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P R O C E E D I N G S  

(8:31 a.m.) 

DR. BERGFELD:  We're going to begin, if 

everybody would sit down, please.  I want to 

welcome everyone.  And happy holidays, early, to 

all of you. 

This is our 121st CIR meeting, 

beginning with the team, and then followed by the 

panel meeting tomorrow.  And we're still in our 

35th year of existence. 

And, again, I want to compliment the 

staff for wonderful documents of high quality 

this time, and the panel for being so diligent in 

reviewing 18 ingredients, 5 of which are new, 

which is a big group of ingredients to be 

reviewing today. 

I did want to make a couple comments on 

the documents, if I could -- and that is to see 

that the minutes, especially, on sulfosuccinates 

are in large font.  And it would be better if they 

all were the same, in the usual font that we see 

in the documents, because it's easier to read. 

And also, in the summaries, if we could, 

when we're going through the documents, look at 



how the various studies are aligned in the 

summaries.  It seems that some of them are out of 

sync.  They don't follow the usual table of 

contents.  Just for general comments. 

But, all in all, it was a wonderful 

group of well- written documents, and we all 

appreciated going through them.  They were much 

easier and the tables are marvelous and the 

chemistry is marvelous this time. 

So we're going to proceed.  And Alan has 

some announcements to make, and introductions to 

make. 

DR. ANDERSEN:  Okay, well, it gives me 

Okay, well, it gives me great pleasure to 

introduce Lillian Gill.  Dr. Gill is the new 

deputy director of the Cosmetic Ingredient 

Review. 

Lillian has spent 35 years at the U.S. 

Food and Drug Administration.  During that time 

she's had lots of different assignments.  But some 

of the attributes of her jobs that make it, I think, 

especially good for us is that she developed one 

of the FDA's most recent performance and program 

management systems linked to the budget 



appropriations that FDA has -- and this is 

FDA-wide.   So the idea that we can hold 

accountable to our budget, for our productivity, 

is something that Lillian kind of does in her 

sleep, so to speak.  So it's going to be a huge 

help to have that kind of attribute. 

She has extensive experience 

internationally.  She's been head of the FDA 

delegation to the state FDA of China for the 

device program.  That gives her the ability to 

deal with any number of people who are important 

to us, as well, because we have an international 

audience for the work that's being done by CIR. 

And then, maybe most important, this is 

the second time I've hired Lillian as my deputy.  

When I was running the Research and Testing 

Laboratories at FDA, I brought Lillian in as my 

deputy. Now, the circumstances at that point in 

time were a little bit different.  I think a month 

later, I bailed. (Laughter)  I went to the Office 

of Device Evaluation, and left Lillian holding 

the bag.  I've made the commitment that I'm not 

bailing in a month -- so you're stuck with me, guys, 

a little bit more.  If I do, she's going to shoot 



me.  So it's probably in my own best interest to 

stick around a bit.  But I'm glad to have her back. 

Her technical background is in clinical 

chemistry, but she's been a scientific program 

manager for most of her career at FDA.  And we plan 

on milking that for all it's worth here at CIR. 

So, welcome, Lillian Gill. 

DR. GILL:  Thank you.  (Applause) 

DR. ANDERSEN:  And, as many of you have 

probably noticed, we have a new website.  And I 

was going to have Kevin show that first, but we've 

been playing with computers, and we were able to 

get Julie Skare's presentation on hair dye 

chemistry loaded and showing full screen -- which 

wasn't working so well on my laptop. So if we can, 

and you'll bear with us, I'd like Julie to go first. 

And then we'll bring Kevin on to walk us through 

the new CIR website. 

Julie? 

DR. SKARE:  Thank you, Alan.  And good 

morning, everyone.  I am here this morning on 

behalf of the Hair Colorants Technical Committee 

of the Personal Care Products Council.  But I am 

also here representing a consortium of 



companies -- multinational companies -- that have 

been conducting work on hair dye safety for a 

number of years, and have done a large body of work 

on the hair dye chemistry of reactive hair dyes 

and the reaction products formed.  So I'm here, 

also, today representing that group, which is 

called the Hair Colorants Technical Secretariat. 

So I'm going to spend a few minutes just 

giving some basic information, and then spend the 

remainder of the time talking about the reaction 

products of oxidative hair dyes. 

So, there are essentially two major 

types of hair- coloring products.  These are the 

oxidative hair dyes, and the semi-permanent hair 

dyes.  And within the oxidative hair dyes, there 

are two sub-categories: the permanent products, 

and what's called the "demi-permanent" products. 

So, in terms of the oxidative hair dyes, 

and those that are called "permanent," these 

represent over 70 percent of the marketplace.  And 

they contain, or involve the use of, hydrogen 

peroxide at a final concentration of 3 to 4-1/2 

percent -- which, in addition to serving as an 

oxidant of the ingredients, also provides 



significant levels of bleaching of the natural 

hair color. 

There is ammonia in these formulations, 

which serves to swell the hair, and also aids in 

the bleaching process.  And the swelling of the 

hair is what allows the dye ingredients to then 

penetrate into the hair fiber, and allows the 

color, the final color form, to be more wash-fast.  

With these permanent products you can access a 

wide variety of shades, including very light 

blonds, as well as vibrant reds, et cetera. 

The other type of oxidative hair dye is 

the demi- permanent products.  These contain a 

lower level of hydrogen peroxide, in the range of 

1 to 2 percent, which is much less effective in 

bleaching the natural hair color, melanin in the 

hair. These products have ethanolamine rather 

than ammonia, which does swell the hair, but the 

swelling is more minimal as compared to the 

permanent hair dyes. 

In these products, dye precursors are 

also oxidized by hydrogen peroxide to form the 

large colored molecules in the hair fiber, but the 

penetration is not as great.  They don't penetrate 



as deeply into the hair fiber.  These types of 

products have a more limited shade range that can 

be formed, because there is no lightening of the 

natural hair color. 

The second major category is the 

semi-permanent hair dyes.  These products contain 

pre-formed colors, or direct dyes, and these 

ingredients are trapped in the cuticle of the hair.  

There's no significant penetration into the hair 

fiber itself.  The color washes out after about 

six to eight shampoos.  And there is no 

lift -- what we call "lift" -- which is lightening 

of the natural hair color. 

One point to note here is that these 

semi-permanent dyes, or direct dyes, in addition 

to being used in the semi- permanent hair dye 

products are also used sometimes in combination 

with the oxidative hair dyes to improve the tone 

of the final color of a permanent or oxidative 

hair dye. 

So this gives you a flavor for what the 

chemical structural classes are for the dyes that 

are used in the semi- permanent hair dye products.  

They include nitro- phenylenediamines, 



amino-nitrophenols, azo dyes, anthraquinone dyes.  

These are typical examples of the types of 

ingredients. 

Now, I'm not going to talk any further 

about semi- permanent hair dyes.  I'm going to 

spend the rest of my time talking about oxidative 

hair dyes.  These dominate the market -- both the 

permanent and demi-permanent products comprise 

at least 80 percent of the marketplace.  And these 

are the predominant hair coloring technology that 

you find out in the market. 

In the use of these dyes, there is a 

process involved in mixing the oxidative dye 

formulation, which contains the preformed 

ingredients.  And that's mixed with a peroxide 

developer which has been applied to the hair and 

left on for about 30 minutes, usually.  And then 

the hair is rinsed and dried.  So, the general mode 

of action involves two simultaneous 

processes -- one which is diffusion of the small 

colorless molecules into the hair, which is 

followed by the coupling reaction to form the 

final dye product in the hair. 

There are two functional classes of 



oxidative hair dyes.  One is the precursors.  

These are also called "primary intermediates."  

There are three main chemical classes of 

precursors.  These include the 

para-phenylenediamine, the para-aminophenols, 

and the heterocyclic diamines.  And I've showed 

you some examples, here, of structures that fall 

in each of these classes. 

I just want to make a note at this point 

that, for purposes of simplification, the 

European Trade Association, COLIPA, has 

designated alpha-numeric numbers to all of the 

hair days.  And all of the oxidative hair dyes have 

the number "A" associated with them, followed 

by -- or the letter "A," and followed by a number.  

So, for example, para-phenylenediamine is 

"A007."  So I may start talking in COLIPA numbers 

as I go through the presentation, for simplicity. 

There are also five main classes of 

couplers.  And these are the resorcinols, the 

meta-aminophenols, the meta- phenylenediamines, 

pyridines, and naphthols. 

So the precursors are the molecules 

that are capable of undergoing oxidation in the 



presence of peroxide.  And then the couplers are 

the molecules that are capable of reacting, or 

coupling, with the oxidized precursor. 

So, to run through the chemistry 

reactions as they occur during hair dying, 

starting with the precursor -- in this case, 

para-phenylenediamine -- the first step is an 

oxidation reaction to form a quinonediimine.  

This is followed by coupling with a typical 

coupler here.  And this forms another 

intermediate, which is a diphenylamine.  That 

undergoes a further oxidation to form the final 

dye reaction product. 

Now, it turns out, the kinetics, the 

first oxidation step is much slower that the 

subsequent steps of coupling, and the second 

oxidation.  So this means that the intermediates 

that are shown in brackets really disappear 

faster than they can form. 

There are a number of different types 

of reaction products that can form.  For couplers 

that have two coupling positions, these give a 

final end product which is a trimer.  So, starting 

with the precursor phenylenediamine, or A007, 



which it is coupled with meta-aminophenol, or 

A015, that coupler has two open positions on the 

ring that are available for coupling.  So the 

final product is a trimer.  And the numbers that 

traveled across the screen show you where those 

positions end up in the corresponding trimer 

reaction product. 

For couplers that are blocked in one of 

the coupling positions -- for example, A027, we 

have a situation where, when the coupling 

reaction occurs, one of those positions is 

blocked.  So the final reaction product is a dimer, 

because the blocking of that -- that methyl group 

blocks the coupling position, which prevents it 

to go on to form a trimer. 

Now, I'm going to move on to talk about 

the work that the industry has done to make sure 

we understood the oxidative chemistry and its 

kinetics, and also work on the dermal penetration 

of these. 

Now, by way of background, prior to when 

this work was begun, which was about six or seven 

years ago, there was a wealth of information in 

the literature on the chemistry.  However, this 



work was done under conditions that really 

weren't relevant for hair dye use.  They involved 

studies that were run with the chemicals in 

solvents or simple solutions, rather than in a 

hair dye formulation.  They were done at 

concentrations which were orders of magnitude 

lower than that which is found in hair dye 

products.  And they were run with oxidants which 

were other than hydrogen peroxide, which is the 

relevant one for the product use. 

So, because of this, the industry 

undertook an extensive program which had the 

objective of understanding the oxidative hair dye 

chemistry and kinetics under relevant 

consumer-use conditions.  We developed new 

quantitative HPLC analytical methods to follow 

the formation of the reaction products, and we 

studied various oxidation combinations -- binary 

combinations -- under consumer-use conditions, 

using a commercial cream formulation which 

contained high, but realistic, levels of the 

precursors and couplers. 

We used the final concentration of 3 

percent hydrogen peroxide as the oxidant.  We did 



these studies in the presence of human hair.  And 

the reaction was allowed to proceed for around 30 

minutes, which is typical of a hair dye. 

So, this just summarizes the scope of 

the reaction products that we studied.  We looked 

at 26 precursor or coupler combinations which 

were representative of the full range of the 

chemistry that was in the marketplace.  We took 

the highest tonnage oxidative dyes, and the most 

frequently used combinations to study.  We looked 

at the main chemical classes of precursors and 

couplers.  And the formation of the dimer and 

trimer reaction products covered the full ranges 

of the molecular weights and solubilities of the 

reaction products. 

So the table here just shows you how 

many examples in each of the various binary 

combinations that we studied.  There was one 

binary combination that we did not study, which 

was the para-aminophenols combined with the 

resorcinol coupler, because this reaction was 

found to proceed extremely slowly. 

So the experimental methodology was as 

such:  We took a dye cream that contained the 



precursor and coupler, mixed it one-to-one with 

a 6 percent solution of hydrogen peroxide 

developer, and applied this to swatches of human 

hair, and left it there for up to 30 minutes.  

After that time, the hair was -- the cream was 

scraped free from the hair, and that was analyzed 

by HPLC.  We also took the hair and extracted it 

for several hours to obtain whatever was found 

within the hair, and subjected that to HPLC, as 

well. 

And so from these experiments, we could 

look at the rate of disappearance, and the rate 

of formation of the -- the rate of disappearance 

of the precursors and couplers, and the rate of 

formation of the reaction products.  And we could 

do an experimental recovery, looking at all the 

compartments that we analyzed. 

So, to show you some examples of the 

chromatograms from these experiments, on the top 

we have the "0" time-point HPLC analysis of a 

cream formulation containing A005, which is 

toluene-2,5-diamine, along with the coupler A027.  

And at the "0" time point, of course, we see only 

the precursor and the coupler.  After 30 minutes 



of application to the hair, we still see the 

presence of the precursor and the coupler, but we 

see the appearance of the reaction product, which 

is a dimer, this case. 

Now, there are two peaks here because 

this reaction product contains two positional 

isomers, depending upon where methyl group is 

located on one of the rings in the reaction 

product.  This is due to the fact that 

toluene-2,5-diamine has the two amines, and the 

methyl group is -- it leads to the positional 

isomers. 

So, we see here that we have the 

unreacted precursor and coupler, plus the 

excreted reaction product as what we're able to 

detect here.  We saw no intermediates, and we saw 

no self-coupling products under these 

experimental conditions. 

We also did experiments where we looked 

at more complex mixtures.  An example here, where 

we looked at a mixture that had three oxidative 

precursors and three couplers present in the 

formulation.  And after the experimental period 

of 30 minutes on the hair, we see the expected 



reaction products being formed. 

And the conclusions that we drew from 

these experiments were that the major reaction 

products that were detected were those that were 

also found in the relevant binary combination 

experiments.  We saw that the faster combinations 

dominated, so that the slower-forming reaction 

products weren't even really detected in this 

more complex mixture. 

We found no additional reaction 

products detected.  And we found that the binary 

combinations were highly predictive of what was 

occurring in more complex formulas. 

We looked at the influence of the 

formulation on the hair dye chemistry and 

kinetics, and we did a study where we took three 

different base formulations -- one was a simple 

cream, a second was a commercial gel formulation, 

and a third was a commercial cream formulation.  

Did the same kind of experiment, with 30 minutes 

on the hair. 

And the results here for the simple 

cream formulation and the commercial gel and the 

commercial cream are essentially identical, 



indicating that the formulation had, really, no 

effect on the chemistry, and no additional 

reaction products were formed dependant upon the 

formulation that was used. 

We also looked at some of the direct 

dyes that are used in oxidative hair dyes.  

Remember, I told you that some of these direct 

dyes are used in oxidative products to improve the 

tone of the final color. 

And we found that, when we put these in 

an oxidative hair dye system, and did the 

experiment that I've described previously, we 

found that -- in this case, the direct dye used 

was called "B041" -- we found that these direct 

dyes are inert to the oxidative chemistry, under 

the hair dye use conditions, and don't produce 

additional reaction products. 

So we looked at kinetics, here, of the 

formation of the reaction products.  And so we 

looked at various time points:  5, 10, 15, 20, 25, 

and 30 minutes.  And this slide shows you a typical 

graph of the rate of disappearance of the 

precursors and couplers, and the rate of 

appearance of the reaction product. 



We see a rapid decrease in the precursor 

and coupler levels due to the diffusion of these 

ingredients into the hair in the experiment.  And 

we see a slow rate of increase in the formation 

of the reaction product.  Now, this slide is 

showing you what's present in the formulation 

that's scraped off the hair -- which is relevant 

for human exposure, because that's what would 

come in contact with the scalp. 

And one point I wanted to make here is 

that if you consider the area under the curve, 

here, as being what is available for percutaneous 

penetration during hair dye use, you can see the 

area under the curve is substantially greater for 

the precursors and couplers than it is for the 

reaction product. 

So, we looked at the quantitative 

recovery from these types of experiments.  And 

there was a study done involving five different 

industry labs, where the recover ranged from 85 

percent up to 103 percent across five 

laboratories, with a mean value of 95 percent. 

And the bar graph here is showing you 

what was found in the various compartments -- the 



red bar as being what was found in the formulation, 

the blue bar as being what was extracted from the 

hair.  And you can see that the reaction product 

is present at -- is found predominantly in the 

hair, rather than in the formulation. 

The total recovery bar, which is on the 

far right, the yellow bar at the top of that 

is -- what we found was that even after the 

extraction process, that hair was still colored. 

So apparently we were not able to fully 

extract the reaction product from the hair.  So 

we did some experiments with C-14 radiolabel, and 

combusted the hair.  And so that remaining 10 

percent, roughly, is what was still present in the 

hair and unextractable. 

So we used the rate of formation 

information from these hair dye chemistry studies 

to help inform us on how to design the dermal 

penetration studies.  So, what we found was that 

there was a linear rate of formation of the 

reaction products for relatively fast coupling 

reactions.  And in this case, what we did was to 

take the average concentration over the 

application time as being 50 percent of the 



maximum formed at 30 minutes. 

For the slow-forming reaction products, 

these may not show a linear rate of increase of 

reaction product with time.  So, in this case, we 

assumed that the average concentration present 

during hair dye use would be the maximum 

concentration that was present at 30 minutes. 

So, to summarize the chemistry studies 

before I move on to the dermal penetration 

studies -- we studied a number of binary 

combinations which were representative of the 

full chemistry found in the marketplace.  We used 

conditions that were relevant to the consumer 

exposure.  And what we found was that the consumer 

exposure would be limited to the unreacted 

precursors and couplers, plus the expected 

reaction products. 

We found that there was no exposure to 

self-coupling products, primary or intermediate, 

such as the quinonediimine. 

We couldn't detect these.  And we found 

that most of the chemistry is actually taking 

place in the hair shaft, and that the maximum 

external exposure to consumers would be in the 



range of.02 to.33 percent.  This is the 

concentration of the reaction product that's 

found in the formulation during the hair dye use. 

So, then, to move on to the dermal 

penetration studies that we did -- 

DR. BELSITO:  Those percentages are 

percentages -- actual percentages or 

percentage.02 percent of -- 

DR. SKARE:  .02 percent -- no,.02 

percent reaction product in the formula. 

DR. BELSITO:  Okay. 

DR. SKARE:  So we did a series of dermal 

penetration studies, then, on 14 reaction 

products, using standard OECD guidelines to 

design the studies -- but with certain 

modifications that allowed us to be more precise 

in some of these measurements. 

We looked at three different 

concentrations for each of the reaction products, 

for the most part, and we did studies that 

involved looking at at least four donors per 

concentration.  Most of these studies were done 

with human skin.  Some were pig skin studies.  And 

there were a minimum of 12 skin samples for each 



of those concentrations.  We extended the 

sampling period for the receptor fluid to 72 hours, 

and looked at the kinetics over time of 

penetration into the receptor fluid -- typically 

taking samples at two-hour intervals during that 

72 hours.  And we wanted to do this to look for 

the potential for the skin to serve as a 

reservoir. 

And then we also did heat separation of 

the skin, to separate the dermis from the 

epidermis, to allow us to quantify, separately, 

those two compartments. 

This shows the typical type of 

formulation that we used in these studies.  It was 

intended to be representative of a marketed 

formulation.  The reaction product was studied 

by -- we chemically synthesized the reaction 

product and added it to the formulation, then 

mixed that, one-to-one, with hydrogen peroxide 

developer.  In some cases we used a placebo that 

didn't contain hydrogen peroxide. 

And the final pH of this mixture was 

around 10 -- again, typical of oxidative hair dye 

use. 



So, just to run through the study 

design -- we applied the formulation at a does 

range of 20 mg per cm2 and rinsed that off after 

30 minutes.  The experiment proceeded for 72 hours, 

during which time penetration was monitored by 

looking at the receptor fluid at frequent 

intervals.  After that period of 72 hours, the 

skin samples were tape-stripped to remove the 

stratum corneum.  And the remaining skin was 

heat- separated to separate the dermis from the 

epidermis. 

The range of reaction products that we 

studied is shown here.  I have graphs here that 

present the range of molecular weights that were 

covered by these studies, and the range of 

hydrophobicities, in terms of log D at pH 10 that 

were covered by these studies. 

So the range of molecular weights ran 

from 229 to 490.  And the log D values at pH 10 

ranged from +1.8 to -3.5. 

DR. HILL:  Sorry, what was the high 

number? 

DR. BELSITO:  1.8. 

DR. HILL:  1.8? 



DR. SKARE:  +1.8. 

DR. HILL:  Yeah -- okay.  I just wanted 

to make sure I heard it correctly. 

DR. SKARE:  So this slide is kind of a 

busy slide.  You don't have to look at all the 

numbers.  But I just wanted to show you the results 

from these 14 studies, just to walk you through 

what's on the slide. 

The first column of numbers on the left 

is basically the results from the kinetic studies, 

showing you what the concentration was of the 

reaction product that was formed during the use 

of a hair dye. 

DR. HILL:  And the assumption was, 

there -- again?  You said it.  Could you repeat?  

You made an assumption on the reaction 

products -- roughly linear formation?  Was that 

your -- 

DR. SKARE:  It depended.  We looked at 

the kinetics of all of these, and if it was a 

relatively fast reaction, we assumed that the 

mean concentration was what was formed at -- you 

know, 50 percent of what was formed after 30 

minutes. 



DR. HILL:  Okay. 

DR. SKARE:  If it was a slow reaction, 

we assumed that what was formed at 30 minutes was 

present for the whole time. 

DR. HILL:  So, conservative 

there -- yeah. 

DR. SKARE:  Yep.  Yep.  So, then, the 

second column over showed -- you know, as I said, 

we looked at three different concentrations in 

all these dermal penetration studies.  But in 

terms of when we calculated exposure, we looked 

at the most relevant concentration that we 

tested -- the one that was the closest to what we 

saw in that final chemistry kinetics experiment. 

Then the third column over shows you the 

results, the bioavailability from the dermal 

penetration studies.  These are expressed here in 

nanograms per cm2.  I'm showing you two data 

columns there because I have the mean value there 

on the left of that column, and the mean +1SD is 

on the right.  And I'm showing you that because 

if you look at the SCCS opinion, they have 

presented mean +1SD data in that opinion. 

Then, in order to translate that 



nanograms per cm2 into an actual human exposure 

number, we took that value, multiplied by the 

scalp surface area, and then 

multiplied -- corrected for the frequency of use, 

which is roughly once every four weeks for an 

oxidative hair dye.  So the data on the far- right 

are expressed as micrograms per day. 

One other point to make here is that in 

most of these cases we could assume that there was 

no reservoir effect in the skin, based on the 

kinetics data -- and I'll show you a graph in a 

minute.  But where we couldn't rule out the 

possibility of the skin serving as a reservoir for 

future penetration, then we also added in what was 

in the epidermis.  But if we excluded a reservoir, 

we assumed the bioavailable dose was what was in 

the receptor fluid, plus the dermis. 

So this shows you what the kinetics 

looked like for a typical experiment where we 

assumed that there was no reservoir.  This is 

showing you what was present in the receptor fluid 

at each of the two-hour time intervals that we 

took during the experiment. 

You see a peak occurring very early on, 



which then tails down.  And roughly, somewhere 

between 10 and 15 hours, it looks like in this 

slide, we see that the levels that are found in 

the receptor fluid fall below the limit of 

quantification. 

So, we assume in this case, then, that 

the skin is not serving as a reservoir. 

So, to summarize the reaction-product 

studies, then, we studied 14 representative 

reaction products that covered a wide range of the 

physical chemical properties, and we found that 

the amounts that were bioavailable ranged from 

about 2.3 to 436 nanograms per cm2.  Those were 

the mean values. 

When we calculated that in terms of 

micrograms per day, it ranges from about.05 to 9 

micrograms per day. 

And we also were able to compare these 

exposures, from these in vitro studies, to the 

mean dermal penetration that we see for a typical 

precursor or coupler.  So I've shown here the 

example where we compared it to PPD.  There was 

a publication by Hubert Becker, et al., from 2004, 

which reports a dermal penetration study done in 



human skin with PPD, where the mean penetration 

was about 10.6 micrograms per cm2.  So if you 

compare that to the reaction products -- which, 

expressed in the same units have a penetration 

of.0023 to.436 micrograms per cm2 -- we see that 

the dermal penetration of the reaction products 

is around 24 to 4,600-fold lower than the exposure 

to PPD. 

We also did a study in human volunteers 

to look at exposure to reaction products.  And in 

this study, we took 16 male volunteers, and their 

hair was dyed by a professional hairdresser, with 

a formulation containing a C-14 radiolabeled 

PPD-containing hair dye.  The final concentration 

of PPD was 1 percent on head -- which essentially 

is a black-shade hair dye. 

The total contact time was 30 minutes.  

The formula also contained unlabeled couplers, 

two of them -- A011, which is resorcinol, and A015, 

which is meta-aminophenol. 

After the hair-dying, the hair was 

shampooed, rinsed, dried, and the hair was 

clipped, and the scalp was shaved.  And all of the 

materials used in the study, as well as the hair, 



was collected for radio-analysis.  Blood samples 

were drawn at various time intervals, from two 

hours up to 48 hours after hair dying.  And urine 

samples were also collected for three different 

collection periods.  And there's an error on the 

slide.  The last collection period was 24 to 48 

hours, not "28 hours." 

So, the C-14 contents of all these 

samples collected was measured by liquid 

scintillation counting.  This included the 

clipped hair, the wash water, the protective caps 

worn overnight after the hair dying, the combs, 

brushes, towels, gloves -- everything used in the 

study -- as well as the plasma and urine samples, 

in order to calculate a mass balance. 

We also developed HPLC-MS/MS methods to 

analyze the plasma and urine.  And we used these 

to quantitate the reaction products, as well as 

the mono- and di-acetylated metabolites of the 

reaction products that could be formed.  And we 

also measured PPD, as well as its mono- and 

di-acetylated metabolites in these biological 

samples. 

So this shows you the mass balance.  You 



probably can't read the numbers, but I'll just 

share with you the relevant information. 

The total mass balance ended up having 

a mean value of around 96 percent, with a range 

of 93.6 to 98.6.  The majority of the radiolabel 

was found in the wash water -- 65 percent, roughly, 

was found in that fraction.. 

The hair contained around 30 percent, 

ranging from about 20 to 36 percent.  The 

materials used during the hair dying -- the mixing 

bowl, brush, gloves, et cetera -- contained 

around 14 percent.  And the amount that was found 

in the urine, the mean amount, was about.9 percent 

of the applied, and ranged from.4 percent to 2 

percent. 

So this shows you the plasma kinetics 

of the radiolabel that we found in this study.  And 

the table shows you the values for Cmax, was 97.4 

nanograms per mL.  The Tmax was at two hours.  And 

the plasma AUC, from zero to infinity, was around 

966 nanograms per mL-hour. 

On the lower right, you see a typical 

slide showing representative, or typical, plasma 

profiles for the radiolabel found in the plasma.  



And there's four subjects that are shown there, 

and then red one is the mean of those four 

subjects. 

