polydimethylsiloxane ethyl dimethicone.  

And under the local lymph node assay, it has 

"sensitizing up to 50 percent."  So it sounds 

like -- I don't quite -- so once you get above 50 

percent, you don't sensitize any longer? 

MS. BECKER:  Yeah, just overwhelmed. 

DR. HILL:  We probably should say 

"nonsensitizing." 

DR. MARKS:  Yeah, that's it, or the 

longer -- 

DR. SLAGA:  Tired. 

DR. MARKS:  Disarmed or tired.. 

MS. BECKER:  Yes, had to put that 

together in a hurry.  Yes, it's probably 

nonsensitizing up to 50 percent and the other 

one's nonsensitizing up to 15. 

DR. SHANK:  Okay, that makes sense. 

DR. MARKS:  They tested -- up to 50 

percent concentration there's no sensitize 



and -- okay, good. 

MS. BECKER:  Right. 

DR. MARKS:  And they are not used is what 

I have.  Is that correct? 

MS. BECKER:  Yeah. 

DR. MARKS:  So now -- 

DR. SHANK:  Safe as used? 

DR. MARKS:  So method of manufacturing, 

is that included in here?  Did I miss -- 

DR. HILL:  No, and we don't have 

impurities info for any of them -- for many of them, 

let's put it that way. 

DR. MARKS:  Let me see, am I the one 

doing this tomorrow?  I don't want to get ahead 

of ourselves and say safe even though all the tox 

is safe, and then the other team say we have no 

method of manufacturing or impurities. 

MS. BECKER:  Are you hinting you want 

to include? 

DR. MARKS:  Do we have method of 

manufacture? 

DR. SLAGA:  There's a section on 

impurities, but not method of manufacture. 

DR. HILL:  What I noted on that, because 



we're only -- on impurities, there are one, two, 

three, four, five.  I wrote "we need impurities 

info and specs for all that are to be declared as 

safe."  From my point of view -- 

DR. MARKS:  Oh, man. 

DR. HILL:  I want to see them for every 

single one because I don't think you can do 

read-across where that's concerned.. 

DR. MARKS:  62. 

DR. HILL:  Uh-huh. 

DR. MARKS:  I don't think we have 

impurities for 62, with many ingredients before 

with all of them.  We've again said that this is 

representative of this class, and we assume that 

there's not going to be other impurities. 

DR. HILL:  But the problem is, is the 

way these things are synthesized, yeah, the final 

structures are all the same, but there are a large 

number of different feed stocks that are used in 

the polymerizations.  They're different for 

almost every ingredient or there's a subset, so 

we're looking at 60-some polymers.  We're 

probably looking at 25 or 30 different monomers, 

things that could be potentially relevant.  But 



we don't have -- anywhere near that -- captured 

best I can tell. 

MS. BECKER:  And for method of 

manufacture, under chemistry overview, it does 

give the chemical process but -- 

DR. HILL:  Yeah, we can get some sense 

for how -- I mean I'm not so worried about method 

of manufacture except as it pertains to any 

potential impurities, which information we only 

have for four or five of these. 

MS. BECKER:  Right. 

DR. HILL:  If we had the impurities 

information, that would probably tell the tale on 

all the rest.  Because, again, the situation where 

we have large molecular weight polymers, nothing 

systemic, nothing even penetrating skin my guess 

would be -- except Bernie put "potential monomers 

that are entrained and might be released" under 

conditions of use.  And I don't see -- if somebody 

wants me to conclude safe when I don't have that 

information for all of them because they're not 

all the same from that point of view. 

MS. BECKER:  It's not -- under method 

of manufacture if they had a way of making sure 



that the monomers were scrubbed, you'd be okay? 

DR. HILL:  No, because it talks about 

the ability to entrain monomers for a number of 

these.  In fact, it specifically says "monomers 

can be entrained" if I'm remembering correctly on 

this one.  So in some of these cases there are 

structural hits amongst the monomers that would 

cause concern if they're there and could be 

released under the conditions of use at 

appreciable concentrations.  We don't have that 

information. 