So, to go on then and talk about the 

HPLC-MS/MS studies that we did to quantitate the 

reaction products, this shows the analytes that 

we developed methods for.  So I'm going to talk 

about the reaction products, which I'm going to 

call "A007-A015-A007 trimer," and the 

"A007-A011-A007 trimer."  And we also developed 

methods to look for the mono- and di- acetylated 

metabolites for both of these trimers. 

In addition, we had methods developed 

for PPD, the parent PPD compound, as well as its 

mono- and di-acetylated metabolites. 

The methods that we developed were 

highly sensitive.  This shows you the lower limits 

of quantification for the reaction products.  In 

the plasma, they ranged from 100 to 800 pg/mL.  And 

in the urine, they ranged from 400 to 4,000 pg/mL. 

What we found in these analyses were 

that in the plasma, reaction products were not 

detectible in most of the plasma samples that we 

analyzed.  We did find traces of these reaction 



products, or the acetylated metabolites, in 4 of 

96 of the plasma samples, from 4 of the 16 

volunteers. 

The concentrations in these samples 

were at or just slightly above the lower limit of 

the quantification.  And these concentrations, by 

comparison, were around 1,000-fold lower than the 

Cmax for the diacetylated PPD.  And a note here 

is that that's the form of PPD that we were able 

to detect in the plasma.  We can't find parent PPD 

in the plasma. 

Likewise, in the urine, the reaction 

products were not detectable in most of the 

samples.  We did find traces of the reaction 

products, or the acetylated metabolites in 4 of 

the 48 urine samples taken.  All of these were 

samples that were in the first timed collection 

from zero to 12 hours.  Again, these 

concentrations were slightly above the relevant 

lower limit of quantification. 

So, we then compared the results from 

this human exposure study for the reaction 

products, to the results from the in vitro dermal 

penetration studies, to see how predictive the in 



vitro penetration studies were. 

So, on the first line I've shared with 

you the results from the in vitro skin penetration 

study.  So these are the mean absorbed doses for 

both of the reaction products:  A007-A015-A007, 

and A007-A011-A007. 

The two columns on the left are showing 

you data expressed as nanograms per hair dying 

event.  The two columns on the right are showing 

you data expressed as nanograms per day, adjusted 

for the frequency of use being once every four 

weeks. 

Then the second line is showing you the 

maximum excretion for the -- we took the subject 

who had the highest level of reaction products 

observed in the urine, and that subject -- again, 

showing you what was present for each of these 

reaction products in nanograms per event, or 

nanograms per day.. 

And then we also calculated a mean 

exposure value for all 16 subjects.  Now, because 

most of these samples had values that were less 

than the limit of quantification, we took the 

assumption that the concentration was actually 



half the lower limit of quantification in every 

sample -- except for those samples where we were 

able to detect and quantify.  And, in that case, 

you see the values on the last line there. 

So, what we found here was that the 

measured exposure from the subject with the 

highest excretion of the reaction products was 

about twofold lower than the mean exposure levels 

estimated from the in vitro dermal penetration 

studies.  We also found that if you took this 

conservative estimate of what the mean exposure 

would be in these study subjects, this was around 

five- or six-fold lower than the in vitro study 

estimates.. 

So the in vitro studies appear to be 

overestimating the actual human exposure. 

We also looked -- within the human study, 

we did a comparison of what the exposure was to 

PPD and its metabolites, versus the exposure to 

the reaction products and their metabolites.  And 

so on the top I've presented the mean total 

urinary excretion in the 16 subjects, and that 

came out to be about 3 milligrams over the 

exposure.  And most of that was in the form of the 



diacetylated PPD. 

Looking at the reaction products that 

we found in the urine, the maximum -- again, this 

is the subject with the highest level that was 

found -- the maximum total urinary excretion in 

that subject, Subject 13, was a little under 2 

micrograms for the A007-A015-A007 reaction 

product, and around 1.5 micrograms for the 

A007-A011-A007 reaction product. 

So the human exposure to the reaction 

products of PPD that were formed during hair 

coloring in the study was around three orders of 

magnitude lower than the exposure to the PPD 

precursor, based on the urinary excretion 

measurements. 

So, just to summarize, then, the work 

the work that I've just described, we studied the 

chemistry of 26 representative oxidative hair dye 

coupling reactions.  We identified and quantified 

the major reaction products that were formed.  We 

used those results to select relevant 

concentrations to study in the in vitro dermal 

penetration studies.  And those chemistry 

experiments also allowed us to rule out exposure 



to these other intermediates. 

The in vitro dermal penetration studies, 

with a representative set of 14 reaction products, 

showed that exposures to these were very low, and 

that under relevant consumer-use conditions, the 

exposure to the reaction products is 

substantially lower than the exposure to the 

precursors and couplers. 

In a human exposure study we were able 

to confirm that exposure to the reaction products 

is extremely low.  And we were able to show that 

the in vitro dermal penetration studies appeared 

to be overestimating the actual human exposure by 

as much as five- to six-fold.  And we confirmed 

that the exposure during hair dye use is 

predominantly to the precursors and couplers, and 

that the human exposure to the reaction products 

is around three orders of magnitude lower than 

that of the precursor PPD. 

I'm going to spend just a couple minutes 

talking about the genotoxicity testing we did 

with some of these reaction products. 

We selected these products for testing 

on the basis of the following considerations.  We 



selected reaction products that were at the upper 

end of the range of systemic exposures that we 

obtained from the in vitro dermal penetration 

studies. 

We looked at both dimers and trimers.  

And we found that the structural alerts for 

carcinogenicity and mutagenicity or genotoxicity 

that were present in the reaction products that 

we tested were consistently present across the 

spectrum of reaction products that are formed 

from al the major classes of oxidative hair dye 

precursors and couplers.  And the ones that we 

studied covered the major classes of precursors 

and couplers, as well. 

So just to say a few more words about 

the structure- activity relationship analyses 

that we did -- we used DEREK for this purpose.  And 

the DEREK analysis identified that there were no 

additional alerts for carcinogenicity involving 

genotoxic mechanisms beyond those that are 

already identified from a DEREK analysis of the 

precursors and couplers.  And these are primarily 

the aromatic amine functional groups found in 

these molecules. 



There was really only one additional 

structural feature that's found in the reaction 

products that is not found in the precursors and 

couplers -- and this is a benzoquinone imine, 

which I'll show you in a minute.  This gives rise 

to an alert within DEREK which is for mutagenicity 

and genotoxicity. 

However, in the reaction product's 

structure, this is highly stabilized by the 

conjugation within the reaction product, so it's 

not expected to behave like a free benzoquinone 

imine.  In fact, if that did happen, then the 

reaction product would be expected to continue to 

be reactive and react and it doesn't.  It's the 

final end-reaction product that's the color 

product that has to be relatively stable in order 

to have a functional hair dye product. 

Finally, this benzoquinone imine 

structural alert was present in all of the four 

representative hair dye reaction products that we 

tested in these genotoxicity studies. 

So, just to show you what these alerts 

were, these are the four reaction products that 

we tested.  We tested two dimers and two trimers.  



The solid circles here are identifying the 

primary imine structure alerts.  The 

dashed-circles, the secondary imines.  And these 

dashed-ovals are designating what the 

benzoquinone imine structure is. 

So, this shows you the results of the 

gene-tox testing that we did.  We did a series, 

or a battery, of three in vitro gene-tox tests, 

including the Ames test, a mammalian cell 

mutation assay looking at the HPRT locus, and an 

in vitro micronucleus assay.  And then we did the 

appropriate follow-up in vivo tests to address 

any positive findings we found in vitro. 

So what we found in these studies was 

that we had a qualitatively similar profile of 

genotoxicity testing results for the reaction 

products, compared to the precursors and couplers.  

I'm not showing you here the precursor and coupler 

data, but just wanted to explain to you that all 

of the precursors and couplers have been tested 

as part of the dossier programs in the EU and, 

probably without exception, they're all positive 

in at least one in vitro gene-tox assay. 

So, the profile here with the reaction 



products is essentially similar.  Three of these 

four were positive in the Ames test.  One was 

positive in a micronucleus test.  However, when 

you do the appropriate in vivo follow-up test, 

none of these were positive.  So this suggests 

that the benzoquinone imine alert that DEREK 

popped up for the reaction products really 

doesn't confer a concern for in vivo 

genotoxicity. 

So, just to summarize overall, then, 

the work that has been done by the industry group 

in Europe has resulted in the identification and 

quantification of the reaction products formed 

the oxidative hair dye chemistry.  The exposures 

to these have been found to be extremely low under 

conditions of hair dye use.  And the reaction 

products, when tested in gene- tox assays have 

shown no evidence for in vivo genotoxicity. 

So, from this, we would conclude that 

the safety assessment for oxidative hair dyes is 

really driven by the toxicological evaluation of 

the ingredients -- that is, the precursors and 

couplers -- rather than by the reaction products 

that are formed during use. 



And, with that, I'm going to end, and 

ask if anyone has any questions. 

DR. BERGFELD:  I have a question and 

that is a cumulative toxicology, and the fact that 

women dye their hair for 30 years, every 4 weeks 

or 6 weeks, any data on that? 

DR. SKARE:  Well -- 

DR. BERGFELD:  Or does this apply? 

DR. SKARE:  Well, to calculate 

cumulative exposure, then, one would simply take 

the values that we've obtained for an individual 

hair-dying event, and make assumptions for -- if 

one uses it every 4 weeks for, say, 30 years or 

whatever, you could calculate that kind of 

exposure. 

Nevertheless, the exposure under those 

conditions is still going to be much lower for 

those reaction products than it is for the 

precursors and couplers. 

DR. LIEBLER:  Julie, thanks, that was 

an excellent presentation. 

I have a couple of questions about 

the -- I just want to get a better idea of sort 

of the amounts of the precursors that are 



remaining after the application period. 

So, you showed that the diacetyl PPD 

actually achieved the greatest circulating 

concentration in the blood.  Is the PPD completely 

consumed, or almost completely consumed, during 

the application process? 

DR. SKARE:  No.  If you go back to that 

bar graph that I showed you -- 

DR. LIEBLER:  I didn't remember it.  So 

that's why I'm asking. 

DR. SKARE:  Do you want to see it? 

DR. LIEBLER:  Sure. 

DR. HILL:  I do, even if you don't.  

(Laughter) 

DR. SKARE:  Maybe I should escape out 

and go back to it.  Can we just -- 

DR. LIEBLER:  That's fine.  We can see 

it. 

DR. SKARE:  Okay.  So, the precursors 

and couplers are the two on the left.  And the 

amount that's in the formulation is what's in red.  

And these are all expressed as percent of the 

amount applied. 

DR. LIEBLER:  Of the initial amount. 



DR. SKARE:  Mm-hmm. 

DR. LIEBLER:  So, is A007 -- I can barely 

ready that -- the one on the left, is that the 

precursor? 

DR. SKARE:  Yes, that's -- A007 is PPD. 

DR. LIEBLER:  PPD, okay.  So it looks 

like about 30 percent of what was applied 

remains -- 

DR. SKARE:  In the formulation, at the 

end -- 

DR. LIEBLER:  Detected. 

DR. SKARE:  Yeah.  And that's also shown 

here.  This is A005, which is p-toluenediamine, 

but similar results. 

So, at the end of that 30 minutes, you 

see around 30 percent of the applied amount is 

still remaining in that formulation. 

DR. LIEBLER:  And so where this product 

is applied, it sounds like it's mixed with 

hydrogen peroxide and then put on? 

DR. SKARE:  Mm-hmm. 

DR. LIEBLER:  Immediately? 

DR. SKARE:  Yes. 

DR. LIEBLER:  Is the hydrogen peroxide 



in significant molar excess, relative to the 

precursor?  Do you have a feel for that? 

DR. SKARE:  That's a question for the -- 

DR. LIEBLER:  I sort of assume that 

might be the case.  But I'm not sure. 

DR. SKARE:  Yeah, I'm not sure I can 

answer what's a molar excess. 

DR. LIEBLER:  So there's about a 3 

percent hydrogen peroxide.  And then -- 

DR. HILL:  (inaudible) she's saying. 

DR. LIEBLER:  And then I wasn't sure 

about the PPD. 

DR. SKARE:  Yes, the final 

concentration is 3 percent hydrogen peroxide. 

DR. LIEBLER:  Yeah. 

DR. HILL:  We'd have to know the amount, 

how many equivalents of PPD, then we could do the 

calculation. 

DR. LIEBLER:  Yeah. 

DR. SKARE:  Yeah.  But, you know, the 

way these products -- these products are 

formulated to drive oxidative chemistry, so. 

DR. LIEBLER:  Right.  So, I would assume 

that it would be in excess, so that you get as much 



quinone diimine as possible.  So the reaction with 

the coupler would be fast and efficient. 

DR. SKARE:  Yeah.  Yeah.  And that first 

reaction, as I said, is the slow one -- that first 

oxidation to the quinone diimine, that's the slow 

reaction. 

DR. LIEBLER:  So the  thing that 

surprised me, then, was the remaining PPD.  If 

you're trying to drive the reaction all the way, 

and you've got 30 percent of the original PPD 

still there and available for acetylation, 

presumably, the skin -- 

DR. SKARE:  Yes, but, you know, it's got 

to penetrate into the hair.  You know, there's a 

number of things that are simultaneously going on 

during this process. 

DR. LIEBLER:  Mm-hmm.  And one of the 

experiments you described, I think, had a 

plus-minus hydrogen peroxide condition? 

DR. SKARE:  Yes. 

DR. LIEBLER:  Does the presence of 

hydrogen peroxide affect the penetration of any 

of these compounds into the skin? 

DR. SKARE:  In the studies where we've 



looked at both, with and without peroxide, there 

was no difference. 

DR. LIEBLER:  Really?  Because I might 

have thought that perhaps hydrogen peroxide could 

perhaps oxidize components of the skin, and 

perhaps affect penetration by doing that. 

DR. SKARE:  Yes. 

DR. LIEBLER:  But I wasn't sure if there 

was any -- 

DR. SKARE:  Yeah, that's not what we 

saw. 

DR. LIEBLER:  -- evidence in your data 

for that. 

DR. MARKS:  Julie, two questions.  One, 

I envision the hair chemist being an artist in 

mixing these precursors and couplers together.  

In the average hair dye, how many precursors and 

how many couplers are in the average?  And what's 

the range?  I mean, could you have two or three 

couplers, and two or three precursors in the same 

dye?  Final product? 

DR. SKARE:  Yes -- I would hesitate to 

give you an average, because I'm not a formulation 

person.  So -- but, I'd say it wouldn't be atypical 



to have three precursors and three couplers in a 

formulation. 

The simpler you get, the less 

interesting your color is going to be, so. 

DR. MARKS:  That's why I made a 

comparison.  The second is that you looked at 

blood and urine levels in this one exposure, say.  

Is there anything in the future where you may be 

looking at operators?  Because there may be 

exposure other than via dying the hair. 

And also, I assume operators may dye 

their hair more frequently, in practice, than the 

average consumer. 

DR. SKARE:  Yes, actually, there has 

been a study similar to the one I just described 

to you where we're measuring the consumer 

exposure.  A comparable study was done with the 

same type of C-14 radiolabeled, PPD-containing 

hair dye, looking at the exposure to the 

hairdresser. 

In that study, we didn't apply these 

sophisticated HPLC-MS/MS methods to look at the 

reaction products.  But just following the 

radiolabeled tracer, we found that the exposure 



in the hairdresser -- who were all wearing 

gloves -- was several orders of magnitude lower 

than the exposure to the consumer. 

DR. MARKS:  And do you know, on average, 

do hairdressers dye their hair more frequently?  

Because the epidemiologic studies would suggest 

that, you know, that there's a greater cancer 

endpoint in the operators, or hairdressers, 

than -- 

DR. SKARE:  Yeah, I don't know of any 

systematic studies that have evaluated that.  I 

think it's sort of kitchen logic that 

hairdressers, you know, experiment a lot and 

probably dye their -- but I don't know of any 

systematic study on that. 

DR. HILL:  One of the things that you 

didn't look for in terms of the HPLC assays, and 

I was really surprised, is mercapturic acids 

formed as a result of glutathione conjugation, 

given that you've got quinoneimine structures.  

And you only end up with about -- if I heard you 

correctly --.4 to 2 percent of the mass balance 

in the urine from applying, washing, you know, 

finding the radioactivity -- you're missing on 



the order of that amount. 

And so that gets me thinking 

about -- and pursuant to the question that Dan 

asked -- if you had an individual who was a slow 

acetylator, for example, then that will tip their 

metabolism toward glutathione.  But it also means 

you have quinoneimine potentially available to 

react with tissue thiols, and the potential 

consequences of that. 

And also, given that you do have the 

dimers and the trimers that are a little bit 

extended, by analogy, to polycyclic aromatic 

hydrocarbons -- of course, these are very 

different molecules, a greater propensity to 

intercalate, and so forth. 

So, I mean, the hits on the geno-tox 

weren't very suggestive.  But in vivo, that 

glutathione would then presumably be a pretty 

part of the protective measures.  But it got me 

thinking, okay, if we have a hairdresser who 

happens to be a slow acetylator, and they're not 

doing the conversion, maybe they're a little more 

susceptible.  And if you pared them out 

genetically and then did the epidemiology, you 



might see something different. 

DR. SKARE:  Yes, I take your point.  

That's a good point. 

I think the one thing I would say, 

though, is that in this human exposure study, 

where we used the radiolabeled PPD, and then we 

also had these HPLC-MS/MS methods to look for 

specific analytes, during that HPLC run where 

you're just following radiolabel, we don't see 

any unidentified peaks. 

DR. HILL:  Okay.  So if there were 

mercapturic acids somewhere in the process of 

developing, you would have seen it. 

I was sitting here thinking that, but 

yet, knowing how one develops a mass-spec 

method -- maybe. 

So, I mean, I'll trust that guys that 

did that are aware of that possibility, looked for 

that, because you'd know what those masses would 

be. 

DR. SKARE:  The people who developed the 

analytical methods were actually from Procter & 

Gamble, and they were former, you know -- we had 

a pharmaceutical business.  They were people who 



worked in our pharm organization, so they were 

pretty well -- 

DR. HILL:  And they would have picked 

up that sort of thing. 

DR. SKARE:  -- aware of -- 

DR. HILL:  I'm highly confident.  I just 

best thought I'd ask. 

DR. SKARE:  Thank you. 

DR. LIEBLER:  Julie, what's the -- I 

just want to make sure -- the evidence that you 

don't go beyond the dimer and trimer in the 

chemistry, the evidence is simply the absence of 

other peaks that elute on the columns past the 

peaks for the dimers and trimers? 

DR. SKARE:  Mm-hmm. 

DR. LIEBLER:  That's it?  So if you had 

a tetramer, or a five-mer, or so forth, 

those -- pentamer, thank you. (Laughter) Anyway, 

the -- all right, hexamer.  I'll see your pentamer 

and I'll raise you a hexamer.  (Laughter) Anyway, 

those things would probably be so hydrophobic 

that they would hang up on the column and never 

come off.  And it might -- you know, I'm not sure 

that the chemistry actually wouldn't 



happen -- the argument about the, you know, the 

de- localization of electron density in those 

products, that might not really make those things 

unreactive, particularly to, you know, an 

oxidized precursor.  And it might be that those 

things, if they're formed, they actually just 

stick to the hair, really, really, really well. 

But, you know, I'm not sure how 

important it is in this conversation, but it 

wasn't clear to me how much of the unaccounted-for 

loss of the precursor and the coupler could be 

explained by higher-order products.  I don't 

think the higher- order products would be any 

easier to absorb.  But they're probably there. 

DR. SKARE:  Yes, well -- 

DR. LIEBLER:  I'd be willing to bet 

they're there. 

DR. SKARE:  -- the recovery -- you know, 

that experiment I showed you with the 5 different 

labs, the recovery averaged around 95 percent.  So, 

I guess there's room -- you know, whether that's 

experimental error, or whether there's something 

that actually is, you know, that you haven't 

detected is, I guess, open to question. 



DR. KLAASSEN:  So, in the end, why does 

so much of the product stay with the hair for such 

a long period of time? 

DR. SKARE:  Why does so much of the -- 

DR. KLAASSEN:  What's the chemistry 

there?  Is that known?  I always -- 

DR. SKARE:  You mean the reaction 

product in the hair? 

DR. KLAASSEN:  Right. 

DR. SKARE:  It's a physical trapping 

effect.  During the hair dying, it swells, the 

cuticle is raised, the molecules penetrate in.  

They react, they form the reaction product.  And 

then the hair is relaxed back down, and they're 

physically trapped in the hair. 

DR. KLAASSEN:  Okay.  I've often though 

they might be covalently bound -- 

DR. SKARE:  They're not covalently 

bound.  No. 

DR. KLAASSEN:  -- to cysteines, or 

something like that. 

DR. HILL:  That's not true. 

DR. SKARE:  There's no evidence that 

they're covalently bound. 



DR. HILL:  Well, yeah, that's an 

important question.  And so it's the raising of 

the pH to 10, basically because of the ammonia, 

that does the swelling? 

DR. SKARE:  Yes. 

DR. HILL:  You know, I guess I'm 

thinking in terms of something that wouldn't be 

reversible for a person working in a hot kitchen, 

wearing a hair bonnet.  It still -- it would stay 

put, presumably. 

DR. SKARE:  Yeah.  Yes, so that's why, 

you know, permanent hair dyes, people get their 

hair re-dyed because the roots start growing out. 

DR. HILL:  Yes.  But I guess I'm -- I 

don't see it leaching, I don't see people 

losing -- I mean, it's the roots. 

DR. SKARE:  Yes, I mean there is some 

change in tone sometimes with hair color.  But 

that's -- 

DR. HILL:  But that could be just 

photo-bleaching. 

DR. SKARE:  Well, and that's also 

because -- yeah, it could be.  But it also is, you 

know, as I said, some of these products have these 



direct dyes added to make the tone -- 

DR. HILL:  Yeah, yeah.  Okay, I got you. 

DR. ANDERSEN:  Why don't we take a short 

break while I see whether I can get my computer 

back up there, and get the website? 

(Recess) 

DR. ANDERSEN:  Can I suggest we get 

started?  As many of you may have noticed, the CIR 

website has been changed, significantly.  And it 

seemed to make a lot of sense that we make some 

effort to accomplish two things.  One is to have 

Kevin walk you through the different elements of 

the new site, in case that you haven't had the 

opportunity to tiptoe through it yourself.  But 

also to use it as a way of saying "attaboy" to 

Kevin for all the work that has gone into making 

this a reality. 

We've had the opportunity to work with 

an excellent outside contractor.  But pulling 

together all of the input from CIR, understanding 

what it is we have to offer, and presenting it in 

a logical fashion -- that's been Kevin's 

responsibility. 

And I think you'll be pleased with the 



result.  Kevin? 

MR. FRIES:  Well, I certainly do 

appreciate this opportunity to give a very, very 

brief overview of the new CIR website, one of the 

most recent works in progress, here. 

So we tried to achieve a couple of 

different things here with the new website.  First, 

maybe and foremost, is a new aesthetic.  But we 

also wanted to start looking at individual 

ingredients.  On the older site it was sometimes 

a little bit difficult to zero-in on a particular 

ingredient of interest. 

But also, at the same time, maintain 

some level of familiarity.  It's a pretty 

different, but still there's -- we tried to make 

the transition somewhat easy. 

On the home page here, we're 

highlighting some of the panel books and 

ingredients that are immediately under review, 

and across the top, you'll see the "Home," 

"About," "Panel Meetings," "Ingredients," and 

"Calendar" menus. 

There are a number of different things 

that still need to be corrected.  It is a work in 



progress. 

The Calendar is intended to note, 

briefly, some of the professional activities, 

like SOT, and the Academy of Dermatology events 

that we're interested in. 

The Ingredients search page is intended 

to make that other leap of looking more 

specifically at individual ingredients, rather 

than entire panel books.  And so you can look 

through the whole list, guided by the alphabetic 

browse function there.  And then what can come up 

is, if there happens to be some relevant panel 

books, or an item from the decision, from the 

quick-reference table, that information will 

come up when you click on these individual 

ingredients, if it's available. 

Here is an example of the last Panel 

Meetings page.  And we have the panel books 

separated out  by the status that they are 

presented to you -- the draft, the tentative, and 

final documents -- with the related documents off 

to the right and to the bottom.  We're still going 

to be looking at other ways of presenting those 

supplemental documents so they're -- the mixture 



of those documents is a little bit clearer for the 

viewer. 

DR. BERGFELD:  Is this a public 

offering? 

MR. FRIES:  I'm sorry? 

DR. BERGFELD:  I mean, any person in the 

public can go to this? 

MR. FRIES:  Correct.  Correct.  So we're 

putting some of the -- and then we're putting the 

administrative books up on top there.  And here's 

the marquee About page, which -- I'm sorry, I went 

a little bit too quickly there -- where you will 

find, "How Does CIR Work?" and the "Priorities." 

And that's where we are at the moment.  

We focused on the Panel Meeting sections, but 

there's still quite a bit of work to do. 

So that's what I have for you today. 

DR. ANDERSEN:  Thank you, Kevin. 

MR. FRIES:  Thank you. 

DR. SHANK:  Have you changed the logo 

for CIR from the Erlenmeyer flask and pin? 

DR. ANDERSEN:  The flask is gone.. 

MR. FRIES:  Yes, indeed. 

DR. BELSITO:  Our decanter -- 



DR. ANDERSEN:  Yes, you got your 

decanters.  Be happy.  (Laughter) 

I think it's a lot of years of 

explaining to every new staff person that comes 

on board CIR that that really was an Erlenmeyer 

flask -- for those that didn't have a clue what 

that was.  And then step two was, well, what's that 

thing in it? 

I think, right now, it's probably safe 

to say that I'm the only member of the CIR staff 

that currently uses a fountain pen, and 

understands what a nib is. 

So this is from a bygone era, from my 

predecessor.  And he did a great job of coming up 

with the concept of just -- I'll tell you now, and 

you can forget it -- it was the "industry ink" that 

writes the CIR reports. 

Well, that's not exactly the way we're 

doing it anymore.  It's more like the internet, 

and search engines, et cetera -- not to devalue 

the contribution of unpublished data from 

industry, which is still fundamental.  But it is 

not the only thing. 

So, moving away from that narrow 



concept is something that we definitely wanted to 

do.  And to the extent that I'd get sucked back 

into that, trying to describe what the old logo 

was, now we've moved away from that.  And it's much 

more generic, and reflective of the fact that our 

material appears in the hard-copy of the 

International Journal of Toxicology, and that's 

what we want people to think about. 

So that's where we are.  It is time to 

break apart into the teams.  And this time, I 

actually remembered -- well, I didn't remember, 

I had Carla take a look, and Carla remembered.  And 

it is Mark's team's turn to move.  I'm not really 

quite sure to where you move.  But I assume it's 

down the hall someplace. 

SPEAKER:  It's Constitution A. 

DR. ANDERSEN:  Oh, that's fancy.  I 

think if the relevant staff people can come join 

us up here, the back bench is awkward back there. 

DR. BELSITO:  At the September meeting, 

we tentatively concluded that the glucoside 

ingredients listed were safe in the present 

practice of use when formulated to be 

non-irritating.  There were some technical 



comments. 

And so we're ready to go ahead and issue 

this as a final "safe in the practices of use and 

concentrations when formulated to be 

non-irritating," unless someone has changed 

their mind since September. 

Okay.  In the discussion of this, I just 

didn't like the way things were worded in the last 

paragraph.  It says that -- and this has to do with 

the aerosol boilerplate, which may get resolved 

when we get to the aerosol boilerplate.  But it 

said, "In the absence of sufficient safety test 

data to evaluate this endpoint, the Panel 

considered other data that were available to 

characterize the potential for the alkyl 

glucosides to cause systemic toxicity," which 

implied to me that they cause systemic toxicity.  

And what you want to imply is that we've looked 

at available data to characterize the safety of 

the alkyl glucosides, including repeated dose 

toxicity studies, ocular or dermal irritation or 

sensitization studies, and other effects. 

Again, the way it was worded, to me, 

made it seem like we looked for data to show that 



it caused toxicity. 

But, I mean, I think we'll get to that 

with the respiratory boilerplate, and that may 

change everything. 

DR. BERGFELD:  Alan, is it understood 

that you'll go back over all the documents and 

have inhalation exposure and fix it as the new -- 

DR. ANDERSEN:  Yeah, whatever comes out 

of the separate aerosol discussion will be looped 

back.  But I do want to make a note of this here, 

because it's a small change in focus, but I get 

your point.  Clearly, it's a different way to say 

it. 

DR. BELSITO:  We want to stress safety, 

not toxicity.  Anything else, other than typos?  

Okay. 

DR. ANDERSEN:  It still gets across the 

idea -- not to belabor this -- but when there are 

no inhalation tox data what you're saying is that 

you're going to look at whatever else you've got 

for red flags.  And that means you're going to look 

at all of the safety data, including 

repeated-dose toxicity, yadda, yadda, yadda. 

Paul made the point at the last meeting 



that he does that anyway.  This was just meant to 

be a way to capture that. 

DR. LIEBLER:  So when we refer to 

"inhalation toxicity," what we're really 

saying -- what we're really referring to is 

toxicity to respiratory tract, as opposed to 

compound is inhaled, compound produces some other 

systemic toxicity at some other site, other than 

the respiratory tract, right?  So when you say 

"inhalation toxicity," we mean sort of 

airway/lung toxicity. 

DR. BELSITO:  Right.  In the inhalation 

boilerplate I think that's sort of mentioned in 

a sentence that basically says, "The body burden 

through inhalation is insignificant."  You know, 

that may, of course, be not true for a certain 

product.  But the implication is that, you know, 

we've looked at how much would get inhaled and 

potentially be absorbed through the nasal mucosa, 

and compared to the other routes of 

exposure -- cutaneous -- that's negligible. 

DR. BOYER:  And I think when we refer 

to "inhalation toxicity," we mean the toxicity 

to -- the effects, adverse effects, to the 



respiratory tract -- 

DR. LIEBLER:  Right. 

DR. BOYER:  -- at one level or another.  

But then there's also the inhalation route of 

exposure, which then could result in systemic 

effects in other target organs and systems. 

DR. LIEBLER:  But in this context, in 

this paragraph, we're really talking about the 

fact that we don't have data on the toxicity to 

the respiratory tract.  So we're using all the 

other information at our disposal to reason up 

probability that that is a significant hazard.. 

DR. BOYER:  Right. 

DR. LIEBLER:  Right.  And so I'm trying 

to figure out how that relates to Don's initial 

point about trying to shift the emphasis from 

looking for toxicity to evaluating safety. 

I'm just wondering, should we postpone 

this until we talk about -- 

DR. BELSITO:  Yeah, let's -- 

DR. LIEBLER:  -- the respiratory 

boilerplate? 

DR. BELSITO:  Yeah, probably. 

DR. SNYDER:  Yes, I think the discussion 



is going to be quite protracted regarding that 

aerosol language.  And rather than reiterate this 

every time, I think we probably need -- at some 

point -- to deal with that, and then we can talk 

about how we want to address it in each report. 

Because, again, as we stated last time, 

these are going to be case-by-case instances, in 

instances where we have different types of 

aerosol use, different types of formulation with 

different particle sizes, different data sets.  

So I think that it's not going to be -- while we 

will have a general statement, that it will be 

tweaked a little bit on a case-by- case, 

ingredient-by-ingredient basis. 

Because I think really what we're 

talking about is incidental exposures.  We're not 

talking about inhalation toxicity -- there's no 

direct inhalation, intended inhalation. 

It's just an incident exposure.  In some 

instances, based on the formulation, that may be 

very, very low.  And then there's attributes to 

the ingredients and the particles within that 

that even make it even lower. 

And so I think there's information that 



we need to capture that's relevant on an 

individual ingredient basis. 

DR. ANSELL:  Yes, we would also like to 

have such a discussion.  But moving back later is 

just fine. 

DR. BELSITO:  Yeah.  Okay.  Okey-dokey.  

So then moving to the citric acid group, we went 

"insufficient" at the last meeting because it was 

reported to be used at 35 percent in a leave-on, 

and we wanted an HRIPT at that level. 

It turns out 35 percent wasn't correct.  

It's actually 4 percent.  We had data on 4 percent 

in a cuticle cream, which was negative.  There was 

some clarity that was provided by PCPC on spray 

uses, that they're at low concentrations, with 

the highest, a trioctyldodecyl citrate at 14 

percent.  And even that, it wasn't clear that it 

was a spray.  Again, it's something we're going 

to have use our inhalation boilerplate on, and 

we'll get to that when we get to the aerosols. 

But I think, at this point, "safe as 

used," with the inhalation boilerplate that we 

develop for aerosols. 

DR. ANDERSEN:  I think, in terms of 



extending the systemic toxicity data -- back to 

the point that Curt was making at the last meeting, 

that there is value in asking the question about 

routes of exposure that might involve the 

respiratory tract and lung. 

The respiratory tract does have some 

routes of exposure that can lead to the brain.  It 

also has a route of exposure that if it gets there, 

can lead to the lungs. 

And the question, as Curt posed, that 

I thought was excellent was, well, suppose it did?  

That could lead to a systemic exposure.. 

Well, we already know something about 

systemic exposure.  And for these chemicals, it's 

not so problematic.  So let's -- regardless of 

whether you have data on inhalation routes of 

exposure, worst case, it gets to the lungs, is 

absorbed.  We ought to be able to say that is 

minimally problematic. 

So, however we get to that boilerplate, 

we would like to e capturing that.  And that's 

what's unique to each safety assessment.  For 

citric acid and its nearest and dearest friends, 

there's not much of a systemic toxicity concern. 



MS. FIUME:  Dr. Belsito?  And I just want 

to clarify, actually, that 14 percent is 

incorrect.  Four percent is the highest known 

amount that is inhaled. 

There's a product at 5 percent that it's 

not know whether or not it's inhaled, but it's 

known up to 4 percent, is the highest inhalation, 

not 14. 

DR. BELSITO:  Okay. 

MS. FIUME:  That was my mistake. 

DR. BELSITO:  So we're going as "safe 

as used," with the respiratory boilerplate that 

we develop at the aerosol book. 

Comments? 

DR. LIEBLER:  So, I concur with that.  

I just had a couple specific things I want to 

check. 

On Panel Book page 22, Monice, under 

"Effect of Transdermal Absorption," it refers to 

viprostol?  Is that the same as misoprostol?  

Or -- I wasn't sure about that.  I know that 

there's a synthetic PGE2 called misoprostol or 

misoprostol.  And I didn't know if that was a 

trade-name for it or -- well, I should have 



probably checked.  But do you know? 

MS. FIUME:  I don't. 

DR. LIEBLER:  You might want to 

double-check that. 

MS. FIUME:  I can double-check it. 

DR. LIEBLER:  I wanted to make sure it 

wasn't a typo. 

MS. FIUME:  No, that was the term that 

was used in the paper. 

DR. LIEBLER:  Okay.  And then I have a 

sort of a chemistry question for -- is Bart here?  

Yes. 

On the tables, do we know for sure that 

the monoesters are on the beta-carboxyls?  The 

monoesters and the diesters are just on the 

beta-carboxyls?  Or could they be on the alpha? 

MR. HELDRETH:  They could potentially 

be on the alpha. 

DR. LIEBLER:  I just wondered if, you 

know, if there was some way that these were 

purified, it was easy enough to separate and 

resolve those.  But it seemed to me to be hard to 

selectively esterify just the betas. 

So what's in the structures that are 



presented, I just didn't know if that's 

completely correct or not.  And it might be, but 

I just don't know. 

MR. HELDRETH:  It seems to be what's 

represented most commonly in the literature.  But 

we would need someone to tell us, "This is exactly 

what we're using in industry," to know for sure. 

DR. LIEBLER:  It might be worth just 

double-checking to make sure that that's -- that 

we know that that's correct. 

DR. BERGFELD:  Jay, are you the one to 

do this? 

DR. ANSELL:  I guess. 

DR. BELSITO:  Okay.  And then anyone 

have any points that they felt needed to be added 

to the discussion that were not in the discussion, 

since we're going final with this? 

MS. FIUME:  Dr. Belsito, it will 

actually go "tentative." 

DR. BELSITO:  "Tentative final," yeah.  

I mean, I was happy with it.  Okay. 

Ethanolamines.  So this is a result of 

our breaking apart the MEA, DEA, TEA, and then 

creating individual families around it. 



And, again, I thought this was a very 

good job.  I guess my only comments were that in 

the discussion, do we not need the nitrosamine 

boilerplate? 

And then, I just thought that in the 

document -- as was done for the others -- it would 

be nice to list in a table the relevant acids, like 

benzoic acid, salicylic acid, yadda, yadda, yadda, 

that we had previously reviewed, and were found 

to be safe.  And I didn't see that in this 

document. 

DR. ANDERSEN:  On Panel Book page 29, 

Table 2. 

DR. BELSITO:  Oh -- I'm sorry.  It was 

probably after I did the galactomannans that I was 

doing this.  (Laughter) 

DR. ANDERSEN:  It was just a question 

of when that zinger was going to come. 

DR. LIEBLER:  I was curious, just for 

my own reference, whether sulfite had been ever 

reviewed, or had been a component of ingredients 

that had been reviewed.  Sulfite? 

MS. FIUME:  It's probably faster to find 

it by hand than me looking this way.  I'm 



experimenting.. 

DR. LIEBLER:  Okay. 

MS. FIUME:  But I do have a question for 

the nitrosation.  With it being the 

mono-ethanolamine, is the nitrosation 

boilerplate relevant in this report? 

DR. BELSITO:  I don't know. 

MS. FIUME:  I don't remember.  I thought 

there was one that it was not relevant, and I don't 

remember which ethanolamine -- 

DR. BERGFELD:  This one. 

MS. FIUME:  Is it this one? 

DR. SNYDER:  I think, yes, Ron made a 

comment about the secondary (inaudible). 

DR. BERGFELD:  Unless it was a 

contaminant. 

DR. BELSITO:  But isn't there some DEA 

and MEA?  I don't know, I'm not a chemist.  I'm 

just pointing it out that it's not there. 

Dan, what is your feeling? 

DR. LIEBLER:  The only time it would 

become an issue is if there's a significant amount 

of a di-alkyl ethanolamine present.  And that 

would be as a contaminant of the ingredient -- and 



I'm looking for "Impurities." 

Under "Impurities," Panel Book page 16, 

it simply says, "Ethanolamine contains a small 

amount of diethanolamine," and that quotes a 

previous safety assessment.. 

MS. FIUME:  It was never quantified as 

to what that compound is. 

DR. LIEBLER:  Mm-hmm.  So, I guess the 

question is:  What level of contaminant would 

trigger the nitrosation boilerplate?  And I don't 

know if we have an -- 

DR. BERGFELD:  Is it necessary to know?  

It just shouldn't have it. 

DR. LIEBLER:  Simply say, if it -- 

DR. BELSITO:  Well, then, then we should 

put the boilerplate in. 

DR. BERGFELD:  Yes. 

DR. LIEBLER:  Okay. 

DR. BELSITO:  Rachel? 

MS. WEINTRAUB:  I have a  broad comment 

about this ingredient, as well as its sister 

ingredient, ethanolamides.  And there seems to be 

a bit of a shift about how we're describing the 

conclusion. 



For some of the previous ingredients 

that, I guess, we've pulled away from in this 

assessment, such as DEA, the reports in -- one of 

the older reports, it talks about the conclusion 

not broadly, as it does in these ingredients, in 

terms of "formulated to be non-irritating," but, 

instead, talks about not being used in leave-ons, 

and being formulated at specific concentrations. 

So I wanted to make sure that the Panel 

considered that distinction, and the 

appropriateness of such a conclusion for these.  

And if it's not appropriate, I wanted to have a 

discussion ruling that type of specific 

conclusion out for these ingredients. 

DR. BELSITO:  I guess I'm not following 

you, Rachel.  You said, "appropriate for use in 

leave-ons?" 

MS. WEINTRAUB:  So, for example, one of 

the previous reports, I think it was for 

isostearamide DEA and MEA, the conclusion -- and 

this is just as an example -- the conclusion was 

that these are safe for rinse-off products.  And 

then, in leave-on products, it was concluded that 

the ingredients are safe at certain 



concentrations. 

DR. BELSITO:  Right.  That was a mode 

the Panel was in for a few years, where if we did 

not have sensitization data at the reported level 

of uses, we would go with -- we would limit 

leave-ons at that level.  And I think we've 

evolved past that, to look at clinical experience 

in terms of allergic reactions to the products, 

et cetera. 

So I think that's where you saw those 

concentration limits coming in -- not because we 

had any evidence of adverse effects above that 

level, but simply we had no data specifically on 

skin sensitization or irritation. 

And I suspect, for those ingredients, 

it was more irritation.  And then when we started 

getting into the lactic acids, with irritation, 

we realized, well, it's pH-dependent, yadda, 

yadda, yadda.  So we really could not set all of 

the scenarios that will allow you to say, okay, 

well, your lactic acid at 10 percent is fine.  Well, 

it may be if the pH is, you know, 8, but not if 

the pH is 3.  So that's when we changed our 

language to "when formulated to be 



non-irritating." 

So I think that's what you're seeing 

with those concentration limits. 

MS. WEINTRAUB:  Okay.  That's helpful.  

I mean, the consequence is it clearly gives much 

more leeway to the formulators for determining 

when, in fact, it is irritating or not. 

DR. BELSITO:  Mm-hmm. 

MS. WEINTRAUB:  But I just wanted to 

draw this to the attention of the Panel.  Because 

it was -- you know, in reading the past reports, 

and since it's based on mostly the same body of 

evidence, it struck me -- but this makes more 

sense. 

And I know that recently we really 

haven't come to that conclusion unless there's a 

clear, a clear study that, you know, sort of 

offers a bright line in some sense. 

DR. BELSITO:  Yes, I think with 

irritation, you know, what we've all come to 

realize is that it's such a variable endpoint that 

depends upon so many other parts of the 

formulation, that you really can't set limits.  So 

it's one tox endpoint where we can't do it.  You 



know, we simply can say, "when formulated not to 

be irritating." 

I mean, because you put benzoic acid in, 

but, you know, you put it in with sodium hydroxide, 

you end up with sodium benzoate, it's a totally 

different animal. 

MS. WEINTRAUB:  Right.  Okay. 

DR. SNYDER:  Yes, I think this is a much 

better conclusion from a consumer standpoint, 

because I think we're putting out there that is 

irritating and that you need to avoid that, 

instead of we put a limit on it previously, and 

depending upon the formulation, it may or may not 

have been irritating, even at a concentration 

lower than what we had indicated. 

I guess a follow-up question to that 

would be, Alan, on the re-reviews, are we going 

to -- do we need to have some kind of a red flag 

that we utilize that -- "when formulated to be 

non-irritating," when we do have those limits in 

the older reports? 

DR. ANDERSEN:  I think that, based on 

this conversation, we really do need to focus on 

that question of why did we have a concentration 



limit?  And can we now change that to a different 

caveat, more appropriate to acknowledging that 

formulation can carry the day. 

DR. BERGFELD:  Alan, though, would that 

change the conclusion?  Therefore mean we have to 

amend? 

DR. ANDERSEN:  Well, it's something 

we're going to have to decide.  I would argue that 

the answer is probably, no, we don't need to 

change the conclusion.  It's still safe with 

qualifications.  We've just modernized the 

qualification. 

But it's also -- I mean, the reason I 

don't want to make it amended is that's work that 

doesn't necessarily accomplish anything, other 

than getting it right. 

I think we can convey to the 

readers -- since we publish all the re-reviews, 

we can convey to the reader what the Panel has done.  

So I don't think we're going to be hiding it by 

doing it as part of the re-review process. 

But I also think, unless there's some 

other reason, maybe we don't amend. 

DR. BELSITO:  And I think, quite 



honestly, you know, when you're looking at 

irritation, the data frequently is with the 

material as is, in either petrolatum or water.  

And, in fact, our concentration limits would be 

lower than any formulation that would cause 

irritation as a result of that. 

And therefore, it would really be 

industry saying, hey, you know, we want to use 

this at two times what you said was the limit.  And 

we have at showing that it's non- irritating.  So 

you need to take a look at this and amend your 

conclusion.  So I think all of those restrictions 

that we put on irritation are extraordinary 

conservative. 

DR. ANSELL:  We agree.  And, indeed, 

that's what's happened, is we come into an old 

study that has a limitation, because that was the 

highest concentration used, and then someone 

comes in and they want to use it at 12 instead of 

9.  And then we have to request reopening.  And, 

when the relevant point was the non-irritating, 

and not the actual use concentration. 

DR. ANDERSEN:  Dan, back to the comment 

that you asked earlier:  Yes, we have reviewed 



sulfites.  The ammonium, potassium, and sodium 

salts, bisulfites, and safe in the present 

practices of use.  Although I think it says 3 

percent is the highest for sodium sulfite. 

So it's not quite in the same league as 

the ethanolamines, but then again, the MEA 

sulfite isn't in current use. 

DR. LIEBLER:  Right.  I just wanted to 

make sure that wasn't a problem for us. 

DR. ANDERSEN:  Yep. 

DR. LIEBLER:  Thank you. 

DR. BELSITO:  Okay. 

DR. KLAASSEN:  I have kind of a small 

point.  In this review, we put the statement at 

least a half a dozen times, "from the final report 

on the safety assessment of triethanolamine, 

diethanolamine, and monoethanolamine."  I guess, 

couldn't we just have that as a reference, instead 

of saying that whole sentence six times in here? 

So, for example, if we look under 

"Occupational Exposure," on page 10, we have 

"From the final report on the safety assessment 

of," those three.  And kind of we do that a half 

a dozen times in here. 



Why not just reference the final report?  

Do you see what I'm saying? 

MS. FIUME:  So, example on page 10? 

DR. KLAASSEN:  Yes. 

MS. FIUME:  We've adopted the practice 

in all of the re-reviews, of any time the data was 

summarized from the previous re-review, so that 

it was clear where it was coming from, that in 

addition to the reference number, putting "From 

the final report." 

DR. KLAASSEN:  Oh, yeah? 

MS. FIUME:  And we've done it in all of 

the re- reviews, just so that it's clear.  It's 

been a standing practice.  It means -- 

DR. KLAASSEN:  It just seemed more 

evident in this one, because I kept reading it and 

reading it and reading -- six times in two pages.  

But, you know, if that's the way it is, that's the 

way it is.  I thought -- I didn't quite understand 

the reason for it. 

DR. BELSITO:  Okay.  Draft discussion, 

so we're going "safe as used."  And I apologize.  

Actually, my comment about the prior acids that 

were reviewed is that I thought they should be put 



into the discussion, as well, you know, stating 

that we've looked at them and that they were 

considered safe as used.  And that was the only 

addition that I wanted to the discussion. 

DR. LIEBLER:  So, Don, you raised the 

issue of the boilerplate for the nitrosating 

chemistry. 

DR. BELSITO:  Yes. 

DR. LIEBLER:  And the last paragraph of 

the discussion addresses the level of free 

diethanolamine. 

DR. BELSITO:  Mm-hmm. 

DR. LIEBLER:  Are you okay with that?  

As  written? 

DR. BELSITO:  Well, it says that it must 

be limited to the present practice of use and 

concentration of diethanolamine itself.  And then 

we have the nitrosation warning with 

diethanolamine.  And I just thought that -- I'm 

not a chemist, I just thought -- 

DR. LIEBLER:  So, would you simply just 

replace that last sentence with the boilerplate, 

then? 

DR. BELSITO:  Yes. 



DR. LIEBLER:  Okay.  I'm good with that. 

MS. FIUME:  Excuse me, Dr. Liebler, you 

said to replace that sentence?  Or add another 

paragraph? 

DR. LIEBLER:  Well, it seemed to me the 

most efficient thing to do would be to replace 

that sentence. 

So the first sentence of that paragraph 

basically says, "concern with levels of free 

diethanolamine present as an impurity," and then 

you go on to say, "Panel stated the amount of free 

diethanolamine must be limited to present 

practices for diethanolamine itself." 

Perhaps you could simply -- by 

replacing it, I think you raise the issue of 

potential nitrosamine formation -- 

DR. BELSITO:  Right. 

DR. LIEBLER:  -- and that these products 

should be formulated to minimize, or to prevent 

nitrosamine, whatever our boilerplate says. 

You could also add it after. 

MS. FIUME:  Well, the only reason I'm 

concerned about taking it out was because in the 

triethanolamine report, one of the issues was 



talking about the diethanolamine concentrations, 

was how to limit it.  And so that statement 

purposely put in to say that it was limited to the 

amount that's okay in the diethanolamine report. 

I'm okay taking it out here -- 

DR. LIEBLER:  So that's the absolute 

limit.  And then on top of that, you add the 

boilerplate. 

MS. FIUME:  That's what we had done -- 

DR. LIEBLER:  I see. 

MS. FIUME:  -- for the other one. 

DR. LIEBLER:  I guess I got -- I'm fine 

with that, too. 

MS. FIUME:  I'm happy to do it either 

way.  I just wanted to point out why -- 

DR. BELSITO:  Well, I mean, I guess the 

only -- I would agree with Dan getting rid of it, 

because basically we're saying that the amount of 

free diethanolamine available is less than that 

for diethanolamine itself, which sort of 

contradicts the prior statement that we said 

small amounts of diethanolamine may be present. 

And the concentrations of use of these, 

it's not like ethanolamine is used at 100 percent, 



and diethanolamine is used at.05 percent, which 

could therefore result in more DEA being present 

in what we used to call "MEA."  I mean, they're 

about the same concentration of use.  So I would 

just get rid of that last sentence. 

The bottom line is, we're concerned 

about nitrosation.  And I would just put that 

caveat.  You know, so, "Expert Panel was concerned 

about the impurity DEA.  Therefore, these should 

not be formulated under conditions," or whatever 

our boilerplate is for that. 

DR. BERGFELD:  So you're mixing -- you 

want to mix the two sentences and shorten them. 

DR. BELSITO:  No, we're going to keep 

the first sentence -- 

DR. BERGFELD:  Right. 

DR. BELSITO:  -- saying that we're 

concerned about levels of free diethanolamine.  

"Therefore" -- 

DR. BERGFELD:  "Therefore," right. 

DR. BELSITO:  -- the nitrosation issue. 

DR. BERGFELD:  So you're mixing the -- 

DR. BELSITO:  Right. 

DR. BERGFELD:  -- content of what you 



just said. 

DR. ANSELL:  I'm not exactly sure where 

we finished on that.. 

We had a concern, in the statement about 

use and concentration of "diethanolamine 

itself," when, in fact, it really isn't used 

"itself."  It's only there as an impurity. 

But these changes kind of resolved that, 

clarified that. 

DR. LIEBLER:  It gets rid of that 

sentence. 

DR. ANSELL:  Okay. 

DR. BERGFELD:  It gets rid of the 

sentence, but you add the nitrosating statement. 

DR. BELSITO:  Right. 

DR. BERGFELD:  "Therefore," and then 

you're going to add something about it should 

not -- I forgot what that boilerplate actually 

says, the nitrosating statement.  It must be under 

the next one. 

DR. BELSITO:  It's in the ethanolamine 

report. 

DR. BERGFELD:  Yes. 

DR. BELSITO:  Or the DEA report. 



DR. ANDERSEN:  The boilerplate language 

is, "Should not be used in cosmetic products in 

which n-nitroso compounds can be formed."  And I 

think, arguably -- 

DR. BELSITO:  "Can be" or "may be?" 

DR. ANDERSEN:  "Can be." 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  Because "may be" is, who 

cares?  If they are formed, if they "can be" formed, 

that's the issue.  If they "may be" formed, that's 

theoretical.  So we went to that. 

I'm just -- I don't know how relevant 

that is to the monoethanolamine safety assessment.  

I guess I'm a little bit nervous about that. 

The debate wasn't so much, at the last 

meeting, when this was discussed, over forming 

nitrosamines.  The debate was diethanolamine 

itself, not wanting that to be a significant 

part -- and it's an impurity.  No question it was 

being looked at as an impurity.  But that impurity 

to ethanolamine shouldn't be any more than if it 

were actually being used as an ingredient.  And 

that was the way that it was captured. 

If the concern in your mind is 



n-nitrosation, then the nitrosamine caveat will 

work just fine.  It's just that wasn't clear to 

me from the last meeting.  But if that's where 

you're at now, then that will do it. 

DR. BELSITO:  I mean, I think it covers 

our concern better than the way it's phrased now. 

DR. LIEBLER:  If there was that data on 

the impurities that said diethanolamine is 

typically no more than, you know, 20 ppm, or some 

documentedly low concentration, then I don't 

think we would be having this discussion, because 

we really wouldn't be concerned about.  It's 

simply, it's ambiguous, this statement about the 

impurity diethanolamine, is just uninformative.  

"Small amount" doesn't tell you enough. 

So, because of that, I think that's why 

you can't discard the concern about nitrosation. 

So, unless we can have more precise 

information about the impurity, I think we'd need 

to go with the boilerplate on nitrosation. 

DR. ANDERSEN:  But were information to 

become available, that characterizes what you 

could really expect, that could better inform the 

discussion. 



DR. LIEBLER:  I agree. 

DR. BELSITO:  Okay.  Anything else on 

ethanolamine? 

DR. SNYDER:  (inaudible) 

DR. BELSITO:  What?  Okay.  So now we're 

moving to ethanolamide.  So, in September, again, 

we came up with a list of specific ethanolamides 

to be included.  And it follows the same pattern 

that we did with DEA.  And this looks pretty good. 

I guess I have one question:  Where did 

sodium MEA- PEG3 cocamide sulfate come from?  That 

was not in the list last go around -- at least, 

not in my Panel Book. 

MS. FIUME:  It probably should have been.  

And we've added it back.  Bart, do you remember 

what happened?  Or is that what happened -- I'm 

sorry, it was supposed to be in the list, and got 

added back in? 