DR. MARKS:  Ron Shank, Tom? 

DR. SLAGA:  Do you have a concern with 

the various compounds listed under this?  I 

thought you said you didn't have a concern, 

only -- 

DR. HILL:  The polymers themselves, no, 

because they're large molecular weight and they 

appear to be -- they would be chemically stable.  

I'm not concerned about them falling apart in 

general, so it's just a matter of residual 

monomers that could be reactive -- in fact, in 

many cases clearly would be reactive -- and how 

much might be entrained and released under the 



conditions of use. 

DR. BRESLAWEC:  Dr. Hill, do you have 

a list of the specific monomers you have a concern 

about? 

DR. HILL:  It could be as long as the 

list or number of compounds because almost all of 

them have monomers that would be of concern. 

MS. EISENMANN:  But I think you've 

reviewed a few of them already.  It'd be nice to 

keep -- and it doesn't have to be today -- 

DR. HILL:  If you would like, I can -- 

MS. EISENMANN:  It doesn't have to be 

today, but if you can do it, that would be very 

helpful to be real specific on which monomers.. 

DR. HILL:  I can endeavor to compile 

that list tonight of monomers, and if I don't 

finish tonight, I'll do it on the plane on the way 

home. 

MS. EISENMANN:  That's fine. 

DR. MARKS:  But tomorrow we're going to 

be faced with either seconding -- I'll be 

seconding -- a motion to either move forward with 

a tentative report of safe or an insufficient data 

notice.  So where do we want to go with that?  Do 



we need a more robust -- you mentioned, Lillian, 

in there that -- 

DR. SLAGA:  But if they're extremely 

stable, the monomer wouldn't be a problem would 

it? 

DR. HILL:  It's from the manufacturing 

process that can't be removed from the finished 

polymer.  In other words, not every last 

bit -- 99.999 percent -- of the monomer is 

reactive.  In fact, we have information 

suggesting otherwise and also that can't all be 

removed from the final products.  What limited 

information we have suggests that they could be 

present.  Now they very well may be -- you know, 

put it in an eyeliner, put it on your eyes, yeah, 

those monomers are in there and they never go 

anywhere and they stay there and you wash your 

eyes later and it's gone.  I don't know. 

DR. MARKS:  You don't like the statement 

"as reported to have no hazardous impurities?"  

That would imply monomers.  You don't accept that 

at face value, Ron? 

DR. HILL:  No. 

DR. ANDERSEN:  But I think the point was 



that's only for one of them. 

DR. MARKS:  Yes. 

DR. ANDERSEN:  That it's something to 

be said about five.  I mean what about the other 

57? 

DR. HILL:  And that's what I'm asking. 

DR. ANDERSEN:  And that's, I think -- 

DR. MARKS:  So that would be an 

insufficient data notice to find monomer -- get 

some sort of focus on monomer levels in the 

finished product.  Ron Shank -- because I have a 

feeling we may be -- I don't know what the Belsito 

Team asked, but we need to be clear what we want.  

Insufficient data, monomers in finished product.  

And I guess there, Ron Hill, the finished 

ingredient or polymer, finished polymer 

ingredient.  I guess there the question is, is if 

you know the level and the level is so low, then 

it's not an issue.  So we would want to know the 

monomers and the level. 

DR. HILL:  Or evidence that under 

conditions of use they can't be released.  They're 

there, but who cares? 

DR. SLAGA:  Or they're all used up 



during the reaction. 

DR. MARKS:  Not released -- well, that 

would be the level presumably if they're all used 

up, there'd be no residual monomer and that's not 

likely. 

DR. HILL:  The issue is that -- the way 

I understand -- is the way the reactions are done 

and the way that the finished -- I say 

finished -- the way that the polymers are isolated, 

there's essentially no way of ensuring that 100 

percent of those monomers get scrubbed out of 

there.  So then they're entrained.  They may stay 

there forever.  Put them on the eye with eyeliner; 

later wash the eyes or it sloughs off; they're in 

my sink, whatever. 

DR. MARKS:  Anything else other than the 

monomers that we would want on this insufficient 

data notice?  So it'll be the monomers in the 

finished ingredient.  These ingredients we have, 

and we would either want the level of monomer or 

whether or not they're released or not.  And if 

they can reassure us -- 

DR. HILL:  Yeah, I was going to say 

convince me that I don't have to worry about this, 



I guess. 

DR. MARKS:  Reassure us that they're 

entrapped -- and then, Ron, I may ask you to 

clarify if there's enough -- 

DR. HILL:  That's fine.  I'll try to be 

able to say it more eloquently and quickly. 

DR. MARKS:  Alan, you had put in your 

notes here a request was made to delete the first 

item in this long list, the acrylate 

bis-hydroxypropyl dimethicone crosspolymer.  I 

want to alert our Panel members to that request 

you had.  And it wasn't deleted from the list we 

received, so was that -- 

MS. BECKER:  It was a request from 

industry relayed by the Council. 

DR. MARKS:  There are no uses, no 

supplier. 

DR. ANDERSEN:  Panel Book, page 66, if 

you can find it.  "No longer being sold and no 

other suppliers." 

DR. MARKS:  So I guess the question is 

if we don't see any problems with it, why should 

we delete it?  We don't normally delete 

ingredients that are not used unless we have a 



safety issue or we don't have data. 

DR. SHANK:  Right.  So why are deleting 

for this one? 

DR. ANDERSEN:  I wouldn't want to. 

DR. MARKS:  Okay, good. 

DR. ANDERSEN:  Now, we have in the past 

said okay, if the manufacturer wants to go through 

the exercise of petitioning to delete it from the 

International Cosmetic Ingredient Dictionary and 

Handbook, then I really don't care.  But as long 

as it's in the dictionary, we should leave it on 

the list. 

DR. BRESLAWEC:  I might point out that 

this is a request that the Council relayed. 

DR. MARKS:  Okay.  So again, for the 

Panel members, no problem leaving it? 

DR. SHANK:  Right. 

DR. MARKS:  In fact, we would encourage 

leaving it in even though it's not being used.  Any 

other comments about dimethicone?  So there will 

be a motion from the Belsito Team, and I may or 

may not second it.  If it's an insufficient data 

notice, then I'll be seconding it.  If it's not, 

then we will do our -- 



DR. HILL:  And just to point out what 

I think would be the obvious here, if we agree that 

monomer data is needed, if they're not going to 

supply it on this, we don't have it on this, then 

we will say it is insufficient for that 

ingredient. 

DR. MARKS:  Yup. 

DR. HILL:  So it wouldn't be out of the 

dictionary, but we'll declare it insufficient. 

DR. MARKS:  Okay.  Next is the Blue Book, 

the synthetic fluorphlogopite.  Boy, did I get 

that -- 

MS. BECKER:  Yeah. 

DR. MARKS:  That's a tongue twister. 

MS. BECKER:  We've been calling it 

"synflu." 

DR. MARKS:  Who said that?  That's 

pretty good.  What do you mean, David?  That's 

pretty good.  You mean just because I -- 

MS. BECKER:  We've been calling is 

"synflu." 

DR. HILL:  I like it. 

DR. MARKS:  You've been calling it what?  

"Syn" what?  "Flo?" 



MS. BECKER:  "Synflu." 

DR. MARKS:  "Synflu."  Okay.  At any rate, 

in December of last year we issued a tentative 

safety assessment that this ingredient is safe, 

and we're at the point now to issue a final report 

with that conclusion.  Are there any contrarians 

among the Panel members? 

DR. SHANK:  Not me. 

DR. SLAGA:  Not me. 

DR. MARKS:  And is there anything that 

needs to be added, summary of discussion, even 

though we've had this discussion before? 

DR. SLAGA:  There's new data, but it's 

all consistent with the past. 

DR. MARKS:  Yup.  New data consistent.  

Okay.  So we will -- let me see.  I will move that 

we issue the final report with a safe conclusion. 

DR. SHANK:  You had your hand up. 

DR. MARKS:  Pardon? 