DR. BELSITO:  Okay.  Dan, you're okay 

with that one? 

DR. LIEBLER:  Which one? 

DR. BELSITO:  Sodium/MEA-PEG3 cocamide 

sulfate. 

DR. LIEBLER:  Let me take a quick look. 



DR. ANDERSEN:  Panel Book page 30. 

DR. LIEBLER:  Oh, page 30, okay.. 

DR. ANDERSEN:  And it's a (inaudible) 

propylene glycol, not a polyethylene glycol. 

MS. FIUME:  No, it's actually a 

polyethylene glycol.  On page 17 it's listed.  

Panel Book page 17 has it listed correctly. 

DR. LIEBLER:  So, on the table, it's 

wrong? 

MS. FIUME:  It's a typo. 

DR. LIEBLER:  Okay.  I guess in this list 

of ingredients it's a bit of an oddball, because 

it's a sulfate ester -- I'm scrolling through to 

upload this into my brain, here.  But I don't see 

any other sulfate esters. 

I'm not sure that that's a problem.  I 

mean, the alkyl sulfates all have been reviewed 

previously -- right? 

MS. FIUME:  Yes. 

DR. BELSITO:  But is this -- okay.  Just 

asking. 

MS. FIUME:  This report hasn't gone 

tentative yet, so. 

DR. LIEBLER:  Yeah, I have another one, 



actually, I wanted to pull, or suggest we pull out.  

This one, I hadn't spotted it, you know, it does 

have the ethanolamide functional moiety in it.  

The sulfate part makes it a little different than 

most of the other ingredients -- not different 

enough that I would have concern about it, though, 

about it being -- I guess these would be a little 

bit more polar, but then they've got these big 

alkyl chains. 

I guess I'm not concerned about that.  

I could go either way on that one.  I'm feeling 

very wishy-washy today, by the way.  Sorry about 

that.  I need some more coffee. 

The one I had concern about was on the 

bottom of Panel Book 26, the cocamidopropyl 

betainamide MEA chloride.  This one really is kind 

of different.  It's got that quaternary amine in 

the side chain.  It's beta to the amide linkage. 

DR. BELSITO:  I've looked at 

cocamidopropyl betain, and found that safe as 

used. 

DR. LIEBLER:  Uh-huh. 

DR. BELSITO:  So, is there something 

about the linkage that bothers you? 



DR. LIEBLER:  No, I just think it's 

more -- it's not an issue of safety, it's more an 

issue of sort of chemical similarity, does it 

belong in this group? 

DR. BELSITO:  I mean, that's the nature 

of cocamidopropyl betain, though, as a 

quarternary ammonium. 

DR. LIEBLER:  Right.  Right, it's just 

an ethanolamine amide -- 

DR. BELSITO:  That happens to be of a 

quarternary amine.  Well, again, I'm not the 

chemist.  I'm just saying that, in this particular 

case, we've reviewed both sides.  And unless you 

see some issue with the linkage -- 

DR. LIEBLER:  No, I don't think so.  I 

just was thinking that it's chemically dissimilar.  

But, actually, it's used for some of the same 

things.  I withdraw my concern about it. 

DR. BELSITO:  Linda? 

DR. KATZ:  Actually, we had a similar 

kind of indirect concern with some of the, I guess, 

larger groups, where the linkages may not be quite 

so apparent. 

And do you need something to sort of 



explain why they're being linked together?  Which 

raises part of the question that you're having the 

discussion here now. 

But for someone who's not privy to the 

discussion, would they be able to figure out why 

they were linked?  And does there need to be some 

kind of a footnote, or just something, to say why 

things are being linked -- if they don't look, on 

face, like they should be? 

DR. BELSITO:  So, actually, in the 

introduction, perhaps, a little bit more reason 

why the Panel felt that in this case the 47 

additional ingredients listed below could be 

incorporated to our re-review of isostearamide 

MEA, et cetera. 

And, you know, again to the point that 

we've reviewed what we've reviewed, et cetera. 

DR. ANDERSEN:  I think -- 

DR. BELSITO:  They have functional 

similarity, and the structure-activity 

relationships being similar.  We've reviewed 

safety of these parent compounds.  Therefore, the 

Panel felt comfortable using read-across data to 

support the entire family. 



That probably should be pretty much in 

everything, except when we take an acid and look 

at the calcium, sodium, and potassium salts of it, 

which I don't think most people would have a 

problem at all.. 

DR. LIEBLER:  I'm not concerned so 

much -- I'm not focusing, really, on the safety 

issue here.  I'm really focusing on sort of the 

logic of including these ingredients within the 

chemical space, you know, within this set of 

ingredients. 

DR. BELSITO:  Well, that's what Linda's 

asking. 

DR. KATZ:  Yeah. 

DR. BELSITO:  And making that clear to 

the reader, why we did that. 

DR. LIEBLER:  Right, and so if it's been 

reviewed previously, and it's safe, that still 

doesn't address the chemistry issue: does it 

belong in this group?  It doesn't matter if it's 

safe or not.  Just does it belong in this group? 

And I guess with these compounds, you 

know, for many of these things where they are long 

chains, alkyl chains or long-chain polyethoxy 



chains, those actually dominate the chemistry 

much more than the ethanolamide part, or the 

alkanolamide part. 

And that's probably reason enough that 

I don't -- I guess I don't object to the sodium 

MEA-PPG3 cocamide sulfate.  And I suppose, by the 

same logic, I would be okay with the cocamide with 

the betain derivative. 

But at first glance, it just looks a 

little dissimilar, chemically.  But I think if you 

consider -- you know, if you consider the entire 

structure, and you consider its use, it actually 

does belong in this group. 

So, I think that I could help with a 

little language in the introduction, if there's 

a question, Monice, to justify inclusion of these.  

And this may come up in discussion tomorrow. 

DR. BELSITO:  Perfect. 

DR. LIEBLER:  And we'll do our best. 

DR. BERGFELD:  I think you'd probably 

need a line, also, in your discussion -- 

DR. LIEBLER:  Yes. 

DR. BERGFELD:  -- just to bring it back 

to  focus. 



DR. BELSITO:  Okay, but otherwise I 

think Monice did a very good job with the 

discussion.  And going ahead with a "safe as 

used." 

Any other comments on the 

ethanolamides? 

DR. SNYDER:  Yes, I had a couple.  So, 

would it be beneficial to the report to have a more 

expanded discussion of why we chose to split the 

reports? 

DR. BELSITO:  No.  (Laughter) 

DR. SNYDER:  Okay.  Okay. 

DR. BELSITO:  I mean, I don't think -- I 

mean, we've got enough in the discussion.  The 

reports have been split, you know.  They can 

capture -- anyone interested in that can capture 

them from the public meetings, records of the 

meetings when we decided to split them. 

But Rachel had a comment? 

MS. WEINTRAUB:  Yes, I had a comment.  

So, in my review of this report, I noticed that 

there was no heading of "Carcinogenicity."  And 

perhaps it was subsumed in another category?  But 

I didn't see it. 



And I also noted, in reading the 

previous report, there was a mention of an "NTP 

study on DEA" that was being written in 1994, the 

conclusion was not yet available?  And I didn't 

see a reference to that study nor what the 

conclusion ultimately was. 

So, I wanted the Panel to discuss its 

relevancy.  And if it's not relevant, then the 

current report would be okay.  But if it is, then 

I think it should be reflected. 

MS. FIUME:  I apologize that there's not 

a Carcinogenicity heading in there.  That is a 

complete oversight.  And I apologize for that. 

The DEA report, I believe, is not 

as -- when you say "the previous report," are you 

talking -- 

MS. WEINTRAUB:  Yes.  Sorry. 

MS. FIUME:  -- diethanolamine? 

MS. WEINTRAUB:  Yes, the report that's 

in the back.  It's one of the two reports that's 

in the data section on this and I just noted -- I 

marked it somewhere.  It's in one of the two.  Yeah, 

so it's CIR Panel Book page 49 and page 9 of that 

first report, which includes the carcinogenicity 



section, as well as the carcinogenesis bioassay 

being conducted. 

DR. BELSITO:  Yes, that was for TEA and 

DEA. 

MS. WEINTRAUB:  DEA, right. 

DR. BELSITO:  Right.  So we're on MEA. 

MS. WEINTRAUB:  Yeah.  So is it not 

relevant at all, then? 

For this? 

DR. BELSITO:  I don't -- you know, we 

don't have the data on MEA. 

MS. FIUME:  I believe there are no -- 

DR. BELSITO:  Right. 

MS. FIUME:  I will double-check and do 

another search tonight.  I believe there are no 

carcinogenicity data on MEA. 

MS. WEINTRAUB:  Okay. 

MS. FIUME:  It's my understanding that 

the DEA information would only be relevant if 

there was a very high level of DEA in MEA.. 

It was relevant in the TEA report, 

because there were higher levels as an impurity.  

But I don't believe that's the case in the MEA 

report, unless I'm recollecting incorrectly. 



MS. WEINTRAUB:  Okay. 

DR. ANDERSEN:  What we're faced with is 

an uncertainty about the diethanolamine levels in 

the mono- ethanolamines.  So that's a small red 

flag. 

But I think maybe the point is to not 

mention the body of work on DEA is probably not 

good. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  If only in the 

introduction, or someplace, we need to 

acknowledge that there is a body of work on DEA 

carcinogenesis, and that that NTP study is now 

finished, along with substantial follow up on 

mode of action, yadda, yadda, yadda, to suggest 

that direct chemical carcinogenesis isn't the 

issue, but may be a metabolic phenomenon. 

DR. BELSITO:  But you would put that in 

the MEA report?  Or, now, ethanolamine? 

DR. ANDERSEN:  Well, I think -- 

DR. BELSITO:  We've got -- granted, we 

don't have any mammalian studies, but we have four, 

you know, negative Ames tests in, you know, 

acetamide, cocamide and lauramide MEA.  We have 



no -- 

DR. ANDERSEN:  I was thinking more for 

the introduction, to simply inform the reader 

that there is this other body of work.  And that 

its relevance to this report relates to the 

question of -- 

DR. BELSITO:  DEA contamination.. 

DR. ANDERSEN:  -- small levels of DEA 

contamination. 

DR. LIEBLER:  I agree. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  And if -- yeah, I agree 

with that.  I think that since we're going to 

invoke the DEA issue via the boilerplate in the 

discussion, we should refer to the body of work 

on DEA, at least briefly, in the introduction. 

DR. BELSITO:  Okay. 

DR. KLAASSEN:  And it maybe needs to be 

in the discussion, as well, you know, by putting 

it together with the lack of mutagenicity, et 

cetera. 

This is a concern of this class of 

compounds, and I think we need to discuss it.  It 

can be a short paragraph.  We don't want to overdo 



it. 

DR. ANDERSEN:  I get your point.  If 

we're willing to put a sentence in the discussion, 

as the draft Monice prepared does, that says for 

the diethanolamine report, "Concerned with 

levels of free diethanolamine that could be 

present."  Well, why are you concerned? 

Well, there's two reasons.  One is the 

question of that body of work on DEA 

carcinogenesis, which is probably resolved.  But 

the reader ought to know that. 

And then the question of the ability of 

that chemical to form nitrosamines. 

I think we can get both in there. 

MS. FIUME:  Okay.  So the DEA is relevant 

for the ethanolamine report, but not the 

ethanolamides.  Is that correct? 

DR. BELSITO:  No, I'm hearing it's 

relevant in both. 

MS. FIUME:  Because right now, right now 

there's no reference to DEA impurities in the 

ethanolamide report. 

DR. BELSITO:  Well, your discussion, 

though, does. 



MS. FIUME:  Ethanolamine. 

DR. BELSITO:  "Ethanolamides consist of 

covalent secondary amides.  The Panel was 

concerned that secondary amides tend to react 

with nitrosating agents to form nitrosamides.  

Because of the potential for this process to occur, 

ethanolamides should not be used in cosmetic 

products in which n-nitroso compounds can be 

formed." 

MS. FIUME:  Oh, I'm sorry. 

DR. BELSITO:  So it's already there in 

the discussion.  And I think, you know, what we're 

asking for is a little bit about DEA contamination 

in the introduction, and more of an -- I mean, 

basically, "safe as used."  We like your 

discussion.  And a little bit more explanation of 

the grouping in both the introduction and the 

discussion.  And a little bit about the potential 

for DEA contamination in the introduction. 

I think the discussion already has that 

well covered. 

DR. LIEBLER:  Right.  And I think that 

applies to both the ethanolamides report, and the 

ethanolamines report.  That same little bit in the 



introduction about the DEA contamination is 

relevant. 

DR. BERGFELD:  I'd like to make a point 

that read- across is okay for us to say, but not 

okay to go in print.  You have to describe what 

you're actually looking at. 

DR. KLAASSEN:  You need the words. 

DR. BERGFELD:  Yeah. 

DR. ANDERSEN:  Message received.. 

DR. SNYDER:  I had a couple of comments.  

One is on page 7, the second paragraph -- the first 

sentence of the second paragraph of the summary. 

DR. BELSITO:  Page 7, Panel Book, or -- 

DR. SNYDER:  Yes, Panel Book, page 23, 

7 of the report, the summary, second paragraph, 

regarding the amidases. 

So, is there a reference for that?  

Because in the first sentence you say, "Amidases 

may be present in human skin," and then we go on 

to say that the activity of that is unknown, both 

in the next sentence, and then also in the 

discussion.  And I was particularly concerned 

about in the discussion, when we use the terms in 

the discussion saying that ethanolamine "may be 



present" and "might convert." 

So I think there's a little bit too many 

ambiguities there.  So I think we need to tighten 

that up a little bit. 

So if there is a reference, and we know 

the activity, and potential for converting. 

MS. FIUME:  Bart, do you remember, do 

we have the reference for that? 

MR. HELDRETH:  We just have a reference 

that makes a brash statement.  It's not giving 

actual numbers of activities. 

DR. SNYDER:  And then I have some 

comments written in the book regarding the 

absence of data.  Because I think the discussion 

has to address the absence of the absorption and 

distribution in metabolism and excretion.  

Absence of that data, and also the absence of 

other data that are -- like the reproductive data. 

And so I think you've kind of captured 

that, but I think we need to be a little bit more 

direct in how we're using that information from 

other reports to not raise any safety concerns 

with this report.  And so I think we need to just 

expand on that just a little bit more.  And I've 



captured some of that in my book. 

DR. BELSITO:  Okay.  Any other comments?  

Monice, you have all that down? 

MS. FIUME:  I have everybody's book that 

I'm supposed to check.  (Laughter) 

DR. BELSITO:  Okay.  Good.  Okay, my 

favorite:  Galactomannans.. 

Before we start this discussion of the 

ingredient itself, I would like to just have a 

little discussion of waves, how they may be made 

a little bit more palatable after getting through, 

actually, all or most of the waves that were sent. 

First, please don't bulk all the 

ingredients.  Because I wasted a lot of time going 

through that third part that had, like, 10 

different ingredients, one of which wasn't 

mentioned, the updated concentration of use. 

If you put all of what was involved in 

a specific ingredient, then I just have to hit 

that ingredient tab when I'm reviewing it.  

Secondly, every one of those studies comes with 

a summary.  If you would put the studies that I'm 

expected to see, followed by the summary for each 

study, and then the hard data for the first one 



you show as Appendix A, the second as Appendix B, 

I can read the summary, and if I want to look for 

hard data, I can search for Appendix A and look 

at it.  Otherwise, I can get through 12 studies 

by reading 24 pages, and what experimental 

animals were done, yadda, yadda, yadda, rather 

than having to scroll through 600 pages to find 

the next study. 

It would have made it -- it would have 

reduced my time for galactomannans from three 

hours going through all that material, to 

probably half an hour at the most. 

So, I mean, those are my 

recommendations for waves:  Batch each ingredient 

separately, tell me what studies you're giving me, 

give me the summary reports first, and all of the 

hard data, put as Appendix A, Appendix B, Appendix 

C. 

And, finally, don't forget to give us 

the names, the actual chemical name, of the trade 

name.  Because I still don't know what "Diagum CS" 

is.  And I don't know what "Rhia Roger" is.  And 

so I was reading those reports, and I wasn't 

really knowing what -- because the only one I was 



concerned about was hydroxypropyl, which is used 

at the highest concentration, and had a few 

signals, I think, for geno-tox. 

So those are my comments on waves.  

Other people commenting on how we can improves the 

waves? 

DR. LIEBLER:  Well, so I agree, it would 

nice to be able to have that.  It would make it 

easier to go through the Wave 2 material. 

I guess the question I have is sort of 

one of workload and cutoffs.  I'm assuming these 

Wave 2s are called that for a reason.  I mean, do 

they mostly arrive right before they need to be 

distributed to us?  And is there time to do that? 

And if the answer is not necessarily, 

then do we still need to come up with some 

hard-and-fast cutoff date?  Let's just say, you 

know, Wilbur's working on galactomannans, and a 

tidal Wave 2 of galactomannan stuff comes in, you 

know, two days -- or let's say three or four days 

before the meeting, the stuff that you just 

indicated, Don, will take Wilbur or somebody else 

some time to put together and organize before it's 

shipped out to us. 



So, I think the more fundamental 

question is: Are we going to adopt some kind of 

cutoff that would allow the data, the Wave 2 data 

to be organized and then presented to the Panel 

in a way that makes the best use of our time? 

DR. ANDERSEN:  I don't think there is 

any question that we have to put in place a cutoff 

date.  It's just not possible to deal with every 

piece of information coming in.  The 

galactomannans conundrum, in large measure, was 

of our own making.  The data that this Wave 2 

represented were substantially already in the 

report.  But they were in the report cited to a 

secondary WHO reference.  And against my 

admonitions, against the Panel's admonitions 

repeatedly that we want primary references, 

Wilbur did exactly the right thing.  He beat on 

Carol to get those primary references.  And, bless 

her heart, she did.  And now we've got them. 

And the problem that that could have 

presented was to say, well, you know, the data's 

already in there.  The Panel's going to get to look 

at it.  And we can tell them at the meeting we now 

have the primary backup and will incorporate that 



into the report.  Relax.  Don't worry about it. 

We didn't do that.  Wilbur's memo 

substantially says that, but it's a lot of 

material that got thrown at you. 

So I think that just paying more 

attention to what's the import of what this 

late-arriving thing is also is something we 

should pay attention to.  Maybe not everything has 

to go out. 

Now, I was feeling very good about 

sending the galactomannan stuff out, until I got 

Don's pushback.  What you don't know is that what 

we got was 2,700 pages.  And I sat down and cut 

out all of the individual animal reports, so you 

didn't get those.  And I think we now have a better 

understanding that maybe we didn't need those in 

the first place. 

It's always hard to say, well, don't 

give me everything.  But I was never going to send 

those to you anyway, so what am I going to do with 

them? 

So it's back to the point, though, that 

Don made of how it's organized -- I get your 

message, in terms of you're thinking in terms of 



the individual ingredients.  And if you get 

something, a PDF that has 10 ingredients in it, 

now you've got to pull it apart.  Why the hell 

didn't we do that?  And I think we'll pay attention 

to that, yeah. 

But the question of a Wave 2 cutoff, we 

thought we had a real understanding of that.  And 

then, for some reason, this meeting, it didn't 

work as well as it was supposed to.  We do have 

to have a cutoff, period. 

DR. BELSITO:  Well, and, you know, in 

the end, I mean, you know, I reacted simply when 

I opened two PDFs with 600 pages before I even read 

Wilbur's e-mail.  You know, and it's 10 o'clock 

at night, I'm already blurry-eyed from doing the 

books, and it was Tuesday or Wednesday night. 

But after having gotten through it, it 

really wasn't that much material, because I 

really was not interested in looking at the hard 

data.  I had no question about the summaries of 

the studies.  They weren't my particular areas of 

knowledge -- it's not what you're asking me to do, 

is to review mutagenicity.  It's not like they 

were sensitization studies, and there were 



several animals that were sensitized, and I had 

to go back and look at all the individual data. 

So I think, again, for most of us, if 

you just put the executive summary up there, and 

attach the hard data as Appendix A, when we feel 

we need to look at the hard data, we can then just 

go search Appendix A, and get to that Appendix, 

and scroll down through all that boring animal 

data. 

When we don't, we get everything right 

up front.  We don't have to scan through the 600 

pages, so. 

DR. ANDERSEN:  So, even when it is sent, 

organization is key. 

DR. BELSITO:  It saves me time, yeah.  

I mean, you know, I kept searching for the 

individual studies and, quite honestly, there 

were a couple of studies in the galactomannan 

report that I couldn't find, even trying to use 

various codes from the titles of the study.  I just 

could not scroll through 600 pages, page by page 

by page. 

DR. SNYDER:  I'll reiterate, I 

also -- there's two studies I couldn't find.  And 



I scrolled through them numerous times.  And it 

caused me pause because, you know, we had a memo 

that stated that there are certain studies that 

are supposed to be there, and then I couldn't find 

those studies. 

I think the two issues here, one is, 

obviously the Wave 2 cutoff period.  That I think 

is reasonable.  I mean, the other aspect is 

all-data-is-good-data, so the more data we 

receive the better. 

But I think, the efficiency of the Panel, 

it would be nice if there were some bookmarks or 

something, so we could specifically bookmark 

where the report starts -- where that study report 

starts -- and then another bookmark where the 

conclusion is.  Because in all of those, I have 

page 31 of 300 is where the conclusion statement 

is.  So if we get into a discussion here, and 

there's going to be one on the quaterniums that 

I have a couple issues about the interpretation 

of the data. 

And so I don't need to go through and 

spend my time tabbing where those particular 

pages are at.  If somebody else could do that so 



I could quickly go to those, and then reference 

those, that would be a big help. 

So I think the two issues are, one is 

the cutoff of the second wave, the date.  And the 

second is the logistics and organization of the 

data, the package that we receive -- particularly 

when it's a late data, and it's in a PDF format, 

which is much more difficult to search. 

DR. ANDERSEN:  Well, I think the two 

things are not unlinked.  If we get a package in 

and, arguably, it's best if we organize that 

package in a way that minimizes the difficulty on 

the Panel's part in grappling with it, then that 

implies we have to have it in time enough to 

manipulate those PDF pages. 

We can do that.  But it's -- you know, 

on the off chance, and maybe it's not such a small 

chance, that when I went through deleting all the 

individual animal data, that I might actually 

have deleted a study that Wilbur said was in the 

package -- considering that was done in four hours 

in an afternoon, to get it out.  Not impossible.  

But that's not the way to do it.  If we're going 

to organize the material, then we're going to need 



the time in which to do that, and we're just going 

to have to be able to say, no, we don't have the 

time to organize this and get it out to the Panel.  

We're not going to do that. 

It all loops around, though, to the 

question of overall scheduling.  And we're at a 

point where I don't see that we have a choice but 

to reexamine that.  We are pushing like crazy to 

review an ingredient.  And we just did the 

ethanolamines and ethanolamides.  And the push is 

going to be to bring those back to the March 

meeting. 

Well, the submission dates, to me, for 

preparation for the March meeting are like 

January 20th.  If industry's going to submit 

anything, there ain't a hell of a lot of time, and 

probably it isn't doable. 

So, I'm at the point where I think we 

have to reexamine this push, push, push.  If 

ethanolamines -- it may be a lousy example, but 

if we don't come back to that until the June 

meeting, does the Earth stop rotating?  Probably 

not.  And that, then, gives time. 

And a cutoff that said, well, drop-dead 



date by the end of April, is much more than the 

60-day comment period.  I could feel righteous in 

enforcing that deadline and saying, if it didn't 

come in by that time, "fuggetaboudit." 

But right now, I'm not sure what I have 

in terms of power.  Let's say Monice gives me her 

next draft on January 20th.  Well, let's see, 

December, let's say she gets these out in a week, 

then 60 days is just about that January 20th date.  

No, it isn't even. 

DR. KLAASSEN:  It's 30 days. 

DR. ANDERSEN:  That's 30 days.  Yeah.  

I mean, so it's unreasonable to expect that any 

submission from industry could be incorporated 

into the next version against that schedule.  And 

that argues, to me, that the schedule is at fault. 

DR. ANSELL:  We have to agree.  The 

problem is, there's a disconnect between the 

meeting schedule, when the stuff is sent out, and 

the deadlines which exist.  Because you're 

sending the -- you guys are getting your reports 

well before the 60-day period has expired.  And 

although I have to say we're not always perfect 

in getting all the data within 60 days, we have 



several reports in this wave, in which we have the 

same issue, that the 60-day period expired last 

Friday. 

So we think that's really a disconnect 

that needs to be resolved, so that the data is not 

late if there was no expectation that it could 

ever have been available in Wave 1. 

And just as an aside -- and I know we 

all think the world of Carol -- Carol was not, did 

not need to be beaten on to get that additional 

data.  It was a specific staff request that she 

took on, to help out.  And rather than having 

caused the problem, I think she should be 

congratulated for having gone out of her way to 

find the data that was asked for. 

DR. BELSITO:  I, you know, didn't mean 

to create a lot of issues with my comments about 

the galactomannans.  But from what I'm hearing, 

so we've accelerated the process, and we're 

giving 60 instead of 90 days, which now makes it 

theoretically feasible that we can move an 

ingredient, boom, from meeting to the next 

meeting -- theoretically feasible. 

But, in reality, what that means is that 



we're going to be getting data at the last minute. 

And, you know, the reason that you have 

us on the Panel is that we're experts, which means 

we're doing other things.  And, you know, we 

reserve so much time before this meeting, and it's 

based upon -- at least for me -- you know, I get 

these Panel Books, and I immediately take a look 

at them.  I get a sense of how much time I think 

I need.  And I have my time planned out.  And then, 

suddenly, Wednesday night before the meeting, you 

know -- a particular meeting stuck between two 

holidays, I get dumped with a thousand pages of 

things that I have no clue, because it's in PDF, 

and I can't pick it up and go like this very 

quickly. 

So I think Alan's point of saying, yeah, 

we've set something in place so that, as opposed 

to previously, when we were doing everything on 

a six-month cycle, and still getting dumped with 

stuff immediately before the meeting, it may not 

be reasonable, even though we've cut the cycle to 

60, to keep bringing back reports every quarter.  

You know, maybe it's more realistic to say, okay, 

you have 60 days.  We know the comments will come 



in just before the next meeting.  But, really, 

these chemicals are going to be addressed, in 

reality, at the subsequent meeting. 

DR. BERGFELD:  I think that when we go 

out on an annual basis and make an announcement 

of what ingredients are going to be reviewed, the 

push has to come from that.  They know they're 

going to be reviewed.  They know they're going to 

be reviewed in this year -- and perhaps even the 

date -- and that they need to be asked to give us 

the information right up front. 

You're talking like they just hear 

about it 60 days before.  But they've known all 

year. 

DR. BELSITO:  Well, they've heard about 

it, where we consider gaps in the information. 

DR. ANSELL:  Yeah, I don't think it's 

the scientific review in the beginning.  In fact, 

since staff now is trying to be more focused in 

the SLRs, we're seeing more questions coming in 

after the first review.  And it's really those 

questions which we're really talking about. 