DR. BRESLAWEC:  We would like to request 

that the additional information about the 

physical characteristics of this ingredient be 

added to the report.  We don't disagree with 

safety, but we'd like to see more information 



about the physical characteristics and more 

information about the characteristics of the 

materials for which data are submitted in support 

of this ingredient, specifically magnesium 

aluminum silicate.  And the other thing that we 

would like to see is that the report clearly says 

that this ingredient does not include fibers. 

DR. MARKS:  Comments? 

DR. SLAGA:  I don't have any problems. 

DR. MARKS:  Lillian, did you get all 

those? 

MS. BECKER:  Ah, yes.  I can just read 

off the thing. 

DR. MARKS:  Do you want me to bring that 

up as a discussant point tomorrow, Halyna, or do 

you want me to call on you and say if the Council 

would like -- 

DR. BRESLAWEC:  Either way, sir. 

DR. MARKS:  So we don't need to bring 

it up? 

DR. BRESLAWEC:  If you don't, I will. 

DR. SHANK:  Let her bring it up. 

DR. MARKS:  Yeah. 

DR. BRESLAWEC:  Be glad to. 



DR. MARKS:  And we've already heard it, 

so we endorse that.  Okay.  Next.  The polyether 

lanolins.  At the March meeting, the Panel 

re-reviewed, reopened PPG-5 lanolin wax and PPG-5 

lanolin wax glycerides and then added 37 other 

ingredients.  Are we to the point that we can issue 

a draft final amended report with a safe 

conclusion? 

DR. SLAGA:  Yes. 

DR. MARKS:  Rons? 

DR. SHANK:  I think so. 

DR. HILL:  Yes. 

DR. MARKS:  Yes, okay.  Now let me see 

here.  Ron Hill, you had a little bit of concern 

about the shorter length PPGs. 

DR. HILL:  Right.  We got additional 

information to resolve that concern, so I think 

I'm good. 

DR. MARKS:  Okay. 

DR. SLAGA:  And it's discussed in the 

discussion. 

DR. MARKS:  Uh-huh. 

DR. HILL:  And it is discussed, yes.  I 

thought well discussed even though I've made a lot 



of markings. 

DR. MARKS:  Okay.  So we'll second a 

draft final amended report of the polyether 

lanolins with a conclusion of safe. 

DR. HILL:  I'll just take the 

opportunity since we have a few staff members in 

the room to just point out that there's no such 

thing as "structural activity."  The correct term 

is "structure-activity," which means activity 

versus structure.  Structures don't have activity.  

The chemicals exerted.  So I don't want to see 

"structural activity" again in any of these 

because if it's published, which in at least one 

of these it was published that way, it's an 

assault on me because my name's on that paper.  

They'll say what kind of moronic chemist is on 

that Expert Panel?  They might say it anyway, but 

I don't want it to be because of that. 

DR. MARKS:  Do you want to tell us how 

you really feel, Ron? 

DR. HILL:  No. 

DR. MARKS:  Any other comments?  

Editorial comments?  If not -- 

DR. SLAGA:  It's good. 



DR. SHANK:  On page 4 of the report, 19 

of the Book, we have this problem again about 

LD50s that don't make sense.  So under oral 

nonhuman propylene -- 

MS. BECKER:  Where are we again?  I'm 

sorry. 

DR. SHANK:  Okay.  Page 4 of the report, 

19 of the Book, propylene glycols.  It's about 

inches to 8 inches down on the page. 

DR. MARKS:  Under oral nonhuman. 

DR. SHANK:  Yes. 

DR. MARKS:  Okay. 

DR. SHANK:  Under propylene glycols it 

says, the third line down, "the oral LD50 of PPG-2 

was reported to be 15.8 milligrams per kilogram."  

It can't be.  And then if you go down another two 

paragraphs, it says "the QR LD50 for dipropylene 

glycol," which is the same thing, "was 15 grams 

per kilogram."  So if you could check the 15.8 

milligrams per kilogram -- that would be highly 

toxic. 

MS. BECKER:  Sure. 