DR. LIEBLER:  So I've come to 

practically regard Wave 2, the Wave 2 stuff, as 



being equivalent in time commitments of my last 

report.  You know, I'll do that last, at the end 

of all the others, so I've got the background. 

And I would say that, you know, aside 

from these bigger scheduling issues, the Wave 2 

content should be organized.  I agree with that.  

And it should -- you know, it should constitute, 

at maximum, a full report, you know, the 

equivalent time that I would spend on a full 

report -- particularly like an earlier stage 

report, where we haven't already, you know, 

worked out most of the wrinkles. 

That again gets back to -- I can handle 

a full report because it's nicely organized.  I 

mean, staff does a terrific job on the reports, 

and that's because the information's organized.  

The Wave 2, I know I'm going to be scrolling and 

scrolling, and trying to find the good stuff, and 

reading it as little bits -- you know, a little 

bit of wheat and a lot of chaff, basically. 

So if we're going to get a Wave 2, it 

needs to be organized.  And if it's going to be 

organized, you need time to have it be organized.  

And that means you need to set a cutoff date.  



Maybe it's two weeks before the meeting.  I don't 

know what it would take. 

DR. ANDERSEN:  Okay.  This is really 

good input, because it's been clear to us that it 

creates a great deal of angst to try and deal with 

information that comes in in that time period that, 

as Jay points out, it's perfectly legitimate, 

within any reasonable 60-day cutoff period, that 

this would be coming in.  There's nothing wrong 

with it.  It's perfectly appropriate. 

And yet, to have us be so flummoxed by 

it, that is an essential flaw in the scheduling 

that needs attention.  So, on behalf of the staff, 

though, I think they would like to take Wilma's 

remarks and put them in big neon lights.  The work 

that's going to be done in 2012 was well 

advertised so that, to the extent that there is 

interest in being a player, and submitting 

information, there is an opportunity to do that 

early and often -- as the Chicago voting scheme 

works. 

So it's just -- it's a good admonition 

to get out there, that we'd love to have the data 

earlier rather than later. 



Back on us, the issue of scheduling over 

the year, we're already working in that direction.  

So that instead of it being a big black box of 

these reports going to be done in 2012, we 

actually have a better sense of at which meeting 

they're likely to come up.  And that will give, 

I think, all interested parties a much better 

handle on when they need to get stuff in. 

So there's just so many fronts on which 

we're working to scramble to get ahead of this.  

But I think some fundamental discussions need to 

be done to address not being so unable to deal with 

data that comes in a week before the Panel meeting 

because it always does. 

DR. BELSITO:  Right. 

DR. SNYDER:  One last comment.. 

DR. BELSITO:  More venting? 

DR. SNYDER:  Not really venting, but 

some things -- food for thought to think about.  

So when we receive these memos, like here we 

list -- there's another six additional datasets 

that were provided -- if we could know whether 

that's been incorporated into the current version 

that we have or not, that would be useful.  In this 



particular instance, we have a use table in the 

report, a memo on October 26th of updated use 

information, and then Wave 2 yet another dataset 

on use concentration.  So it was really 

problematic, I don't really want to spend all my 

time going back and looking to see where the 

changes were.  So if the writer could summarize, 

"There are no significant concentrations or uses 

even though the table's been updated," that 

would -- I would have confidence in them that they 

would catch that.  I don't want to have to go 

through and see oh, is there now a new aerosol use 

or is there -- so that's one dataset that I think 

could easily be managed by the staff.  And in this 

instance, like I said, either of three different 

datasets for use data. 

DR. BELSITO:  Okay.  Any other venting?  

If not, let's move on to a report.  So the first 

thing to go over is Diagum CS range SR.  What are 

actually those compounds because I tried and 

tried and tried and couldn't find where they said 

in the Wave 2 what they actually were? 

MR. JOHNSON:  I'll have to check. 

DR. BELSITO:  They were all fine, okay.  



So then going through the report where I had 

concerns for my fellow mates, pages 18 and 19.  On 

the trigonella foenum-graecum seed extract, was 

anyone bothered by the reproductive toxicity that 

was demonstrated in that study?  Panel Book page 

25 to 26, reprotoxicity on trigonella 

foenum-graecum seed extract.  It said, "May have 

deleterious toxic effects on reproductive 

performance and potential teratogenic effects on 

fetuses."  Doses were high.  There were only two 

doses, 500 and 1,000 milligrams.. 

DR. LIEBLER:  Which paragraph, Don? 

DR. BELSITO:  Bottom of page 18, going 

on to the top of page 19, Panel Book 25, 26. 

DR. LIEBLER:  I didn't flag that as 

anything.  I mean, brain weights are not a typical 

endpoint for reproductive toxicity studies.  So 

I didn't flag that in my initial review. 

DR. BELSITO:  Okay, moving on to page 

21, Panel Book 28, hydroxypropyl guar, which is 

the one that has a 93 percent use level in a 

rinse-off.  It had -- 

MR. JOHNSON:  Page number again, please, 

Dr. Belsito. 



DR. BELSITO:  Panel Book 28, page 21, 

genotox for hydroxypropyl guar, the one that was 

used at 93 percent in a rinse-off had 1 of 5 

positive Ames tests.  We have no mammalian 

genotoxicity or other genotoxicity tests for this.  

It's the high-use ingredient.  Does that concern 

anyone?  And I guess the reason I'm asking these 

questions is I think we can go safe as used unless 

you want to argue with me over sensitization. 

DR. LIEBLER:  No, I agree with you 

overall safe as used.  And I was trying to 

determine what study supported the mutagenicity 

in the TA 100 strain, which is the one that you're 

pointing to in the hydroxypropyl guar.  And I 

think part of the Wave 2 -- one of the 

galactomannan supplements referred to in a study 

with Diagum CS.  This is in the second 

supplement.pdf that we got for the galactomannans.  

I think it's page -- it's supplement page 503 -- 

DR. SNYDER:  Page 191. 

DR. LIEBLER:  Yeah, and it's a test on 

Diagum CS.  It's the only one of these that I've 

found that had a positive result in TA 100.  But 

that gets back to Don's question, is that the same 



as the hydroxypropyl guar?  Is Diagum CS 

hydroxypropyl guar?  I'm not sure.  I couldn't 

figure that out.  Just in order to keep track of 

what's what, and then there is the issue of 

whether there should be mammalian.  I'm not sure.  

I mean, this -- of all the compounds, this was a 

single result in the bacterial strain.  And I was 

almost inclined to attribute that to a lot of 

noise, although it was an assay that was repeated.  

It says -- at least in the Diagum, it says they 

repeated the experiment and got the same result. 

DR. BELSITO:  Uh-hum. 

DR. LIEBLER:  But again, I don't know 

if that's the hydroxypropyl guar.  I would be 

interested in what Tom thought about that.  He's 

probably got the most mutagenicity expertise on 

the Panel.  And then there's the issue of the 93 

percent -- 

DR. BELSITO:  You know that's such an 

outlier.  Is that correct? 

DR. LIEBLER:  I'm wondering if that's 

even physically possible.  Is that Brazilian 

gum-out?  That's a hair straightener, right? 

DR. ANSELL:  Yeah, it's not a 



leave-on -- it's not a rinse-off.  Carol has 

checked into this and reports that it is a -- 

DR. BELSITO:  Is that to spike hair? 

DR. ANSELL:  It's a hair-straightening 

product. 

DR. LIEBLER:  Thus my joke. 

DR. BELSITO:  Okay, but it is 93 

percent. 

DR. LIEBLER:  I thought it was hard to 

make these products in more than 90 percent purity, 

so I was wondering how a compound -- how a 

formulation could contain more than 90 percent of 

the ingredient. 

DR. BELSITO:  Okay, so if I'm hearing 

my fellow Panel members, we're not concerned 

about that one report on repro.  The others were 

clean.  Mutagenicity or probably that one report 

on the hydroxypropyl not concerned, but we're 

interested in hearing what the other group says.  

Obviously, these are plant products so we're 

going to have the usual stuff on heavy metals and 

pesticides and the caveats.  I'm assuming we don't 

need aflatoxins?  Do we need aflatoxins?  Do 

aflatoxins grow on these things?  Ask Ron Shank, 



our aflatoxin expert. 

So then what are we left with?  

Inhalation, we have the boilerplate.  The biggest 

issue is we do not have sensitization data on 

these compounds.  And then the question is do we 

want to be hardnosed and say we need sensitization 

compound data, or do we want to be realistic and 

say the reason we don't have any is there aren't 

even any case reports of people being allergic to 

these polysaccharides, and so we really don't 

need them.  So I'm -- 

DR. SNYDER:  We do have a HRIPT on the 

hydroxypropyl guar. 

DR. BELSITO:  Sensitive -- irritation, 

not sensitization.  They were not irritating, but 

we don't have any sensitization data.  And the 

HRIPT was -- I mean, the hydroxypropyl guar is 

used at 93 percent.  The HRIPT, I think, was like 

at 2 percent.  But, I mean, the reality is that 

you would not predict these to be sensitizers or 

irritants, number one; and number two, there are 

no reports in the literature, not a single case 

report, of these causing issues.. 

DR. BERGFELD:  But it does cause asthma 



or some of them do.  It does have some pulmonary -- 

DR. BELSITO:  Very high concentrations 

among people causing very -- and also, I mean, 

it's very interesting that when you look, most 

IgE-mediated reactions are protein- based 

reactions.  And so you saw a lot of these that were 

claiming to be occupational asthma and then the 

skin-prick tests were negative and the serum IgEs 

were negative.  I think that it -- it's certainly 

not under conditions of cosmetic use.  You weren't 

seeing that.  I think it's more irritant 

inhalation, dust-type of situation.  It may be as 

a result of protein contamination, and in some 

cases it wasn't even clear to me that it was due 

to the galactomannans.  It could have been done 

due to other things that these workers were 

exposed to. 

DR. LIEBLER:  So this is your take on 

the paragraph on allergenicity on Panel Book page 

20, right? 

DR. BELSITO:  Yeah. 

DR. LIEBLER:  Okay because I had that 

highlighted.  I'm not qualified to really 

interpret that, but I wanted to get your opinion 



about that because it seemed to me to imply that 

there might be an allergy problem in some 

individuals. 

DR. BELSITO:  Well, I mean, if you were 

concerned at all, it's respiratory, then it's 

something we'd have to use in the respiratory 

boilerplate.  But you're certainly not going to 

get these chemicals through skin to cause these 

kinds of reactions.  I mean, I really interpreted 

a lot of this as -- first of all, I was shocked 

that they had IgE sensitization to guar gum.  I'd 

like to know the purities of what they were 

looking at because -- I mean have you ever heard 

of people anaphylaxing from sugar?  And then again, 

most IgE antibody is made in response to protein.  

Ovalbumin is the classic.  So I couldn't -- when 

I started reading these, it was like -- 

DR. LIEBLER:  Well, yeah, these are 

people who work in a carpet manufacturing plant, 

so they may be working with a guar gum product or 

a guar gum compound or mixture that's much less 

clean and purified than what goes into a cosmetic 

ingredient. 

DR. BELSITO:  It just didn't make sense 



to me based upon my understanding of the 

immunology of IgE-mediated reactions. 

DR. BERGFELD:  This is the first time 

you've looked at this, though, and you don't have 

that.  You don't think you should call for that 

information? 

DR. BELSITO:  No.  I mean, I just don't 

think it's pertinent to cosmetics.  If you want 

to consider it at all as relevant, then it would 

go -- then simply say safe as used and 

insufficient for aerosol products.  It's going to 

be an inhalation issue, but I mean I truly don't 

think it is an issue.  I mean we can get a look 

at the reports and look at them specifically, but 

I mean look at the extent -- I mean, the tonnage 

of these gums that are used worldwide per year and 

the number of reports.  I mean, I'm sure you can 

get that from the EU REACH Program to know what 

the tonnage is used in Europe for each of them.  

These are everywhere, these gums, and these are 

a small number of case reports.  I was shocked to 

see them, quite honestly, but that's my own 

opinion.  I'm one of seven people on this. 

DR. BERGFELD:  Could I ask Dan about the 



chemistry?  These polymers wouldn't break down at 

all or are they pretty solid? 

DR. LIEBLER:  I don't have a feel -- in 

the context of allergy or allergen or potential 

for allergy, I have no idea what among these 

complex carbohydrates would constitute an 

appropriate immunogen.  From a sort of chemist, 

chemical toxicology standpoint, I have no 

concerns about these. 

DR. ANDERSEN:  Don, is it at all 

significant that the three case reports came out 

of Kinerva's program and there's nothing that's 

appeared in the literature since, ditto for the 

1990 study of the carpet manufacturing plant? 

DR. BELSITO:  Well, I didn't even 

realize that.  The Finns are very hot on IgE and 

skin-prick testing and in making up their own 

allergens for testing, so this would just be a 

hypothesis that the guar gum or the gums were 

contaminated with protein during the extraction.  

And they were actually using the actual gums the 

workers were working with and came up with these 

tests.  I just -- from a purely immunologic 

standpoint, I don't understand how a carbohydrate 



can cause IgE-mediated immunity, and I just blew 

it off without looking at it further.  And if it 

bothers anyone, I think we just need to adapt the 

respiratory boilerplate because it's not going to 

be an issue with cosmetics.  And there are some 

low-level uses of these in sprays, but it didn't 

bother me. 

So other comments? 

DR. BERGFELD:  Well, I'll make a comment 

on other problem areas with large molecular waves 

we've done in a similar behavior.  This one I was 

just struck with the allergenicity that was 

reported in a few case reports and interesting how 

you have discussed it. 

But I do believe if you take that line 

of thought that it should appear in the 

discussion. 

DR. BELSITO:  Of course. 

DR. BERGFELD:  And also regarding the 

mutagenicity of the hydroxide guar and the 

respiratory plates, you have three issues or 

three statements that have to be enlarged:  The 

minimal clinical irritation and lack of 

sensitization data, but increased size of polymer; 



the mutagenicity and the mammalian species and 

hydroxide guar, and if it's in an aerosol, the 

respiratory boilerplate. 

DR. BELSITO:  Of course. 

DR. BERGFELD:  Okay. 

DR. BELSITO:  But I don't think -- I mean, 

to me the only data that we're lacking is 

irritation and sensitization on concentration of 

use, and what I'm saying is I don't think we need 

that data. 

DR. LIEBLER:  I think the possibility 

of a protein-initiated allergic response is 

reasonable with this class of compounds.  If you 

look at Table 2 at the end on Panel Book page 40, 

for Cassia gum and some of these others, the 

protein content looks like it's around 7 percent 

or less.  So it can be several percent protein. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  That could be easily 

enough to trigger a response in the right person. 

DR. BELSITO:  Point well taken.  So then 

we could have a caveat that these galactomannans 

when formulated to be in aerosol products should 

be protein restricted?  How do we -- I mean, 



because that's where we'd be concerned.  Not when 

you put them on the skin, but when they're 

inhaled. 

DR. LIEBLER:  Yeah, I'm not sure that 

would be practically achievable.  I mean, getting 

all the protein out of these probably requires a 

fairly elaborate preparation process.  I think 

one of the sections of the report does refer to 

several methods that were compared to prepare 

these products -- I don't have the right page in 

front of me -- and one of the methods was able to 

eliminate protein I think was the term, but I 

don't know what that means in terms of numerical 

cutoff.  But if the typical product purity of 

these gums from use in foods and drugs is on the 

order of single-digit percent protein, that's not 

surprising.  Given the chemical nature of the very 

polar things, it's going to be hard to get rid of 

protein. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  So protein will always be 

present -- 

DR. BELSITO:  Then you look at the 

percentage at which these are used in inhalation 



sprays and you see that trigonella foenum-graecum 

seed extract is.004.  I mean, I think we could use 

that as an argument -- well, I guess the highest 

would be.05, right, for guar 

hydroxypropyltrimonium chloride. 

MR. JOHNSON:  Two percent is the highest 

use concentration. 

DR. BELSITO:  In a spray? 

MR. JOHNSON:  In non-coloring shampoo 

and tonics dressings and other hair-grooming 

products. 

DR. BELSITO:  But those aren't sprays.  

We're talking about potential inhalation, 

Wilbur. 

MR. JOHNSON:  Sorry, Don. 

DR. BELSITO:  I mean that's where you'd 

need to be concerned about IgE.  You're not going 

to get it from skin. 

DR. LIEBLER:  Regardless of the actual 

number, if the number is small, then I think we 

can go with the argument that the inhalation 

exposure would be very small. 

DR. BERGFELD:  Insignificant? 

DR. LIEBLER:  Insignificant versus 



smallness. 

DR. BELSITO:  In the discussion we can 

acknowledge that the IgE -- 

DR. LIEBLER:  It's a matter of attitude. 

DR. BELSITO:  IgE-mediated reactions 

with individuals working with these pure gums 

that, therefore, likely due to protein 

contamination, the protein levels are this, the 

levels at which these guar gums are used in 

products that could potentially be aerosolized 

maximum.05 for the -- what did I say -- guar 

hydroxypropyltrimonium? 

DR. KLAASSEN:  Yes. 

DR. BELSITO:  Yeah, and then the amount 

of that that actually would be in the respirable 

zone -- I mean this is going to be a rather complex 

boilerplate, but I think it all breaks down to we 

feel the exposure would be negligible as compared 

to workers who are working with the pure glue.. 

DR. KLAASSEN:  It's logical. 

DR. SNYDER:  Just keep it simple.  

Occupational exposure versus -- 

DR. BELSITO:  Right.  Okay, so -- 

DR. BERGFELD:  I'm sorry.  I would 



assume then that tables would be added?  If a 

necessity for them, at least list the Ames testing, 

the genotox stuff? 

DR. BELSITO:  Uh-huh. 

DR. BERGFELD:  It's not there now. 

DR. BELSITO:  So safe as used; an 

explanation in the discussion why we felt we 

didn't need additional, or why we felt we didn't 

need sensitization and irritation; a review of 

our understanding of the potential mechanism of 

the IgE-mediated occupational reactions and why 

those aren't relevant to cosmetic exposure; the 

restriction on pesticides, heavy metals and, if 

Ron feels, aflatoxins. 

DR. BERGFELD:  If I could interrupt, I 

have a note on mine that we did receive in this 

tome a repeating self-patch test and the n number 

was 111.  I just don't know where it is now. 

MR. JOHNSON:  Yes, that's on the 2 

percent -- I'm sorry, 2 percent hydroxypropyl 

guar. 

DR. BELSITO:  Right. 

DR. BERGFELD:  So that would be included, 

right? 



DR. BELSITO:  Yes. 

DR. BERGFELD:  Okay. 

DR. BELSITO:  But that was not a 

sensitization.  It was an irritation. 

DR. BERGFELD:  A repeat insult 

sometimes will give us sensitization.  I mean, 

it's -- 

DR. ANSELL:  I have it as an HRIPT. 

DR. BELSITO:  While I'm just flipping 

through on my Wave 2 stuff, I didn't understand 

the significance of the comments from the Council 

and Ann Marie Api about the aqueous solubility.  

What was that all about? 

DR. ANSELL:  Well, we have I think two 

comments.  One is addressed in a letter which was 

provided December 12 concerning the drifting away 

from the use of the INCI dictionary definitions 

for these ingredients.  And we've seen that in 

more than one report and are requesting 

specifically to the definitions that the INCI 

dictionary definition be the primary definition.  

And if additional definitions are needed, then 

they be added as secondary and not primary 

definitions. 



Specific to this report, it results in 

two of the materials which are included falling 

outside of the definitions of being either a gum 

or an extract, and specifically the two seed 

extracts would fall outside of this group.  And 

I think Anne Marie's discussion, once you confirm 

that if the two ingredients are left in the report, 

the title needs to be changed and the ingredients 

redefined and that the ingredient used by 

industry is an extract that contains little or no 

polysaccharides.  So I think that's what Anne 

Marie's comment was going to.  So the reliance on 

sticking to the INCI definitions for purposes of 

the reports and that these two materials then 

would fall outside of that definition, in deed, 

would have very few polysaccharides present. 

DR. BELSITO:  Okay, I stand corrected.  

The HRIPT is fine.  I reviewed the report and made 

that comment before I got Wave 2. 

MR. JOHNSON:  Just one question for Dr. 

Ansell.  Is the trigonella foenum- graecum seed 

extract the only, I guess, ingredient that would 

not be classified as a gum? 

DR. ANSELL:  That and the hydrolyzed 



version of it. 

MR. JOHNSON:  And the 

hydrolyzed -- thank you. 

DR. BELSITO:  So should they be removed 

from this report, is that what you're 

recommending? 

DR. ANSELL:  That would be our 

recommendation or the report needs to be modified 

to suggest it includes more than gums.  So it's 

easiest just to remove the two. 

DR. ANDERSEN:  The unifying feature has 

to be gums, so if they aren't, get them out. 

DR. BELSITO:  Okay, so we're removing 

trigonella foenum-graecum seed extract, is that 

correct?  And trigonella foenum-graecum, those 

two? 

DR. ANSELL:  The trigonella 

foenum-graecum seed extract and the hydrolyzed 

trigonella foenum-graecum seed extract. 

DR. BELSITO:  Okay, but the trigonella 

foenum-graecum still belongs in the report?  It's 

just the seed extract? 

DR. ANSELL:  Correct. 

DR. BELSITO:  Okay.  Any other comments? 



DR. ANDERSEN:  I understand the comment 

from the Council clearly about what definitions 

we use.  I'm still concerned with the rampant use 

in the dictionary of the circular definitions.  So 

I don't have it in front of me, and maybe I'd lose 

this bet, but I'd be willing to bet that 

trigonella foenum-graecum seed extract is the 

extract from the trigonella foenum-graecum seed, 

which informs nothing.  So we've gone beyond it 

in an attempt to try and figure out what is it 

we're dealing with.  This one, if we take it at 

face value, are hearing what the industry's using 

isn't a gum.  So that probably ought to fall out.  

But I don't know that you know that from reading 

the definition in the dictionary.  So there's 

a -- I have just a little pause, and I'm not quite 

sure where to take that, but it's -- 

DR. ANSELL:  Well, I think the 

frustration we've had, and I understand the 

concern.  But the place to address that is within 

the dictionary.  If you think the definition is 

insufficient and the cassia gum is a 

polysaccharide composed -- "a material obtained 

from the endosperm of cassia tora or cassia 



fuchsia florae seed" -- if that's insufficient, 

then we don't mind the addition of further 

discussion.  But to substitute yours in lieu of 

the dictionary would be inappropriate.  And, 

indeed, since the definition you provide doesn't 

talk about species or genus, one could argue that 

it is weak in its own way. 

DR. ANDERSEN:  It's clearly an issue 

we've got to further come to grips with. 

DR. BELSITO:  Okay, so let me recap.  

We're going safe as used.  We are in the 

impurities -- 

DR. BERGFELD:  Excuse me.  Are you going 

to delete those two ingredients? 

DR. BELSITO:  Yes, we're going to delete 

those two ingredients, I'm sorry.  We're going to 

go safe as used.  In the impurities, restrict 

pesticides, heavy metals, and -- if Ron 

feels -- aflatoxins.  In the discussion, we're 

going to talk about the IgE-mediated occupational 

reactions, that these are likely due to low levels 

of protein that are found as impurities and that 

would be the result of inhalation of these 

proteins.  And given the current level of proteins 



reported, given the low use of these materials and 

products that would be aerosolized, and given the 

low inhalation breathing zone exposures, we do 

not feel that these risks were relevant to 

cosmetic use.  That would be our major discussion 

point.  And then minor discussion points would be 

the one report of reproductive toxicity that we 

felt was a brain weight and really was not 

relevant, and then that one mutagenicity report. 

DR. SNYDER:  But that study was also 

with a seed extract, so that will be removed. 

DR. BELSITO:  So that goes away.  So then 

we don't even have to talk about that.  Okay.  Oh, 

the repro study was, yeah.  Okay, and we're done.  

Okay.  Well, given the Wave, we've surfed it 

rather successfully.. 

Polyquaternium-22 and -39, so it's 

Green Book.  So this is the first time we're seeing 

it.  And, of course, there was a -- this was part 

of the grouped Wave so there were a good amount 

of data on both the -22 and the -39.  But I guess 

the first question goes to Dan and that is, are 

these really -- other than the name 

polyquaternium, do they belong together? 



DR. LIEBLER:  I actually didn't have a 

problem with putting them together.  Even though 

their structures are different, their overall 

properties are actually quite similar.  I mean, 

there are certain important details about their 

structures, but they both have a quaternium group.  

They both have very large polymeric character.  

And so, I didn't have -- I never thought for a 

moment that they didn't belong together. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  I wondered why they 

weren't both in the title.  

DR. BELSITO:  Okay, so we're going to 

keep them together.  Was there any concern, Dan, 

on your part that polyquaternium-39 has an 

acrylamide moiety as opposed to -22 that doesn't? 

DR. LIEBLER:  Well, it's polymerized 

from acrylamide, but the final product does not 

have an acrylamide structure.  As long as there's 

no residual acrylamide, I have no problem with the 

fact that it has an amino acyl substituent on the 

side chain. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  That doesn't raise any 



hazard alert for me. 

DR. BELSITO:  Okay, but it would raise 

something about -- do we need to state in a 

discussion of these impurities that we would 

assume that there would be no unreacted 

acrylamide?  Do we know that that is, in fact, the 

case? 

DR. SNYDER:  We addressed it in the 

report on -7. 

DR. BELSITO:  On -7, right, which was 

the other one that had acrylamide?  So how did we 

capture there -- Paul, you're closer to it than 

I am -- discussion?  "The Panel acknowledged the 

presence of acrylamide as an impurity, but 

reported maximum concentrations of 10 ppm as 

sufficiently small so that it was not of 

toxicologic significance."  Do we know what the 

level of impurity of acrylamide is in PQ-39?  I 

don't think we do, do we?  So that would be 

something we need, right? 

DR. LIEBLER:  I think so. 

MR. JOHNSON:  I have a comment.  In the 

2005 published CIR report on polyacrylamide, the 

limit is 5 ppm for the acrylamide monomer. 



DR. BELSITO:  Okay.  But we don't -- I 

mean, we can either set the limit or we can ask 

for impurities or what do you want to do? 

DR. LIEBLER:  So I remember seeing the 

sheets on composition of these in Wave 2 somewhere.  

Am I mistaken? 

DR. SNYDER:  We've got technical data 

sheets. 

DR. LIEBLER:  Yeah, a technical data 

sheet on these as part of Wave 2? 

DR. BELSITO:  I don't remember the 

acrylamide, though.  I didn't write that down.  I 

just made notes on -- we had a lubrizol technical 

data sheet on -- we did not have one on 

polyquaternium-39. 

DR. LIEBLER:  Right, you're right.  It's 

on -22. 

DR. BELSITO:  We had two on -22. 

DR. LIEBLER:  So I doubt that this is 

going to be an issue, but we should have 

documentation in the report.  We can get -- I'm 

sure there's a technical data sheet we could get 

for -39.  I mean, acrylamide is quite volatile.  