DR. SHANK:  So something's wrong there.  

And -- 



DR. MARKS:  Do I need to mention this 

tomorrow, Ron, or just Lillian clean it up? 

DR. SHANK:  No, no.  I don't know what 

prompted me on this report, but we say these are 

"safe as used with the current concentrations and 

uses based on other reports" because we had a lot 

of other ingredients before.  Now I was unable to 

check to see if the uses and concentrations are 

any different from the other reports that we were 

referring to. 

DR. MARKS:  Where are you, Ron? 

DR. SHANK:  I'm just in general.  This 

is sort of -- 

DR. MARKS:  A general issue. 

DR. SHANK:  We say -- well, we don't 

say -- yes, we say in the conclusion that "the 

following ingredients are safe in the present 

practice and use of concentration as described in 

the safety assessment." 

DR. MARKS:  Uh-huh. 

DR. SHANK:  And a lot of that is based 

on other reports that we did years before.  

Perhaps we need to make sure that the uses and 

concentrations in this report comply pretty close 



to the earlier reports.  So if something is -- 

DR. ANDERSEN:  Yeah.  Ron, move forward 

to report page 13, Panel Book page 29, where we 

have captured the previous safety assessments.  

And the first row is lanolin wax, safe as used in 

cosmetics.  Well, what the hell does "as used" 

mean?  So if we were to add a column that gave the 

as-used range for that historical data, now we 

would have captured it.  So I think I agree -- I 

hear your point, and I think that would be very 

useful information. 

DR. SHANK:  I tried to do that, but I 

didn't have all of the information. 

DR. MARKS:  Again editorial, but a very 

important point for the reader to see.  Okay, so 

we would add that column on table 2 on page 29, 

Lillian, and give the range.  That's at least a 

use concentration.  It doesn't give the use.  I 

guess if there's a highlight -- that's a lot 

closer to what you want to see. 

DR. ANDERSEN:  It would allow the Panel 

when it's reviewing these to see a red flag. 

DR. MARKS:  Yes. 

DR. ANDERSEN:  If there was something 



that really stood out as inconsistent with just 

the numbers, then you could drill down and find 

out exactly what was going on.  And if that outlier, 

if you will, that was flagged was for a use that 

these aren't used for, then who cares?  But you 

can't even ask that question now. 

DR. MARKS:  Okay, so -- 

DR. ANDERSEN:  So thank you. 

DR. MARKS:  So use concentration -- I'll 

put that in and I don't know if you, Ron -- so that 

would be page 29 in the table -- there'd be another 

column which has use concentration, that range.  

Okay.  Any other editorial comments? 

DR. HILL:  Eventually we'll get to the 

point where the journal is all electronic and you 

can click on that statement and it will link us 

to the conclusion of the other paper, and we'll 

be done with it. 

DR. MARKS:  Yes. 

DR. HILL:  But we're not quite there 

yet. 

DR. MARKS:  And the use and 

concentration. 

DR. ANDERSEN:  And Kevin is here.. 



DR. HILL:  We're not quite there. 

DR. ANDERSEN:  Kevin's already there. 

DR. MARKS:  Next is the dialkyl malates.  

And in December the Panel issued a formal 

insufficient data announcement for the six 

ingredients.  And the needs were genotox, 28-day 

dermal tox, and dermal sensitization for 

dioctyldodecyl malate.  And I guess the first two 

are the genotox and the 28-day tox, and I doubt 

we'll get the dermal sensitization because 

dioctyldodecyl isn't being used.  Is that correct?  

So why would we get any data if it's not being used?  

So at any rate, how about the genotox and the 

28-day dermal?  Do we have enough now that we can 

move it forward?  Well, we'll move it forward one 

way or another.  The question is do we move it 

forward -- 

DR. SLAGA:  Yeah, we have enough 

genotox. 

DR. MARKS:  So we have enough genotox 

now? 

DR. SHANK:  We do of the malates, yeah. 

DR. SLAGA:  Yes, we already have that.  

It's already in. 



DR. MARKS:  Oh, okay.  Well, it's in this 

draft report.  This is a draft tentative -- okay. 

DR. SLAGA:  We have repeated-dose 

toxicity in the dermis? 

DR. HILL:  Yes, and oral. 

DR. SLAGA:  Yup, and oral.  So it's safe 

as used. 

DR. SHANK:  I think the conclusion's 

okay.  I have one question.  Why didn't we do a 

read-across for sensitization for dioctyldodecyl 

malate? 

DR. HILL:  Because structurally it was 

very disparate from the others, the other terms 

of the structure of the side chain.  And we had 

a sensitization-type hit for something that was 

branched in a similar fashion -- and I forget 

which other ingredient or ingredients.  I can 

research what those other ingredients were, but 

there was a reason.  It wasn't just pulled out of 

thin air. 

DR. SHANK:  Thank you. 

DR. MARKS:  So if we go on page 26, Panel 

Book page 26, you'll see that the conclusion is 

slightly different in that it's safe for 



ingredients except for insufficient data on the 

dioctyldodecyl because of the sensitization.  Do 

you like that conclusion?  I do.  We didn't 

get -- if we issued an insufficient data, we 

didn't get it on sensitization.  Why should we now 

say it's safe? 

DR. SLAGA:  For that one. 

DR. MARKS:  Yeah, for that one. 

DR. HILL:  And that's what I wanted to 

see.  So it's good with me. 

DR. SHANK:  Should we say in the 

discussion why we didn't do the read-across 

because structurally it isn't similar? 

DR. SLAGA:  It would be worthwhile to 

put that in the discussion. 

DR. HILL:  I was trying to remember -- I 

don't remember which report it was.  I didn't have 

a stack of books because I don't think that 

particular one had been returned yet and I didn't 

get on the computer to find it, but somewhere 

along the line we had a sensitization alert 

for -- it was either that particular side chain 

or something quite close to it.. 

DR. SHANK:  Okay, fine, but should we 



put that in the discussion? 

DR. HILL:  Yeah, I just wish I knew 

exactly which report we were talking about so she 

could write that or reference it. 

MS. BECKER:  Okay, or I'll just write 

a new one. 

DR. HILL:  I'll try to write something 

general, but it'd be nice to -- 

DR. MARKS:  Well, I think it would also 

be a bit -- if we look on page 36, Panel Book and 

37, the metabolite of dioctyldodecyl 

malate -- this is in your bailiwick, Ron, you're 

always concerned about the downstream.  It 

increases dermal penetration, but when you turn 

the page there are two case reports -- one having 

a really brisk reaction is octyldoddecanol. 

DR. HILL:  I have the book from last time 

and it might have been the -- 

DR. MARKS:  And so I think if we want 

to include that in the discussion, we could.  It's 

the case reports of the metabolite, the 

octyldoddecanol was a sensitizer and that's why 

we wanted to see the sensitization data.  And 

there we aren't even doing a read-across 



hypothesis.  We actually have facts as to why we 

want to see them.  Okay, got that, Lillian?  If 

nothing else about the dialkyl malates, I'm going 

to move that we -- 

DR. SHANK:  Page 22. 

DR. MARKS:  Thank you, Ron. 

DR. SHANK:  Book 22, report 3, right 

smack in the middle we have diisostearyl fumarate.  

Why is that included? 

DR. MARKS:  It's new. 

DR. SHANK:  Is it left over from an old 

report maybe, probably? 

DR. HILL:  I think it was intended to 

assist with read-across wasn't it? 

MS. BECKER:  Right, yes.  Yes, malic 

acid, sodium malate, diisostearyl fumarate, and 

dibutyl malate were used for read-across purposes, 

if you look at the profile on page 3.  If you think 

it's inappropriate, we can take it out. 

DR. HILL:  I think it should be removed, 

but thank you for supplying it.  I just think it 

should be removed. 

MS. BECKER:  Well, Council supplied it. 

DR. HILL:  Yeah, I know.  We have Council 



members in here. 

DR. MARKS:  So Ron Shank, I got the sense 

that you feel it should be removed also. 