These polymers are probably going to be washed, 



and that's probably going to get rid of acrylamide.  

We can find out what -- 

DR. BELSITO:  Oh, we do have one.  I'm 

sorry.  It's Merquat PLUS 3330 polymer, but I 

don't remember them saying acrylamide.  Dan, do 

you -- I didn't take the whole report. 

MR. JOHNSON:  That polyquaternium-39 

Merquat PLUS 3330 polymer is an aqueous 

terpolymer of 35 mole percent acrylic acid and 30 

mole percent diallyldimethylammonium chloride 

plus 35 mole percent acrylamide.  It also contains 

methyl n-propyl paraben. 

DR. BELSITO:  That's the MSDS sheet 

there? 

MR. JOHNSON:  No, actually that was some 

notes that I made. 

DR. BELSITO:  That makes no sense to my 

brain. 

DR. LIEBLER:  So the issue is just 

what's the residual acrylamide? 

MR. JOHNSON:  Well, it's at 35 

percent -- 

DR. LIEBLER:  That's the composition -- 

DR. BELSITO:  That's the reaction. 



DR. LIEBLER:  So approximately a third 

of the carbons in the polymer come from acrylamide, 

but what's the residual acrylamide monomer in the 

product?  That's the issue for us. 

DR. BELSITO:  Can you query your 

database there?  I would try querying for 

"merquat," M-E-R-Q-U-A-T, and 3330. 

DR. LIEBLER:  I can't do it right now. 

DR. BELSITO:  Okay, so if we could try 

and pull that and see if we know about residual 

levels of acrylamide in polyquaternium-39. 

DR. ANDERSEN:  But you always have the 

fallback position for already having established 

an acrylamide monomer limit that you're 

comfortable with in the polyacrylamide report.  

So there's -- 

DR. KLAASSEN:  You could reference 

that. 

DR. ANDERSEN:  You could use that 

number -- I mean it may be gross overkill for this, 

but it's still a valid number to use.  And that 

was geared towards in final formulation, so the 

use of the polyquat-39 should not result in 

formulation of acrylamide monomers of greater 



than and whatever the hell the number was. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  So it'd be a way to phrase 

it. 

DR. BELSITO:  So we got that. 

DR. ANDERSEN:  We still have virtually 

nothing in this report, having gone through that 

discussion. 

DR. BELSITO:  Well, we don't know 

anything about absorption or metabolism.  So I 

guess -- and we don't have -- we did get a bunch 

of -- we got dermal irritation.  We got some Ames 

testing on polyquaternium-22, and we got pretty 

much the same thing on polyquaternium-39.  So we 

have -- and those were all eye irritation all 

negative as supplied.  So we don't have -- what 

we don't have is dermal absorption.  We don't have 

a mammalian.  We don't have sensitization. 

DR. SNYDER:  We did get one 

sensitization test, right? 

MR. JOHNSON:  Yes, on polyquaternium-39, 

involving 150 subjects, and the results were 

negative. 

DR. SNYDER:  I had a question on that.  



What was the percent tested on that? 

MR. JOHNSON:  I don't have that 

indicated here.  I'd have to check that.  I don't 

have the percentages. 

DR. BERGFELD:  It's in this big tome.  

I saw it. 

DR. BELSITO:  So that's -- I must have 

missed that.  It was not on Halyna's initial list 

of things that were sent. 

DR. SNYDER:  Page 272 of that 

supplement -- 

DR. LIEBLER:  Which page? 

DR. SNYDER:  272. 

DR. BELSITO:  Oh, yes.  I'm sorry.  I 

was looking at polyquaternium, 150 patients.  

They were all negative, and it was as supplied. 

MR. JOHNSON:  Yeah. 

DR. LIEBLER:  But is that meet 

(inaudible)? 

DR. BELSITO:  I'm assuming it's meet 

whatever.  It just said as supplied.  So that was 

for -39.  For -22, we have just dermal irritation 

in albino rabbits.  But for -39, 150 sensitization 

irritation negative. 



DR. SNYDER:  And we did have an 

oral -- these were all in rats. 

DR. BELSITO:  Oral dose in rats greater 

than 5 grams per kilo. 

DR. SNYDER:  Correct. 

DR. BELSITO:  And the same for the 

polyquaternium-22 was greater than 5 grams per 

kilo also in rats.  So the major issue is do we 

need mammalian?  Do we need absorption and if 

absorbed, respiratory or repro and 

carcinogenicity? 

DR. KLAASSEN:  This is a polymer.. 

DR. SNYDER:  Yeah, I don't think these 

are -- 

DR. LIEBLER:  These are not going to be 

absorbed.  These are in the 100,000 molecular 

weight range. 

DR. BELSITO:  Right. 

DR. LIEBLER:  All of these polymers.  

And I had a note that perhaps we could reason from 

prior Panel evaluations of other compounds in 

this family.  I mean I don't see these as being 

likely to be absorbed, and I don't see these as 

being likely to be mutagenic, and the data on 



mutagenesis so far is consistent with that. 

DR. BELSITO:  Okay.  So then what you're 

saying is these are safe as used.. 

DR. KLAASSEN:  Yes. 

DR. LIEBLER:  Right. 

DR. BELSITO:  Okay.  Now the other 

question I have is we have polyquaternium-7.  We 

have polyquaternium-10.  We have 

polyquaternium-11.  And I guess these must have 

been re-reviewed because some of them are old.  

And then -22 and -39, where's 

polyquaternium-19, -20, -21?  Are there other 

polyquaterniums?  And should we take this 

opportunity to fold -7, -10, and -11 in with 

these? 

DR. SNYDER:  I had the same note.  Why 

not combine them all and see if there are others 

that we could include. 

DR. ANDERSEN:  We talked a lot about 

doing that.  The problem with doing it is 

polyquaternium does not mean consistency.  

They're all different polymers.  So 

polyquaternium-7 is dimethyldiallylammonium 

chloride with acrylamide, which is different than 



polyquaternium-39.  It's closer to 

polyquaternium-22, which is 

dimethyldiallylammonium chloride with acrylic 

acid, not acrylamide.  So there's -- so there's 

a -- it's a mix and match to create these 

quaternium compounds, and they're different. 

DR. BELSITO:  Well, are some -- 

DR. ANDERSEN:  How are they different 

enough?  I'd like to hear what you think. 

DR. BELSITO:  I guess I would be more 

worried about those I would group with the 

acrylamide versus acrylic acid, those that 

are -- and do one group with the acrylic acid and 

one group with -- I mean I don't know the chemical 

structures of the others, but that -- 

DR. LIEBLER:  So I would argue that this 

whole family really does belong together despite 

the fact that they're made from chemically 

different monomers; that the monomer content or 

the way that you get to these compounds is less 

determinative of their products, of their 

properties, than the overall polymeric compound.  

Essentially these are all polymers with a 

cationic or quaternium nitrogen group is their 



main structural feature.  It's true; some of them 

have an anionic carboxylate, like a carboxylic 

acid present.  But I think these are a family that 

share properties.  They share common uses, 

properties that I think really are probably more 

important than the differences.  I would argue 

that they probably could be considered together. 

DR. KLAASSEN:  I would, too.  I think 

the major potential problem with these compounds 

is not the polymer.  It's the unreacted compound 

that might be left behind.  So I have no problem 

putting them together also. 

DR. LIEBLER:  And in almost all cases 

that I can think of the monomer species that are 

used to make these are small and volatile 

compounds and probably are removed by evaporation 

and/or washing during the manufacturing process.  

I haven't seen the sheets on all of these for the 

residual monomer content, but I would expect 

they'd all be in the tens of ppm, which would 

probably be okay in many of those cases.  So we 

should have those, but I guess I would argue that 

it might make sense to put this family of 

compounds together, the polyquaterniums.  I mean 



think of it like the proteins coming from 

difference amino acids. 

Sure, a different formula in terms of 

amino acids would give you technically a 

different formula, but it's basically proteins. 

DR. ANDERSEN:  Well, I hear you.  Bart, 

would then, as we've done in some of the most 

recent previous reports, have a caveat at the end 

that says should the next polyquaternium number 

come into the dictionary, we have the same 

conclusion for that.  In other words, we might be 

at polyquaternium-115 right now.  If -116 comes 

out after your report, are we going to have that 

caveat or do we consider that a new body? 

DR. HELDRETH:  I think we could have 

that caveat, but I think what we would need would 

be in the discussion a good rationale for why we 

consider the similarities of these to be greater 

than their differences and the rationale for why 

they are grouped together even though they come 

from different monomers, even though they involve 

different monomers.  So I mean I think if the 

overall chemical properties of these things can 

be justified as being similar, and that's largely 



driven by having this quaternium nitrogen center 

as the main repeating feature, and the very large 

hundreds of thousands molecular weight average 

size of these molecules. 

DR. BELSITO:  So then are you 

recommending that we table this, that we go 

through the dictionary and get all the 

polyquaterniums together, including the -7, -10, 

and -11, and take a look at it again? 

DR. LIEBLER:  I think that makes sense.  

I mean if we can identify what are the other 

polyquaternium ingredients that reasonably fall 

within this sort of chemical space, it probably 

would be the most efficient thing to do rather 

than to do a couple of these every two years. 

DR. BERGFELD:  How many are there?  Do 

you know? 

DR. HELDRETH:  I can do a quick search. 

DR. ANDERSEN:  I think it's a pretty 

good number.  But I agree that we ought to at least 

examine this possibility.  I mean you've opened 

the door to this being much more of a possibility 

than I thought there could be given the different 

building blocks.  So now that I'm over that 



threshold, I'm salivating. 

DR. SNYDER:  Is it lunchtime? 

DR. BELSITO:  It is lunchtime.  So we're 

going to table this.  We're going to take a look 

at all the polyquaterniums, including the 

possibility of re-including -7, -10, and - 11, so 

that those aren't hanging out there for the next 

15-year break. 

DR. BERGFELD:  Don, are you using those 

specific numbers because you know? 

DR. BELSITO:  Well, because we've 

already reviewed them, and I want to re- include 

them so that there's a whole group. 

DR. BERGFELD:  Okay, all right. 

DR. ANDERSEN:  A whole package. 

DR. SNYDER:  So the reason to table 

would be to combine all add-ons? 

DR. BELSITO:  Right. 

DR. BERGFELD:  And we're looking at the 

add-ons right now? 

DR. BELSITO:  Right. 

DR. HELDRETH:  To answer Dr. Bergfeld's 

question, the dictionary is currently at 

polyquaternium-99. 



DR. BERGFELD:  I'm sorry, 99 of them? 

DR. HELDRETH:  The current number is 99.  

Whether or not they're necessarily structurally 

relevant is another thing to look at.  But 

currently, there's 99 polyquaterniums named that 

way in the dictionary.  There are probably other 

ingredients that would fall within the structural 

similarities that we're talking about here that 

don't necessarily get a polyquaternium name, 

however. 

DR. ANSELL:  But the highest number used 

is 99, not that that confirms that every single 

one of the numbers is used. 

DR. ANDERSEN:  But there's bound to be 

a few -- 

DR. ANSELL:  Oh, yeah, yeah, no. 

DR. ANDERSEN:  It's a worthwhile 

exercise to examine whether there's, in fact, a 

bigger group here. 

DR. BELSITO:  Okay, very good.  So, 

Wilbur, I think this skinny little book is going 

to get a little fatter over the holidays. 

DR. KLAASSEN:  It might get very fat, 

up to 99, polyquaternium 1-99. 



DR. BELSITO:  Okay, lunchtime? 

DR. KLAASSEN:  Yes. 

DR. BELSITO:  It's 10 after 1:00.  Do 

we need a full hour?  Regroup at 1:00, after -- or 

10 after 12:00, regroup at 1:00, 10 after 1:00? 

DR. BERGFELD:  1:00. 

DR. KLAASSEN:  Let's do it at 1:00. 

DR. BELSITO:  1:00?  Okay. 

DR. ANDERSEN:  For Panel members and 

staff, lunch is wherever it is.  For guests, lunch 

is on your own. 

(Whereupon, at 12:09 p.m., a 

luncheon recess was taken.)  



 



A F T E R N O O N  S E S S I O N 

(1:04 p.m.) 

DR. BELSITO:  Okay, sulfosuccinates.  

So we got a little bit more information on 

diethylhexyl malate.  Is that with this report? 

MR. JOHNSON:  No, it's not.   

DR. BELSITO:  Okay.  So we have no new 

information on this one. 

DR. SNYDER:  Yeah, we got a guinea pig 

maximization in Wave 2. 

DR. LIEBLER:  We received a guinea pig 

maximization test -- 

DR. BELSITO:  Right, but not at this 

meeting.  There wasn't -- I'm doing okay here.  

Okay, I thought that this handout on diethylhexyl 

malate referred to the dialcoholhydroxysuccinate 

report.  Oh, we're doing alcohol PEG succinates, 

okay.  Sorry, I was on the wrong report. 

Okay, so let's see.  At the last meeting 

we issued an insufficient data announcement for 

the sulfosuccinates for dermal absorption, 

mammalian genotoxin, inhalation tox, if 

available.  We were led to believe the information 

tox was available because in one of the MSDS 



sheets we received they talked about inhalation, 

but apparently we have not gotten that.  We did 

get dermal absorption data.  They're big 

molecules so we're really not expecting a lot of 

absorption.  And -- oh, I'm sorry.  We did not 

receive dermal absorption.  We received a 

negative mammalian genotox, but they are big 

molecules. 

So the question is, do we need the 

dermal absorption, and do we still need the 

inhalation?  I think with the boilerplate, we 

probably do not.  I guess the one question that 

I had in reading through this report was on Tables 

3 and 4.  What's this issue with formaldehyde?  

Under the specifications for the trade name 

mixture, it says, "formaldehyde positive, 

formalin positive."  I didn't understand that. 

MR. JOHNSON:  Where's that located? 

DR. BELSITO:  It's page 17 of the report, 

Panel Book 91, under the specifications for the 

trade name mixtures.  The last line in both Table 

3 and Table 4 says "formaldehyde positive" and the 

other says "formalin positive." 

MR. JOHNSON:  We probably have to seek 



clarification of that from industry. 

DR. BELSITO:  Anyone have any thoughts 

as to what that means? 

DR. LIEBLER:  It suggests to me that 

some type of test was applied, and they say that 

there's a positive result.  But that's not enough 

information for us.  And if there's formaldehyde 

or formalin -- we've been through that 

before -- in these products, then we need to know 

the relative amount. 

DR. BELSITO:  Right. 

DR. LIEBLER:  That's what we need to 

know.  We need to know how much. 

DR. BELSITO:  That would be nice.  I mean 

it -- so the highest we have in leave-ons is 2 

percent, wash-offs 10 percent.  We have a negative 

mammalian.  We have an MSDS sheet that also 

reports negative reproductive toxicity at 0.1 

percent, but we don't have the data on that.  

Laureth-9 was negative.  Now I thought -- barring 

clarifications on what this formaldehyde was all 

about, we could go safe as used and again argue 

about the size of the molecule and the absence of 

dermal absorption, but that formaldehyde becomes 



an issue depending upon the level. 

DR. ANDERSEN:  Don, I'm just a little 

concerned about relying too much on size.  They're 

not small, but my bright line is 1,000 molecular 

weight, and I tend to ignore it for dermal 

penetration.  These are under 600, so I'd -- yeah, 

they're bigger than normal, but the question 

would be are there charge properties that are 

going to be controlling the question of dermal 

penetration because molecular weight probably 

isn't going to be a bright line. 

DR. LIEBLER:  I think that actually -- I 

would expect that these would have very minimal 

absorption not because of the size, but because 

of the sulfosuccinate is too big in ionic 

substituents. 

DR. KLAASSEN:  I agree with that. 

DR. LIEBLER:  So I had a comment on the 

discussion draft.  On page 12 or Panel Book 86, 

the first line of the discussion draft says, "The 

expert Panel expressed concern over the possible 

presence of 1-4 dioxane and ethylene oxide 

impurities."  This would be -- this is the lead 

sentence.  I don't think this is a big deal with 



these compounds.  I mean the ethylene -- first of 

all, any ethylene oxide is long gone; it's so 

volatile.  And 1-4 dioxane, if there's a 

specification on these in the ingredient for 

residual dioxane in terms of parts per million, 

we can consider it.  But I certainly don't think 

it's the lead point here anyway, and I'm not sure 

it really even needs to be raised in the 

discussion. 

DR. ANSELL:  Well, on that point we 

would agree and even to the extent that it is 

mentioned, removal would not be the right words; 

perhaps aware of the possibility for at least 

dioxane and not for ethylene oxide. 

DR. LIEBLER:  So Panel Book 76, report 

page 2, refers to residual dioxane or the disodium 

laureth sulfosuccinate as less than 10 ppm with 

a citation.  And then for the disodium laureth 

sulfosuccinate trade name material, another less 

than 1 ppm dioxane, less than 1 ppm ethylene oxide.  

So those values aren't surprising, and I would 

expect that these products -- I mean that would 

be typical for these products.  But I certainly 

don't think it deserves prominence in the 



discussion as the first line of the discussion. 

DR. BELSITO:  Any other comments?  So 

I was going safe as used because of lack of 

penetration due to size.  Alan says that's 

probably not a viable argument, but Dan and Curt 

are saying lack of penetration due to polarity.  

So are we all comfortable with going safe as used?  

We do have a negative mammalian genotox.  We have 

an MSDS that reports a repro tox, though we don't 

have details of the study.  And we have the fact 

that these are polar molecules not likely to get 

past the stratum corneum. 

DR. LIEBLER:  We can also point out that 

there is the small report on acute dermal on the 

disodium laureth sulfosuccinate.  This is report 

page 4, Panel Book 78, where they say, "Acute 

dermal LD 50 of over 2 grams per kg in rabbits." 

DR. BERGFELD:  The only question I had 

on this particular group was that the citations 

and the topics are sort of out of align.  Usually 

we had the human information materials on Panel 

Book page 81 at the end.  Now at the end we have 

carcinogenicity and genotoxicity.. 

DR. SNYDER:  I noted that also in other 



reports. 

DR. BERGFELD:  Yes. 

DR. SNYDER:  And we've kind of changed 

the order. 

DR. BERGFELD:  Yes, changing the order 

a little bit.  Is there a reason? 

MR. JOHNSON:  I think a decision was 

made to include the animal and human studies in 

the same section as opposed to having a separate 

clinical section. 

DR. BERGFELD:  Okay, so a different 

ingredient -- or different -- you have a different 

ingredient you're citing there. 

DR. BELSITO:  Anything else?  Okay, so 

safe as used.  You've got our sense for the 

discussion that we'd rather concentrate on the 

lack of absorption due to the polarity.  The 

impurities get moved further down into the 

discussion so they're not stressed.  And we just 

need to clarify what they mean by "formalin" and 

"formaldehyde" in those tables. 

Okay, the alkyl glycerol ethers.  We 

issued a tentative report in September, safe in 

the present practice of use and concentration.  We 



received some input from the supplier, a 

technical comment.  Was this the one that was in 

German?  I can't keep any of these Waves straight. 

MR. JOHNSON:  No. 

DR. BELSITO:  No?  Okay.  That was just 

the letter, okay.  So it looks like -- oh, it was 

also said that we got a memo from Carol, but I 

couldn't find that attached, with suggested 

changes. 

DR. BERGFELD:  Is it under Halyna's 

thing, page 71? 

DR. LIEBLER:  I think this is under the 

Wave 2 document -- 

DR. BELSITO:  Yeah, I couldn't -- 

DR. LIEBLER:  At the beginning of the 

Wave 2 document.  It's the -- there's a memo from 

Halyna about a personal communication from Dr. 

Marianne Leshky from Schulke to Carol concerning 

the first nine pages of the 90-day oral study on 

ethylhexylglycerin and whether they could be made 

public and could be cited in the report. 

DR. SNYDER:  Yeah, she's specifically 

asking for NOAEL determinations from that 13-week 

study. 



DR. BELSITO:  Right, but I thought -- I 

didn't print that out because I just made a note 

on my sheets that in the cover stating what we're 

going to receive in the Wave, it said that there 

was a note from Carol attached regarding 

suggested changes to the document, and I could not 

find that in my Wave.  And maybe, again, I'm -- 

DR. SNYDER:  I have no notation of that. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  I think the change might 

just be to cite that -- 

DR. BELSITO:  That we're able to cite -- 

DR. LIEBLER:  The 9 page -- 

DR. BELSITO:  Right, okay. 

DR. LIEBLER:  Yeah, because that 

matches up to a spot in the report that I had a 

question about, which was -- hang on -- it's on 

report page 8, Panel Book 51, last paragraph 

before "battle alcohol." 

DR. BELSITO:  Uh-huh. 

DR. LIEBLER:  That paragraph that says, 

"The sources of the test protocol results," blah, 

blah, blah, and then there's a curious-looking 

citation.  The primary reference is "Longobardi 



notified chemical."  I didn't understand what 

that meant until I saw the Wave 2 correspondence.  

But that's the citation. 

MR. JOHNSON:  Right. 

DR. LIEBLER:  So I assume that's the 

change that Carol was referring to. 

DR. ANSELL:  Yeah, I'm not sure what 

specific one, but what Carol's comments are was 

that it's not a LOAEL, it's a NOAEL and that the 

full study Schulke has now agreed to make public, 

which presented a problem as it relates to the 

rules of data sharing under REACH which is where 

NICNAS, which is where it was submitted.. 

DR. LIEBLER:  So that paragraph can just 

be rewritten to clarify the citation, clarify 

that it's a NOAEL, not a LOAEL. 

MR. JOHNSON:  That's right.  Actually, 

the LOAEL and NOAEL conclusions are included, but 

she particularly wanted it to be known that the 

NOAEL is the conclusion that was in the summary 

that was initially provided by Schulke.  And it 

is the conclusion in the original report, and we 

have the first 10 pages of that here.  So she 

wanted to make sure that that conclusion is 



associated with the primary reference. 

DR. LIEBLER:  Okay. 

DR. BELSITO:  Okay, so that paragraph 

that we've been talking about on 

ethylhexylglycerin that appears right above 

butyl alcohol is going to be changed.  Is that -- 

MR. BOYER:  Actually, I think what she 

suggested is to delete that entire paragraph and 

to rewrite some of the sentences that occur in the 

paragraph -- at the end of the paragraph just 

preceding it. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  I think what she's saying 

now is that now she has the primary reference.  So 

we can take that paragraph out. 

DR. BELSITO:  So a portion of the next 

to the last paragraph on ethylhexylglycerin and 

that entire last paragraph will be rewritten? 

DR. LIEBLER:  Well, the last 

paragraph's no longer necessary because the last 

paragraph basically explains where the data 

appeared to come from, but a primary reference 

couldn't be obtained. 

DR. BELSITO:  So it's the paragraph 



starting, "In males of all dose groups and 

high-dose females," that will be further adjusted 

to reflect that it's a NOAEL, not a LOAEL, et 

cetera, et cetera. 

DR. SNYDER:  No, we now have the NOAEL 

based on the primary reference so that "In males 

of all dose groups" -- at least from what I'm 

understanding from what Wilbur said -- is that 

that last two sentences beginning with, 

"According to the National Industry of 

Chemicals," will be deleted and replaced with the 

primary reference summary. 

MR. JOHNSON:  No, it won't be deleted.  

Both the NOAEL and LOAEL conclusions will remain.  

But it's just that we now know that the NOAEL 

conclusion is associated with the primary 

reference. 

DR. BELSITO:  But that sentence, Wilbur, 

says it was not possible to establish a NOAEL or 

LOAEL.  Now it is possible. 

MR. JOHNSON:  Well, that was one group's 

conclusion.  NICNAS concluded -- 

DR. BELSITO:  I understand, but what 

we're saying is those sentences are going to have 



to be changed -- 

MR. JOHNSON:  Right, yes. 

DR. BELSITO:  -- in fact, in content 

because we now have a NOAEL and a LOAEL, and we 

have a primary reference. 

MR. JOHNSON:  Right. 

DR. BELSITO:  Okay, I mean that's 

editorial, but I think when we see -- well, this 

is the final, right? 

DR. ANDERSEN:  Right. 

DR. BELSITO:  So we don't know what that 

language -- how that language is going to read? 

DR. ANDERSEN:  I think it's pretty much 

just as you said.  The primary reference with the 

data concluded that there was a NOAEL at 50. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  NICNAS in reviewing the 

available data vacillated and said you can't 

discriminate between a NOAEL and a LOAEL, and 

that's also a true statement.  But having the 

primary data source that says this is a NOAEL 

unequivocally can be stated now. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  I mean we knew it before.  



It just had confidential stamped on it. 

DR. BELSITO:  Right, okay. 

DR. LIEBLER:  So then the only change 

is to just insert the correct primary reference 

at the end of that second-to-last paragraph. 

DR. ANDERSEN:  Yes. 

DR. BELSITO:  And 50 milligrams per 

kilogram is a NOAEL, not a LOAEL. 

DR. ANDERSEN:  Yes, according to the 

study authors, it's a NOAEL. 

DR. BELSITO:  Okay, so safe in the 

present practice of use and concentration.  Any 

other comments? 

DR. SNYDER:  I did have a comment on page 

15 -- 

DR. BELSITO:  Page 15 of the document? 

DR. SNYDER:  In the discussion, page 15, 

page 58 of the Panel Book.  So again, the 

inhalation, we're going to have to review that? 

DR. BELSITO:  Right, the boilerplate, 

which we're getting to next.  Okay, anything else 

on alkyl glyceryl ethers? 

Okay, the inhalation boilerplate, what 

we've been waiting for all day.  I actually 



thought that this was very well written.  I'm not 

a respiratory toxicologist, but I was quite 

pleased with it.  And we did get a few comments 

from the CIR Science and Support Committee, 

including one that looks like sample calculations 

from various types of hairsprays and how much 

exposure there would be in what would be left at 

various time points and just some comments on the 

revision that they saw.  I'd be fine either way.  

Again, respiratory is not my area of expertise, 

so I'll cede to my fellow teammates on how these 

boilerplates should be worded and if everything's 

been captured. 

DR. LIEBLER:  I really liked the 

document as written.  I thought it was excellent.  

Maybe I missed something, but where are the 

specific changes that we're suggesting? 

DR. BELSITO:  They were handed out this 

morning. 

DR. LIEBLER:  Oh, maybe that's why I 

didn't see it. 

DR. BELSITO:  There are two documents, 

comments on the aerosol draft revision and then 

sample exposure calculations. 



DR. BERGFELD:  Now it was my 

understanding that this is sort of the standing 

document from which we will draw our boilerplates 

and adjust them to whatever we're looking at in 

the respiratory portion. 

DR. BELSITO:  Well, I would actually 

like to see it on the website -- 

DR. BERGFELD:  Website, right. 

DR. BELSITO:  Just like the hair dye 

epidemiology. 

DR. BERGFELD:  Right. 

DR. ANDERSEN:  That was my game plan. 

DR. BERGFELD:  But the statement when 

you reference to it would be what?  It has to be 

shorter. 

DR. BELSITO:  Well, it would be -- 

DR. BERGFELD:  You must have a summary 

paragraph. 

DR. BELSITO:  There were various 

options that were available depending upon -- 

DR. BERGFELD:  What we had. 

DR. BELSITO:  -- the circumstances, 

what are the chemicals we're dealing with.  And 

then, of course, always the option that if 



something was very unique, we might even have to 

come up with another boilerplate that would be 

added.  But there were actually several different 

boilerplates that were put -- when we don't 

request inhalation toxicity data, when we request 

it but don't get it, when there actually is 

inhalation toxicity. 

DR. BERGFELD:  Page 52, right? 

DR. BELSITO:  Right.  So I think that 

these -- we would choose which of the boilerplates 

was appropriate for the specific family we are 

looking at with the idea that maybe somewhere out 

there there's a family that doesn't fit into any 

of these, and we'd have to create a new category. 

DR. BERGFELD:  So the intent -- just for 

clarification -- the intent would be to use this 

as a standing document, which we look at every 

whatever interval to update, like the hair dyes -- 

DR. BELSITO:  Well, the part -- right. 

DR. BERGFELD:  -- and then to remove 

from it the various sections that are needed for 

that particular ingredient we're reviewing. 

DR. BELSITO:  I think the background 

would be on the website and wouldn't be repeated.  



So what starts on -- and please correct me if I'm 

wrong, Alan -- but what starts on page 53 as to 

the background of how we reach these boilerplates, 

that would not be repeated in a document.  That 

would be on the website and people would be 

referred to the website just as they're referred 

to the website for the hard data on hair dye 

epidemiology.  What would be in the report would 

be one of the three selected cosmetic use section 

options and one of the three selected discussion 

options.  And the background would not be in each 

and every report; that would simply be on the 

website. 

DR. BERGFELD:  But then -- I want to 

clarify this again -- so then if you didn't put 

these various options on Panel Book 52 and 53, 

then you would move those to a policy book on 

boilerplates, or would they be included both 

places?  I mean obviously these will be the 

current boilerplates, these options, these three 

options. 

DR. BELSITO:  Right. 

DR. BERGFELD:  And what you're saying 

is that you want to handle aerosols like we did 



the hair dyes, have a place on the website for 

whoever wants to look at it.  But we need to make 

sure that if we don't include these options that 

they occur in the boilerplate -- I'm not sure what 

you're calling it, but Policy Book.  Is that a 

Policy Book or Administrative -- 

DR. ANDERSEN:  Precedence. 

DR. BERGFELD:  Precedence Book. 

DR. BELSITO:  So I guess the question 

is what would appear on the website, just the 

background or would the boilerplate options be 

there as well? 

DR. ANDERSEN:  We haven't had that 

discussion yet.  I would lean towards giving the 

public everything. 

DR. BERGFELD:  I would, too. 

DR. ANDERSEN:  I don't see why they 

couldn't read the whole thing. 

DR. BERGFELD:  I would lean towards 

having someone look over it as 60 days. 

DR. ANDERSEN:  But certainly the 

background is the part that it makes no sense to 

repeat in safety assessment after safety 

assessment.  So for every hair dye safety 



assessment, we reference our shorthand for the 

hair dye epidemiology position established by the 

Panel.  And we cite the website so if anybody wants 

to read the whole nine yards, they can go to the 

website and read it all.  We would take the same 

approach here.  We would -- it's less clean 

because it isn't one approach.  It's several, but 

they all should reference the background.  And 

that's what's -- 

DR. BELSITO:  And they do. 

DR. ANDERSEN:  -- equivalent to how 

we've handled hair dye epidemiology. 

DR. BELSITO:  Uh-huh. 

DR. KLAASSEN:  And you'd put these three 

after the background, not in front of the 

background the way we have it now. 

DR. ANDERSEN:  It could easily be done. 

DR. BELSITO:  Yeah, it would make more 

sense. 

DR. BERGFELD:  Did we go and have a 

public review of our hair epidemiology statement 

prior to putting it on the website?  Did it -- was 

it ever sort of publicized? 

DR. ANDERSEN:  Yes, initially it was.  



As we've tweaked it going along, we've not done 

that.  But we've just been tweaking it as opposed 

to making a wholesale change.  The minutes of each 

meeting -- for example, after the presentation in 

June of the latest hair dye epidemiology, the 

minutes of the meeting said, "We heard about all 

of the recent studies and the Panel reaffirmed its 

position," yadda, yadda, yadda.  That offers any 

interested party the opportunity to say, say what?  

But we've gotten nothing back.  So there is at 

least an opportunity for input, but we've not 

formally solicited input each time we make a 

change in the hair dye epidemiology material on 

the website. 

DR. KLAASSEN:  Okay, on these suggested 

discussions, there's a word here I'd like to 

change, but I think it's significant.  Like on 

this -- in the middle of the page where it says 

"level" -- 

DR. BELSITO:  Which discussion point? 

DR. KLAASSEN:  The one right in the 

middle of the page. 

DR. BELSITO:  Under "Tentative reports 

for which the expert Panel has not requested" -- 



DR. KLAASSEN:  Yeah, third line from the 

bottom where we have the word "level."  I'd rather 

have the word "amount." 

DR. ANDERSEN:  Gotcha. 

DR. BELSITO:  Oh, it's the fourth line 

up, "aerosols would not be respirable to any 

appreciable amount." 

DR. KLAASSEN:  Right. 

DR. BELSITO:  Okay. 

DR. KLAASSEN:  And it's in both of these 

paragraphs. 

DR. ANDERSEN:  Yeah, so lose "level" and 

put in "amount." 

DR. SNYDER:  I had a couple of comments.  

One is I think -- one thing that's kind of I think 

confusing and why I kind of agree with Wilma maybe 

having somebody outside the box review this 

terminology that we use because when we talk about 

inhaled, we're talking about limited only to the 

level of nasal pharynx.  And when we talk about 

respirable, we're talking all the way down into 

the lungs.  But then when we throw in -- sometimes 

we're using inhalation.  When you do inhalation 

studies, you're basically evaluating safety at 



all levels of the respiratory tract.  So I think 

there's a blurring in the document.  It's not real 

clear of when we're talking about inhaled versus 

respirable.  I think we need to be very, very 

careful there in that regard. 

And then I would like to propose 

using -- instead of saying "inhalation toxicity" 

or "inhalation exposure," that we use the term 

"potential for incidental exposure" because this 

really is an incidental exposure; it's not an 

intended target or an intended consequence of the 

ingredients, an incidental exposure.  And so I 

think we should emphasize the incidental aspect 

of that. 

MR. BOYER:  So just add the word 

"incidental." 

DR. SNYDER:  Yeah, yeah. 

MR. BOYER:  Incidental inhalation. 

DR. SNYDER:  Yeah because that's really 

what it is because it's not a -- lungs or the 

respiratory system is not an intended target for 

that cosmetic product or ingredient.  It's an 

incidental exposure, emphasizing that. 

MR. BOYER:  We did also, to your other 



point, we did try to make it clear the 

distinctions between inhalation and 

respirable -- inhalable versus respirable -- and, 

in fact, respirable particles are inhalable.  So 

we're basically covering the entire respiratory 

tract with inhalable.  And if you have some 

specific suggestions as to -- 

DR. SNYDER:  I've tagged some in my book.  

And then on the background, the first paragraph 

on the background -- 

DR. BELSITO:  If I could just interrupt.  

In that regard then wouldn't you want to 

incorporate these exposure calculations? 

DR. SNYDER:  Yes, I think it would be 

useful.  

DR. BELSITO:  I said, with that in mind, 

consider including the sample exposure 

calculations that were received from PCPC. 

MR. BOYER:  So that would go toward 

building an argument that exposure, in fact, 

tends to be very small, will be very small, and 

will not be of concern depending on other factors. 

DR. SNYDER:  Correct. 

DR. ANDERSEN:  I'm a little bit 



concerned with taking the monkey back on us.  If 

the reported use is in a category that we know is 

a spray, then I have absolutely no trouble with 

the very straightforward recommendations from 

the Council.  I'm just having a hard time going 

through all of that effort, and I don't know 

whether it's used in a spray or not.  It's just 

in a category that includes sprays, but I don't 

know whether it's used in a spray.  We're not 

getting always that data.  In some cases we have 

them.  And if we have the data that says it's in 

an aerosol deodorant, then this is a wonderful 

addition to that particular safety assessment.  

And the existence of the ability to make these 

calculations probably has to go in this master 

document someplace so that the public sees what 

this is like.  But I can't see putting it in a 

safety assessment if I don't know that it's used 

in that product. 

DR. BELSITO:  I'm not talking about 

putting these in the safety assessment.  I'm 

talking about putting it in the aerosol 

background. 

DR. ANDERSEN:  Either way the question 



is of what utility is it, if you don't know that 

it's true? 

DR. BELSITO:  Because I think that if 

all we know is it may be used in a product that 

could be aerosolized, and we don't know whether 

that product would be a pump or a spray, my 

approach would be to take the worse-case 

scenario -- i.e., that it's used in a spray -- and 

we'll have the smallest droplet size.  I mean I 

think the -- 

DR. ANDERSEN:  So if it were, this is 

what you get, and it's really small. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  Okay. 

DR. BELSITO:  And if we don't know, we 

assume that it is, and we still get a very 

small -- I think this is -- because we're not going 

to get that information.  We went out and said yes, 

when you tell us it's used in a product where there 

could be incidental inhalation, we want to know 

is it a pump or is it a spray.  Right.  We're not 

going to get it, I mean let's fess up.  So I think 

from my standpoint, I'm just going to assume it's 

a spray, worst-case scenario. 



DR. ANDERSEN:  And then these 

calculations put some boundaries on well, how bad 

could it be. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  Okay. 

DR. SNYDER:  I have a question for Curt.  

On the first sentence of the background -- or 

actually the first two sentences -- shouldn't it 

really state, "Inhalation toxicity is an 

important consideration," not safety; and, 

"Inhalation toxicity of ingredients such as 

products," not inhalation safety?  Shouldn't that 

be the other way around? 

DR. KLAASSEN:  I think so. 

DR. ANSELL:  Yeah, we have the same 

comment.  The Panel requested safety data to 

evaluate the endpoint.  They're requesting 

inhalation data because otherwise it contradicts 

the next sentence, which says "in the absence of 

inhalation data, the Panel will consider other 

data that may be pertinent."  So we agree that 

other pertinent data can address the safety even 

if you don't have inhalation. 

DR. BERGFELD:  What will happen to this 



particular document?  Tomorrow we'll discuss it 

as a Panel and make recommendations?  But are 

there some automatic things that will happen? 

DR. ANDERSEN:  I think several things 

have to happen.  To the extent that this is a model 

for boilerplate language that gets used in 

individual reports, it has to have that impact.  

We've made some tweaks to add the concept of 

incidental, changed "level" to "amount," but not 

much else.  We had almost a reverse argument from 

what was just made between Paul and Curt.  Curt 

earlier reacted to the use of the word 

"safety" -- maybe it's the same point.  "Absence 

of sufficient toxicity data" -- okay, so that does 

work.  Never mind, I withdraw that.  So that's the 

same point both places.  I'm looking back at 

citric acid where it started, so the issue is 

toxicity and always has been. 

Then those boilerplate paragraphs get 

used in the discussion section on the reports for 

which they're applicable.  Now you raised the 

issue, Wilma, that there is an opportunity 

here -- Paul as well -- for letting interested 

parties know that this is going to be posted for 



comment.  Why not?  I mean we've had it in the books, 

so arguably anybody that wanted to make 

comments -- the CIR Science and Support Committee 

certainly did -- but anybody else that wants to 

provide input could do so.  And then we could 

finalize it in either March or June, depending on 

your pleasure. 

DR. SNYDER:  So Dr. Roth has reviewed 

this? 

DR. ANDERSEN:  Yes. 

DR. LIEBLER:  I have a question based 

on the document we received this morning, the memo 

from the Science and Support Committee.  One point 

that they raise is the definition of pulmonary 

overload.  This appears on document page 3, which 

we report page 53, top of the page.  The term 

pulmonary overload, for example, "suggests 

little potential for pulmonary overload or other 

respiratory effects."  That phrase is used twice.  

And I suppose it's not immediately clear to me 

what you mean by pulmonary overload, and is this 

something that needs to be there or could we just 

delete that and just include that as respiratory 

effects? 



MR. BOYER:  Actually, the definition of 

pulmonary overload -- it appears in the 

background discussion, and it's basically the 

result of overloading the alveoli with inert 

particles, insoluble inert particles essentially, 

that can result in respiratory distress.  In fact, 

the standards, the occupational standards, 

are -- for respirable particles -- are based on 

that effect. 

So it's a fairly specific type of effect 

to look at, but that many different substances 

would be capable, would have the potential, of 

causing. 

I think that the comment that the 

Science and Support Committee is making is 

related to another one.  They would like us to 

remove the example language in the boilerplate 

itself, the formula that appears in the blue font 

in the Panel Books.  And I think their comment on 

the use of the term overload on page 3 is simply 

that there's no explanation of what overload is.  

But I didn't put it in there because this was just 

an example. 

DR. LIEBLER:  So you could envision a 



situation perhaps separate from the use of a 

cosmetic product where pulmonary overload might 

happen. 

MR. BOYER:  Absolutely. 

DR. LIEBLER:  Somebody working around 

heavy concentrations of dust or other things like 

that.  I'm not sure if the focus on pulmonary 

overload is really relevant to the scope of what 

we're considering on this Panel, though.. 

MR. BOYER:  Well, it also is relevant 

when you examine the results of animal studies 

because, again, you use -- typically they use 

respirable, large proportions of respirable 

particles in those studies, and that may be the 

only effect that they see.  So it may appear -- if 

you take one of these examples, it may appear in 

our report simply to acknowledge that, in fact, 

the animal studies reported pulmonary overload, 

but not necessarily applicable and probably not 

applicable to anything that anybody would be 

exposed to through cosmetics. 

DR. LIEBLER:  Yeah, I see.  So it's there 

to follow off the animal study where there was 

literally pulmonary overload relative to the 



nature of the animal study, and that in itself 

being really irrelevant to evaluating the effects 

under conditions of use of a cosmetic product. 

MR. BOYER:  Right. 

DR. LIEBLER:  So I get that point, but 

I'm just wondering if that occurs frequently 

enough to merit highlighting that as opposed to 

any other respiratory effects in that sense -- 

MR. BOYER:  It occurs frequently in the 

context -- 

DR. LIEBLER:  -- dealing with animal 

study data, for example. 

MR. BOYER:  I would say it occurs 

frequently.  It's something that is often 

reported. 

DR. ANSELL:  It goes to I think the 

potential as an effect.  It's entirely dose 

related, doses which are irrelevant to cosmetics. 

MR. BOYER:  Irrelevant to cosmetics, 

yes, but maybe relevant to occupational 

exposures. 

DR. ANSELL:  Yeah, typically very 

large -- or the animal data also whopping great 

doses.  So it's the tying it with a respiratory 



effect as if there's irritation or sensitization 

or some type of physiologic effect versus the 

overload, which is directly related to dose, and 

I think is pretty well understood for insoluble 

inert particles. 

MR. BOYER:  Right. 

DR. ANSELL:  So I think that's kind of 

why they were looking to perhaps get it out of 

here. 

MR. BOYER:  Yeah, and I think it 

also -- maybe part of the reason why they would 

like to see these examples go away in this part 

of the boilerplate, these examples. 

DR. KLAASSEN:  I think we have these 

different paragraphs here, but I think this last 

paragraph where we do this explanation on the 

bottom of page 2 and the top of page 3 is probably 

not necessary to put in this.  I mean there's so 

many different -- I mean as you can see, it's 

mainly blue rather than black and, therefore, 

becomes very complicated, I think.  I just wonder 

if this -- I guess I could see just not putting 

this third explanation in there, just kind of 

these first two. 



DR. ANDERSEN:  Where it's turned out to 

be important is internal to CIR.  Not all the 

technical writers have the same background in 

inhalation toxicity and part of writing this is 

to explain that this is complex and that if we're 

going to be dealing with this, we're going to be 

dealing with a number of factors.  Now this 

alternatively could be written "see Ivan," but it 

would be considerably less informative.  So 

it's -- I was looking at this as we understand that 

this is complex.  I think to some extent shifting 

the language to after the background helps 

immensely.  As Ivan went through, the reality is 

when you get the odd inhalation toxicity study 

that is reporting pulmonary overload, now you've 

got to deal with it because that sounds bad.  Well, 

this is a way of -- the background goes into it, 

and the opportunity to put in something that says 

"and you know, that's just not an issue with 

cosmetics" is comforting somehow. 

DR. ANSELL:  Well, could we suggest then 

that that's what the sentence actually would say?  

I mean what it's looking like is pulmonary 

overload is a property of a product and not the 



exposure, so I think what you said is quite 

correct.  I just don't think that this sentence 

says what you just meant to say. 

DR. BELSITO:  But that sentence is all 

in blue, so it's subject to change depending upon 

what the dataset is. 

DR. ANSELL:  To the extent its 

instruction to staff as Alan was suggesting. 

DR. BELSITO:  Right, but I think -- I 

don't know, I liked it.  So here we've got data.  

It's like the silylates.  When we developed all 

that, the granuloma formation because they 

sheared them down to 4 microns and suddenly they 

were respirable, whereas in real life they're 

not. 

DR. ANDERSEN:  They're not. 

DR. BELSITO:  I mean -- so that would 

be something where okay, we have the date and now 

it needs to be based on the data crafted into this 

paragraph, and it's a guide to the writers as to 

how to craft it.  In that case it wasn't pulmonary 

overload.  It was simply making a molecule that 

really wasn't pertinent to the cosmetic molecule. 

DR. ANDERSEN:  So I think the idea that 



we can further tweak this is a given.  But I do 

like the idea of providing guidance, a maximum 

amount of guidance, on how to interpret all of 

this because sooner or later -- and, in fact, we 

already have run into circumstances where the 

data seem to be suggesting pulmonary overload.  

Now what do we do?  Well, relax, that's not the 

end of the world.  That's a particular endpoint 

and here's how it fits into the cosmetics 

milieu -- and, again, especially going back to the 

use of the word "incidental exposure" as opposed 

to an occupational exposure, as opposed to 

purposefully making the particles so small that 

they are actually respirable.  I mean those are 

all different circumstances, but -- so I think it 

adds some explanation in here that will help 

everybody. 

DR. BELSITO:  Well, I -- go ahead, Dan. 

DR. LIEBLER:  I'm sorry.  So basically 

if it's in blue here, that means it might be used 

verbatim by staff in a draft of a report.  And then 

we see it and we decide pulmonary overload doesn't 

fit in this case.  We can take it out, no problem, 

right? 



DR. BELSITO:  Right. 

DR. LIEBLER:  I'm good with that. 

DR. BELSITO:  But I think -- I mean that 

third paragraph obviously needs to be reworked.  

For the purpose of this meeting, we have two 

boilerplates that do need to be worked because we 

have one ingredient where we ask for inhalation 

toxicity and did not receive it.  So we have to 

use boilerplate number one.  And then we have 

several ingredients where we didn't ask, but they 

are potentially respirable, so we need to use 

boilerplate number two.  So I think the real 

question that needs to be finalized at this 

meeting is are we comfortable with Curt's change 

of "level" to "amount" -- with the exception of 

that change, are we comfortable with what those 

first two boilerplates state?  Because that's 

what we said we're going to put into the reports 

of today's meeting. 

DR. BERGFELD:  Like all boilerplates, 

though, as we use them we will hone them -- 

DR. BELSITO:  Right. 

DR. BERGFELD:  -- improve them, but 

right now I think these are great. 



DR. BELSITO:  Right now. 

DR. SNYDER:  I agree.  I think they're 

a good basis to move forward and test.  And so 

we'll see how it works. 

DR. BELSITO:  Okay. 

DR. ANSELL:  I would hope in those small 

modifications that the sentence, "The Panel 

requested safety data," be changed to, "The Panel 

requested inhalation data." 

DR. BELSITO:  Okay, so -- 

DR. ANDERSEN:  I was thinking, Jay, of 

just deleting safety test Panel requested data. 

DR. ANSELL:  And then you'd have to also 

then remove "in the absence of."  I mean we're 

arguing that all this other data is relevant for 

assessing the inhalation safety; that in the 

absence of an inhalation study, other data can 

help us assess the safety.  And so I think that 

was the suggested changes.  "The Panel requested 

inhalation data that may be available to evaluate 

this endpoint directly.  In the absence of such 

data, the Panel will consider other data that may 

be pertinent, including data available," et 

cetera, et cetera.  So I think that the piece is 



great, and we fully support it. 

DR. ANDERSEN:  I hadn't caught that 

nuance. 

DR. BELSITO:  Okay.  So I -- 

DR. ANDERSEN:  So add inhalation back 

in. 

DR. BELSITO:  So for discussion one, for 

the chemical group where we ask for inhalation 

because there was an indication in the MSDS sheet 

that it was there and we did not get it.  Because 

yadda "can be used in products that may be sprayed, 

the Panel discussed the issue of potential 

inhalation toxicity.  It requested inhalation 

data that may be available to evaluate this 

endpoint directly.  In the absence of such data, 

the Panel considered" -- not will 

consider -- "other data that may be pertinent, 

including data available to characterize the 

potential for the ingredient to cause systemic 

toxicity, ocular, and other effects.  The Panel 

noted," yadda, yadda, yadda, to Curt's correction, 

changing "level" to "amount," "coupled with the 

small actual exposure in the breathing zone and 

the concentrations at which the ingredients are 



used.  This information suggested the inhalation 

would not be a significant root exposure that 

might lead to local respiratory or systemic toxic 

effects." 

DR. SNYDER:  "Incidental inhalation." 

DR. BELSITO:  Suggested that incidental 

inhalation? 

DR. SNYDER:  Yes. 

DR. BELSITO:  Everyone happy with that? 

DR. KLAASSEN:  Yes. 

DR. BELSITO:  Okay. 

DR. BERGFELD:  And those corrections 

would be made in the second and third options as 

well, correct? 

DR. BELSITO:  Well, let's go through the 

second option because we're going to use that even 

more than the first option because there was only 

one ingredient we asked for data and didn't get 

it.  So "because these ingredients could be used 

in products that may be sprayed, the Panel 

discussed the issue of potential inhalation 

toxicity -- in the absence of sufficient 

inhalation data" instead of safety data. 

DR. BERGFELD:  Don't you want to say 



"issue of incidental inhalation toxicity?"  Did 

you want to put "incidental" there rather than 

"potential?" 

DR. BELSITO:  Well, I think 

"incidental" went down lower. 

DR. BERGFELD:  Okay, you want to keep 

potential. 

DR. BELSITO:  So, "The absence of 

sufficient inhalation data to evaluate this 

endpoint directly, the Panel considered other 

data that were evaluated to characterize the 

potential for it to cause this toxicity 

evaluated." 

DR. BERGFELD:  So use "potential" 

twice? 

DR. BELSITO:  Well, the -- 

DR. ANDERSEN:  Okay, go ahead, Don. 

DR. BELSITO:  That goes back to my 

comment on the first ingredient or second that we 

reviewed that I didn't like the idea of the 

potential for it to cause toxicities.  I had 

changed that word "available" to "characterize 

the safety" -- I forget exactly what I said. 

DR. BERGFELD:  How about "the Panel 



discussed the issue of incidental inhalation 

exposure" for that second sentence?  Better?  It's 

a little less damning. 

DR. ANDERSEN:  Well, it certainly 

focuses the discussion from the "because they can 

be used in products that may be sprayed" we talked 

about incidental inhalation exposure.  So it 

does -- 

DR. BELSITO:  What I had done for the 

alkyl glucosides, I said, "In the absence of 

sufficient safety data to evaluate this endpoint 

directly, the Panel considered other data that 

were available to characterize the safety of the 

alkyl glucosides, including repeated -- in this 

case, "repeated dose toxicity, ocular, dermal 

irritation and sensitization studies and other 

facts."  I just -- I mean you want to emphasize -- I 

think you want to emphasize other data to 

characterize the safety, other toxicity 

endpoints.  I mean I guess -- 

DR. BERGFELD:  That's a given. 

DR. BELSITO:  But to my ear when I read 

it, it was like, okay, we're looking at other 

toxicity and we're assuming?  So it causes cancer, 



but inhalation is going to be miniscule, so we 

don't care about the fact that it causes cancer.  

I mean what we're looking at are other toxicologic 

endpoints that are negative, i.e., safe. 

DR. LIEBLER:  So it's a very fine point, 

but I think I agree with Don on this.  I think the 

process that we're going through is when we don't 

have the information on potential incidental 

inhalation toxicity, we're looking at other data 

to provide us reassurance of safety.  There 

probably would be some data for toxicity, that's 

not the best way to put it -- 

DR. SNYDER:  We may have other roots of 

exposure that give us tremendous confidence that 

systemic toxicity is not going to be an issue.  It 

doesn't matter whether it comes through the 

respiratory route or the oral route.  And so I 

think that's alleviated -- that dataset helps to 

alleviate any systemic exposure even if it is 

potentially inhaled.  And then we have other 

aspects of whether or not it's respirable and has 

any bearing on causing respiratory toxicity.  So 

I kind of understand what you're saying, but again, 

we're entrenched into this discussion and 



everything, and I'd really like an outside person 

to read it to make sure that it's clear -- what 

we're stating is what we think we're stating. 

DR. BELSITO:  I just -- again, is this 

to characterize the potential for the ingredients 

for toxicity?  Again, I just -- we're trying to 

characterize the safety. 

DR. SNYDER:  I actually like Wilma's 

point because it is inhalation exposure.  That's 

the first sentence -- should be inhalation 

exposure, which could then lead to respiratory 

problems or it could lead to systemic problems.  

So I do like that because it has the root of 

exposure. 

DR. ANSELL:  Right, and then in the 

absence of inhalation data, we rely on all of 

these other data points to assess the safety.. 

DR. ANDERSEN:  So let's just be clear 

then.  Paul, what you're saying is in that very 

first sentence, the Panel discussed the issue of 

potential inhalation exposure as opposed to 

toxicity. 

DR. SNYDER:  Correct. 

DR. BELSITO:  So that would be for both, 



the first and the second. 

DR. SNYDER:  Correct. 

DR. ANDERSEN:  Correct. 

DR. BERGFELD:  We had changed the first 

one to incidental inhalation. 

DR. BELSITO:  No, incidental down at the 

bottom.  We're talking about the second line of 

each.  Instead of saying potential inhalation 

toxicity -- 

DR. BERGFELD:  Yeah, I said that.  I 

wrote down incidental on both, though. 

DR. LIEBLER:  So I like that change. 

DR. BELSITO:  So you think incidental 

should be in both areas? 

DR. BERGFELD:  Yeah.  Well, I think in 

the first two sentences of the first option and 

the second, we're talking about incidental 

inhalation exposure.  I think it's the same. 

DR. BELSITO:  Discuss the issue of 

potential -- 

DR. SNYDER:  No. 

DR. BELSITO:  Incidental?  That seems -- 

DR. KLAASSEN:  Take out the potential 

then. 



DR. ANSELL:  Because potential and 

incidental are the same modifier. 