DR. SHANK:  I do. 

DR. MARKS:  Okay.  So, Lillian, that 

will be editorial.  I don't know that we need to 

mention that tomorrow.   

Anything else?  Ron, Ron, Tom?  So tomorrow 

I'll move that we issue a draft final report with 

a conclusion as stated on Panel Book page 26 that 

five of these ingredients are safe as used and for 

the dioctyldodecyl, there's insufficient 

information.  We need dermal sensitization.  Okay. 

Let me see, last is ingredient review 

priorities.  Any comments about that?  That should 

be back in -- 

DR. SHANK:  That's in the Buff Book.  The 

only comment I had was on ceramide 3.  There are 

several more in the dictionary - 1, 2, 4, 5, 6, 

1a, and 6.2.  Why don't we include those? 

DR. HELDRETH:  The next iteration that 

you'll give this at the next Panel Meeting will 

have our proposed groupings, and that's already 

in our mind. 



DR. MARKS:  Any other comments?  Any 

other unfinished business today? 

DR. HILL:  A quick question for you, 

just pertinent to that though.  How soon will the 

industry receive notification that those 

ingredients will be added to the group?  Will it 

be when it -- because right now they see ceramide 

3.  Will they know to look for the others?  

Probably no.  And there could be some biology 

issues with those in particular.  I flagged that 

for that exact reason.  So the sooner it's 

realized that these are going to be up for review, 

the sooner people in industry have the potential 

to start collecting, potentially generating, 

anything they need to do. 

DR. HELDRETH:  Ideally, I think that's 

great, but these things aren't even going to get 

surveyed until sometime much, much closer to next 

year. 

DR. HILL:  I'm saying -- 

DR. HELDRETH:  Regardless of early we 

provide them with information. 

DR. HILL:  I'm saying how soon can the 

groupings be established if they're add-ons is 



what I'm asking. 

DR. ANDERSEN:  Oh.  We'll create those 

groups and you'll have them.  They'll be posted 

on the Web site.  Industry will have them around 

the first of August. 

DR. HILL:  Okay.  So it's sooner than -- 

DR. BRESLAWEC:  At which point you'll 

be able to provide comments, but it's unlikely 

that we will even -- we won't do an initial even 

notification until the priority list is final.  

And then even then, as the process progresses and 

ingredients are added -- 

DR. HILL:  Sure, I know that.. 

DR. BRESLAWEC:  And that just -- Carol, 

did you want to say something? 

MS. EISENMANN:  The CRSSE is planning 

to comment on this first go-around, and we don't 

meet till July.  So that's how you know that it 

might not get comments on the first go-around.  So 

putting the complete list up August 1 might be a 

little premature because we'll probably get our 

comments in around then. 

DR. ANDERSEN:  Okay, but I think at this 

point any interested party should be aware that, 



as Dr. Shank did, if they want to raise their hand 

and say we think this should be a bigger group and 

these might be included -- now clearly the 

Council's an interested party, and they can give 

us an expanded list for each of these -- but it's 

open for anybody.  And I'm pretty sure that that's 

the tone of Bart's memo, that round one lists the 

principle ingredient, the lead ingredient if you 

will.  Now we're going -- and, folks, we're going 

to expand these lists.  So the signal is out there, 

and we would welcome any kind of input on the 

extent of that expansion. 

DR. HILL:  Yeah.  What I was driving at 

is I'm a small to medium company, limited manpower, 

but I'm following these proceedings.  How quickly 

if my ingredient is not ceramide 3, but ceramide 

1b, how quickly, how much lead time do I have to 

know this is likely to be added to this group, this 

is likely to become an issue?  How can I give 

them -- 

DR. ANDERSEN:  At the September 

discussion.  So the answer is at the September 

Panel Meeting for sure that discussion happens 

and the intent is that that gives enough time 



before 2013 when the work will be done to provide 

any data that were available. 

DR. MARKS:  Okay, any other comments?  

We're adjourned. 

(Whereupon, the PROCEEDINGS were 

adjourned.)  

*  *  *  *  * 
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