DR. BELSITO:  Right. 

DR. ANSELL:  So it's one or the other.  

The potential doesn't suggest amount, and 

incidental suggests it's not potential anymore, 

it's actual. 

DR. ANDERSEN:  I think potential has to 

come out, and in both places incidental 

inhalation exposure is the right phrase. 

DR. BELSITO:  Okay. 

MR. BOYER:  I was using the word 

"potential" thinking like a toxicologist.  You 

have dose response.  You have dose makes the 

poison basically.  So you may have a good deal of 

data that shows toxicity, but it's at very high 

doses and that would be something that would enter 

the discussion.  But I understand what you're 

trying to do in terms of looking at it from a 

different perspective. 

DR. SNYDER:  I think in this case we're 

agreeing that there's going to be incidental 

exposure, and it's a matter of how we're going to 

interpret that. 



DR. BELSITO:  Okay.  I mean quite 

honestly I don't know why we need to have a 

different opinion or a different statement when 

we requested data and when we didn't request data 

because in the end, we're making a decision 

without the data.  So I actually like the first 

paragraph for both situations because it says, 

"In the absence of such data, the Panel considered 

other data that may be," in this case I think we 

considered the data that were pertinent, 

"including data available to characterize the 

potential" for whatever the ingredients to cause 

yadda, yadda, yadda.  And then -- so there are two 

conclusions:  One when we requested data and 

didn't get it, or we didn't request data and it's 

used in an inhalation product, and it's the same 

discussion.  I don't see why we need to have two 

different boilerplates. 

DR. LIEBLER:  I agree because in both 

situations, you're dealing with the absence of 

data. 

DR. BELSITO:  Right. 

DR. KLAASSEN:  Right. 

DR. BELSITO:  And just because we asked 



for it doesn't mean -- 

DR. LIEBLER:  It's not a difference 

in -- 

DR. BELSITO:  In many cases we don't ask 

for it because we're going to use the boilerplate.  

I mean the only reason that last go-around we 

asked for it is we had a material safety data sheet 

that said there was some inhalation tox data.  We 

thought we could get it. 

DR. LIEBLER:  So I agree with your 

suggestion of just using the refined first 

paragraph as our boilerplate for both scenarios. 

DR. ANDERSEN:  I'm just thinking ahead 

to the March meeting, and somebody on the Panel 

raises their hand and says I want inhalation tox 

data.  And I'm going to ask why because you aren't 

going to use it.  You've already told me you don't 

care.  And if you're not -- if you're going to back 

off, why ask?  Devil's advocating -- 

DR. BELSITO:  Well, but even that second 

option is we asked, and we're backing off.  So that 

already admits it.  I mean I think that there may 

be a particular issue, for instance, with benzyl 

alcohol where we weren't so much concerned about 



what was -- well, we were concerned about what was 

going on in the alveoli because the studies -- we 

got inhalation studies where there was alveolitis, 

and we couldn't understand it.  And then they 

repeated the study, and we saw it again or saw 

something going on down there.  So there may be 

chemicals where we're not going to back off. 

DR. ANDERSEN:  Yeah, that could be.  I 

think that's going to end up being few and far 

between, but I'll agree it's non-zero.  I think 

then there is a duality, though, of paragraphs 

that get written because whether you want it or 

not, for some ingredients there are going to be 

inhalation toxicity data. 

DR. BELSITO:  And that's the 

second -- well, what now is the third option, when 

we have inhalation data. 

DR. ANDERSEN:  Yeah, and that then, 

either you have it or you don't, are the two 

relevant situations. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  Not this whether you 

asked for it or not. 

DR. BELSITO:  Right. 



DR. ANSELL:  And one would hope, in deed, 

that if there was sufficient data to respond to 

the inhalation without an actual inhalation study, 

that it would be addressed in the same way 

carcinogenicity is without a cancer study or a 

liver toxicity is without any particular study. 

DR. ANDERSEN:  I think I'm getting it. 

DR. BERGFELD:  So what happened? 

DR. BELSITO:  So the second paragraph, 

the second potential discussion point where we 

asked for data and didn't receive it, disappears.  

And we use the first one, "The tentative reports 

for which the expert Panel has requested 

available inhalation toxicity," that's the one we 

use for both.  So the tentative discussion when 

we didn't ask for data, we're not reworking that 

anymore.  We're going to use the same discussion 

when we do not have inhalation data, whether we 

asked for it or not, and that's the one that is 

currently in the book under, "for tentative 

reports for which the expert Panel has requested 

available inhalation toxicity data." 

DR. ANDERSEN:  Okay, the part of that 

first paragraph that says, "The Panel 



requested" -- 

DR. KLAASSEN:  That goes. 

DR. ANDERSEN:  Goes. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  "In the absence of 

inhalation toxicity data, the Panel considered 

other data that may be pertinent," as such has to 

be explained now. 

DR. BELSITO:  Okay. 

DR. KLAASSEN:  Right. 

DR. ANDERSEN:  Do we even need toxicity 

there in the absence of inhalation data? 

DR. BELSITO:  "In the absence of 

inhalation data," right, "the Panel considered 

other data" -- 

DR. ANDERSEN:  "That may be pertinent." 

DR. ANSELL:  What's other pertinent 

data here? 

DR. ANDERSEN:  That would shorten it and 

be to the point, yes. 

DR. BELSITO:  "Other pertinent data" -- 

DR. ANSELL:  Don't need impertinent 

data. 

DR. BELSITO:  "Other pertinent data, 



including data available to characterize the 

potential" -- 

DR. SNYDER:  I think we just quit with 

"other data."  I'm sorry, just quit with "other 

data" because some of the data may be physical 

chemical properties, right? 

DR. BELSITO:  True. 

DR. SNYDER:  Do we need to specify?  How 

about we just leave "data" open- ended? 

DR. BELSITO:  Yeah, like clays and -- 

DR. KLAASSEN:  Gums. 

DR. BELSITO:  Gums. 

DR. ANDERSEN:  I thought the utility of 

mentioning systemic toxicity ocular, dermal, et 

cetera, was that we recognized that that's true, 

but it wouldn't necessarily be immediately 

obvious to the reader that that's true.  So we're 

telling them, we're pretty smart here.  Snyder's 

looked at this all along.  We're just telling you. 

DR. BELSITO:  Well, then shouldn't 

we -- I mean shouldn't that be like a blue?  "In 

the absence of inhalation data, the Panel 

considered other pertinent data, including size, 

lack of systemic toxicity," yadda, yadda, yadda. 



DR. ANDERSEN:  And then tailor it to 

whichever -- 

MR. BOYER:  And that's how it's written 

in that next paragraph. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  So we'll pull that up 

from the bottom paragraph as this depends on 

what's actually in the report. 

DR. KLAASSEN:  Right. 

DR. BERGFELD:  In what scenario then 

would you use "that it cannot be used in 

aerosols," because we have several of those 

conclusions?  It doesn't seem to fit any of these. 

DR. ANDERSEN:  If it's formaldehyde -- 

DR. BERGFELD:  No, I mean you don't 

have -- any of these would fit that.  That's just 

a statement, "should not be used in aerosol 

products." 

DR. BELSITO:  Well, that's where we 

asked for toxicity data and we're actually really 

concerned about lung toxicity and it's a volatile 

substance.  It's used in a spray and could be 

respirable. 

DR. BERGFELD:  No, no, no, I know, but 



it isn't really approached by this because it's 

a flat-out statement.  "It should not be used in 

aerosol products." 

DR. BELSITO:  We wouldn't be using these 

boilerplates.  If we're banning it -- 

DR. BERGFELD:  This is only used when 

we're giving a reason why we're okaying it for 

aerosols. 

DR. BELSITO:  Right, exactly. 

DR. BERGFELD:  So I just don't see that 

other piece. 

DR. SNYDER:  This is the gray zone.  If 

it's safe, it's fine, and if we have inhalation 

data, it's fine.  And if it's not, if it's toxic, 

then clearly we've got to ban it.  But this is for 

the gray zone when we don't have the full dataset 

that -- 

DR. BERGFELD:  This is when we have lack 

of data. 

DR. BELSITO:  We have lack of data and 

lack of concern, that we don't -- 

DR. BERGFELD:  Well, I think it ought 

to be the topic or the title should be that then. 

DR. ANDERSEN:  But we could -- and it 



never occurred to me until you brought it up, 

Wilma -- there's no reason we couldn't add a 

paragraph, maybe it takes two, to explain that 

under some circumstances, i.e., formaldehyde, 

the toxicity to the respiratory tract and were it 

to get to the -- be respirable is sufficient for 

the Panel to say this is unsafe.  So we do have 

the possibility that you can get over that line.  

We've done it.  This is to talk about that other 

area where it's not over the line and we want to 

be able to say something. 

DR. ANSELL:  When we first opened these 

discussions, I mentioned that it's something that 

we're likely to have to work on over a period of 

time.  And I think that's what we're learning now 

is that we felt the report language that says it's 

nonrespirable was not sufficiently accurate, but 

we're going perhaps way over in the other 

direction.  I mean when we look at -- do we have 

a cancer boilerplate?  Do we have a 90-day 

boilerplate?  Do we have a boilerplate that could 

be applicable for any single data point which may 

not be available?  We tend -- as I think Wilma was 

pointing out -- if it's an issue we'll write 



something specific to that.  I think the important 

part that came out of this exercise in my mind is 

not so much the boilerplate, which I think is a 

great piece, but the fact that it isn't a 

significant root in almost all cases.  So we don't 

need to raise it with every single product.  Maybe 

that's where we're struggling.  Is this the 

equivalent to a pesticide boilerplate or is this 

something, a truly unique endpoint that needs to 

be treated differently than all the other 

endpoints we assess? 

DR. BERGFELD:  Can I ask a question?  

Logistically tomorrow, how would you like this 

handled?  Is it going to just have team reports?  

And it will be brought up the next time when all 

these adjustments have been made?  Are we going 

to redo this conversation? 

DR. SNYDER:  Don's got it. 

DR. ANDERSEN:  I think the question is 

which report does the boilerplate appear in first, 

and I'm not sure I know the answer to that.  It 

probably isn't in the anisole final report.  What 

about sodium lauriminodipropionate?  Is anybody 

spraying this crap? 



DR. LIEBLER:  The boilerplate appears 

near the end of the agenda tomorrow. 

DR. BERGFELD:  But in a way it's being 

said that there are ingredients that have 

inhalation studies. 

DR. LIEBLER:  I understand.  So the 

rationale -- 

DR. BELSITO:  So we really should 

probably move the boilerplate up to first because 

that's a whole discussion in and of itself.  And 

once we have that resolved -- 

DR. LIEBLER:  Because that could 

prevent us getting tied in knots during the 

ingredient reviews.  We could resolve it -- 

DR. BERGFELD:  I'll do it.  I would like 

an abbreviated discussion. 

DR. BELSITO:  They usually are.. 

DR. ANDERSEN:  He said that with a 

straight face.  Right now it's assigned to Don.  

There's no reason, Wilma, you can't do it as a 

chair prerogative -- 

DR. BERGFELD:  I just moved it.  I moved 

it. 

DR. ANDERSEN:  Done. 



DR. BELSITO:  Good, I think that's 

critical.  Otherwise we end up with this argument 

mixed in with other arguments about an ingredient.  

We should have this clarified before we move. 

DR. SNYDER:  Are we going to need a 

motion from the floor to amend the agenda? 

DR. BELSITO:  Okay. 

DR. BERGFELD:  I'm taking the 

chairman's prerogative. 

DR. ANDERSEN:  So she who has the gavel 

rules. 

DR. BELSITO:  So from our standpoint, 

we're making one conclusion for whether we have 

or have not asked for respiratory toxicity and did 

not receive it.  We have a conclusion where we do 

have some respiratory tox, and are you serious 

about writing a one- or two-page paragraph when 

we ban it from inhalation or -- 

DR. ANDERSEN:  No, I take Jay's point 

that the target for this piece is the 

acknowledgment that cosmetic sprays, while we're 

not entirely taking the monkey on our back, we're 

acknowledging that this is -- to use that 

wonderful phrase -- incidental inhalation 



exposure, and this is to explain what the heck all 

that means. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  It's not done to the 

extent that these are ever done.  Dr.  Rothe's 

presentation, this background document 

acknowledged, that the powder part of this is 

pretty much on the short side.  And as more of such 

data become available, we will better understand 

and maybe be rewriting that.  And that's going to 

come to a head next year because one of the 

ingredients on our radar screen is talc. 

DR. BELSITO:  Well, that will be fun.  

Okay, so moving along to re-reviews.  The first 

is methyldibromo glutaronitrile.  And in a 

nutshell, several years back the EU banned it from 

leave-on products because they -- 

DR. BERGFELD:  Do you not have to do the 

re-review summaries?  Is that not -- 

DR. BELSITO:  I thought they were 

re-reviews like methyldibromo glutaronitrile. 

DR. BERGFELD:  Any comment on them? 

MS. BURNETT:  You've skipped over 

re-review summaries for glutarol and -- 



DR. BELSITO:  Oh, re-review summaries 

for glutarol.  Sorry. 

SPEAKER:  And resorcinol. 

DR. BELSITO:  And resorcinol.  Yeah, I 

didn't think -- they were fine. 

DR. SNYDER:  I agree. 

DR. LIEBLER:  Ditto. 

DR. BELSITO:  Okay.  Sorry about that.  

They were excellent.  So the re- reviews, 

methyldibromo glutaronitrile.  So several years 

back, the EU banned it from leave- ons because of 

a high incidence of sensitization.  And then 

subsequently, when they didn't see the rate of 

sensitization in dermatitis patients undergoing 

patch testing -- I must say not in the general 

population -- they then moved to just ban it 

completely from cosmetics.  And I guess 

rightfully so, whoever did the review here chose 

just to give us a flavor of what's been reported 

since we looked at it.  But I'm actually quite 

wounded that they left out an article that I 

published last year about patch testing with 

methyldibromo glutaronitrile in the localized 

population in the United States with a conclusion 



that owing to the number of irritant reactions 

observed, we suspect that many reactions to 

methyldibromo glutaronitrile are falsely 

positive, underscoring the importance of careful 

interpretation of reactions less than or equal to 

1+. 

DR. BERGFELD:  And your n was what? 

DR. BELSITO:  What? 

DR. BERGFELD:  What was your n number?  

What was your study number? 

DR. BELSITO:  My n was -- well, we looked 

at 1,753 patients that were tested with various 

concentrations of methyldibromo glutaronitrile, 

and I think about 4 percent had some type of 

positive reaction.  You can have this copy, but 

my point is I don't think we need to reopen it 

because if we ban this then we're banning 

quaternium-15, which has a 10 percent incidence 

which is why I wanted that opened.  We're banning 

diazolidinyl urea.  We're banning a whole bunch 

of other things.  So this is an argument that at 

least some of those numbers are exaggerated.  And 

I know that it's self-serving, but it should be 

put into the book. 



MS. BURNETT:  I didn't intend to slight 

you, Dr. Belsito.  It's just that I do have a 

mountain of studies that I wasn't able to 

incorporate because of time. 

DR. BELSITO:  I understand. 

DR. ANDERSEN:  Note to self:  Search 

Panel names first. 

DR. BELSITO:  No, and if I were just one 

of the many case reports, I wouldn't mind.  But 

this is the argument we use not to reopen.  First 

of all, we have a lower incidence of sensitization.  

It's been pointed out that a lot of what are 

reported as positive patch tests may, in fact, be 

irritant. 

DR. ANDERSEN:  Okay. 

DR. BELSITO:  Other comments? 

DR. LIEBLER:  Just so I can understand, 

you're making this based on sensitization as 

opposed to irritation or any other effect. 

DR. BELSITO:  No, the Europeans -- I 

mean what I think what we have to do is -- in the 

EU, this chemical has been banned from cosmetics. 

DR. LIEBLER:  Right. 

DR. BELSITO:  And it was banned in the 



EU because of the perceived incidence of 

sensitization in patch-test patient populations.  

There's never been a study of the general 

population that has looked at this.  This is a 

chemical -- when you're patch-testing, you're 

oftentimes working at a level close to irritation 

because you want to elicit the allergy with a 

small amount.  And this is a chemical that is just 

notorious for causing irritation under 

patch-test conditions; so much so that if you were 

to come to a North American Group meeting, a lot 

of people don't even record -- although 

theoretically we're supposed to record an 

irritant reaction -- we are so used to seeing 

macular erythema under methyldibromo 

glutaronitrile, that people don't even bother to 

squirt.  So at the patch-test concentrations that 

are used, it's causing irritation.  And although 

I think my European colleagues are excellent 

dermatologists, I think a lot of what they have 

reported as either, they have a different 

genetics to their population, possible; 

different use concentrations, although they put 

the same restriction on limits as we did; more 



uses at one point before they banned it.  I mean, 

there's some reason. 

DR. LIEBLER:  Okay, because I had 

suggested we reopen this, but my interpretation 

was here's a compound that's being used, that has 

increasing uses, banned by the Europeans, and 

there's a large and growing literature on 

incidence of adverse skin reactions.  And I wasn't 

distinguishing between irritation and 

sensitization.  And then now what you're 

describing to me is that a lot of the 

sensitization reports may be false positives 

because of the difficulty of distinguishing those 

endpoints with this chemical. 

DR. BELSITO:  Right. 

DR. LIEBLER:  So that's all stuff that 

I would have appreciated.  But I just wanted to 

make sure that I understood that and that that was 

part of our record here because -- 

DR. BELSITO:  Plus the rate in the 

United States -- since we're only regulating the 

U.S. -- even including the numbers that may have 

been falsely reported as positive in dermatitis 

patients is 4 percent.  And the rate of positive 



reactions to quaternium-15, which is why I wanted 

that one reopened, is 10 percent. 

DR. LIEBLER:  Okay, so I just wanted to 

get that clarified for my benefit and for the 

benefit of other people who will read about this.  

So I defer to your expertise. 

DR. BERGFELD:  I, too, Dan, wanted it 

reopened for those reasons, but with Don's paper 

that negates that. 

DR. SNYDER:  What about the -- 

DR. LIEBLER:  I haven't read the paper 

by the way either. 

DR. SNYDER:  What about the.025 percent 

limit for leave-ons?  What was the basis for that?  

It was not sensitization, but irritation? 

DR. BELSITO:  Irritation.  It's an 

irritant. 

DR. SNYDER:  I just want to make sure 

that we didn't tie it to sensitization. 

DR. BELSITO:  Okay.  So 

we're -- everyone is comfortable with that?  I 

didn't force anyone's hand there? 

Okay, polyvinyl acetate, so the uses 

have jumped as has the concentration, but we have 



the sensitization data in the old report to 

support the safety of 47 percent in mascaras. 

So again, I didn't think we needed to 

reopen this. 

DR. BERGFELD:  Ditto. 

DR. LIEBLER:  I agree. 

DR. SNYDER:  Agree. 

DR. KLAASSEN:  Agree. 

DR. BELSITO:  Okay, anisoles.  So this 

is a final. We had no new data.  We had some 

technical comments from the Council that were 

addressed, and the conclusion is that they are 

safe for use in hair dye formulations.  Were the 

free based to be used in the future, the 

expectation would be that it would be at a similar 

concentration as that of the sulfate salt, and it 

should not be used in cosmetics in which n nitrosa 

compounds are formed.  And I'm comfortable going 

ahead with that.  I guess the question is was there 

anything from Julie's report earlier this morning 

that we need to bring into this report?  And these 

are really not oxidative hair dyes, right?  

They're -- 

MS. BURNETT:  They are. 



DR. BELSITO:  They're coupler. 

MS. BURNETT:  Well, yes, they function 

as couplers. 

DR. BELSITO:  They're couplers so 

really what we were looking at was residual levels 

of the dyes, not the couplers. 

DR. BERGFELD:  I thought the couplers 

were all consumed in the process quickly. 

MS. BURNETT:  I've already cobbled 

together, or actually Dr. Skare helped cobble 

together a little paragraph for the discussion 

section. 

DR. BELSITO:  Okay. 

MS. BURNETT:  There's already -- not 

sure where it was initially, but we can put in a 

little bit of a discussion on reaction products 

in the discussion of what we have.  And I've 

already showed Dr. Marks, and he might actually 

want to change it around a little bit, too. 

"The use of oxidative hair dye 

formulations involves exposure to precursors and 

coupling agents as well as their reaction 

products.  However, the exposure to the 

precursors and the coupling agents is low, and the 



exposure to the reaction products is very low 

relative to that of the precursors and coupling 

agents.  Therefore, the safety assessments of 

oxidative hair dyes are driven by the 

toxicological evaluation of the 

ingredients -- that is, precursors and coupling 

agents -- rather than by the reaction products 

formed during use."  It might be shortened a 

little bit from that. 

DR. BELSITO:  Okay.  Julie, you okay 

with that?  Other comments from the Panel? 

MS. BURNETT:  I will apologize.  I did 

not write the abstract for this in sodium 

lauriminodipropionate, and I'm sorry.  I forgot.  

There was a discussion in the other group to, I 

don't know, avoid maybe anything lengthy tomorrow.  

In the two blue reports that I have that you have 

seen today, neither one of them had summary 

sections.  I don't think they ever had summary 

sections for each individual section.  I think for 

these two reports, I would have been summarizing 

summaries, and we just decided it was redundant.  

The other group felt that maybe because 

eventually they're going to be stripped out 



before they go to the Journal anyway, that perhaps 

they shouldn't be -- cease to be formed period 

because it looks poorly.  It could reflect poorly 

on the Panel that you are reading summary sections 

and not actually reading the whole section.  That 

was the thought in the other group.  So I thought 

I would bring that up here just in case it comes 

up tomorrow. 

DR. BELSITO:  I'm confused because this 

report has a summary. 

MS. BURNETT:  Summary.  

That -- sections. 

DR. LIEBLER:  The little italic pieces 

at the beginning of each subsection of the report. 

MS. BURNETT:  Sorry. 

DR. LIEBLER:  I don't agree with that. 

DR. BERGFELD:  I thought it was mandated 

by the Journal.  That's why they were added in the 

little summary section. 

MS. BURNETT:  As we understand it, the 

journalist from (inaudible) said that they don't 

want them anymore. 

DR. ANDERSEN:  So I would like to tell 

Jim that I appreciate the input and we're going 



to take another look at that, but let's not hold 

anything up at this meeting. 

MS. BURNETT:  I don't think he was 

necessarily going to, but that whole team was in 

consensus that they should be -- 

DR. ANDERSEN:  Out. 

MS. BURNETT:  -- out. 

DR. ANDERSEN:  Well, the good news is 

they're out. 

DR. BELSITO:  Okay.  Anisoles, and 

Christine will read her little paragraph for us 

to discuss tomorrow. 

DR. ANDERSEN:  Don, before we get off 

of this, I think that especially if we put 

something in the discussion that mentions 

precursors, couplers, and reaction products, I'm 

not sure where you find that in the text that 

you're commenting on.  And I'm thinking that maybe 

there is a paragraph that gets added to the text 

that provides minimal -- because I don't want to 

write a tome, but some minimal information from 

this morning's presentation.  Even if it's only 

just one of those figures showing this is what a 

precursor is, there's a reaction kinetics with 



the coupler, reaction kinetics -- just to give a 

picture to the reader, that we have this scheme 

that represents an example of how this all works.  

Then the comment in the discussion has some 

context. 

DR. BELSITO:  So where would you -- 

DR. LIEBLER:  I think you've already 

just about got it, Alan.  On Panel Book page 18, 

the first page of the report, under Chemistry, 

you've got dispatchers. 

DR. ANDERSEN:  Oh, okay. 

DR. LIEBLER:  And in that paragraph it 

even refers to these ingredients act as couplers 

and react with precursors.  With the text under 

the structures, first of all, the font needs to 

be increased size, but you could simply put under 

the -- you know, the paraphenylenediamine, you 

just put parenthesis, precursor. 

DR. KLAASSEN:  Right. 

DR. ANDERSEN:  Okay. 

DR. LIEBLER:  So you've got that, and 

it's right there, I think. 

DR. ANDERSEN:  So Bart's already drawn 

the pretty pictures.  Thank you, Bart.  Julie? 



DR. SKARE:  Excuse me.  Yeah, that's 

great.  I think the reason that that section is 

there, and that in this particular report is that 

there was a published article that Christine 

found that describe that chemistry for that 

reaction (inaudible) form from this ingredient.  

You're not always going to have that, so, I mean, 

if you want to include the chemistry forming a 

particular reaction product with a particular 

precursor, that's not always going to be 

something the technical writers are going to be 

able to do. 

DR. LIEBLER:  So what's the dilemma 

then? 

DR. SKARE:  Well, I'm saying that 

this -- that paragraph you're seeing there isn't 

in most previous reports and that level of detail 

of defining a structure for a reaction product is 

not going to necessarily be possible from a 

published -- 

DR. BELSITO:  So at some point, we're 

going to have to come up with a boilerplate type 

of statement in the chemistry section. 

DR. LIEBLER:  Another boilerplate? 



DR. BELSITO:  Yes, that basically 

introduces what we're about to input into the 

conclusion of this document.  There will be a 

nebulous-like boilerplate talking about -- that 

when X, Y, and Z were looked at, and then the 

intermediates were looked at and excretion was 

looked at, it's really the precursors and it's not 

the intermediates that are around, and then the 

finished dye product sitting in the hair trapped. 

DR. BERFELD:  I would like to suggest 

that we develop a document based on Julie's 

presentation that goes into the website as a 

document to be referenced.  And instead of calling 

it "Hair Epidemiology," you might want to call it 

"Coloring" and do a descriptor of hair dyes' 

chemistries. 

DR. LIEBLER:  Hair dye chemistry. 

DR. ANDERSEN:  Is this usurping 

something that you're intending to do with that 

package? 

DR. SKARE:  No, what I said to the other 

sub team -- they asked about whether it was going 

to be published and I can't give any information 

on that because it's an industry consortium piece 



of work.  It's jointly owned.  The purpose of the 

work was to submit it to the SCCS, which has been 

done.  And they have an opinion -- I mean, you can 

cite that opinion. 

That would be the way to cite something 

now that a reader could go and read more about.  

But that's the status right now.  There's no plan 

to do anything further with the information that 

I shared with you. 

DR. BELSITO:  And what did the SCCS NP 

say? 

DR. SKARE:  The SCCS's opinion 

basically said that the information provided 

didn't suggest that there was a safety concern 

related to genotoxicity and carcinogenicity.  

They did comment that we'd studied relatively few 

of them in gene-tox testing, but then they 

acknowledged that because of the ban on animal 

testing in the EU, it's not possible to do the in 

vivo gene-tox testing anymore.  That's basically 

how they left it. 

DR. BELSITO:  And is Germany going to 

allow paraphenylenediamine now?  Didn't 

Germany -- 



DR. SKARE:  You can market products with 

paraphenylenediamine. 

DR. BELSITO:  I thought Germany had 

banned it? 

DR. SKARE:  Yeah.  We discussed this 

last time.  There are certain countries where it 

was not historically being used, but right now 

there's not technical ban in place on PPD in any 

of the European countries. 

DR. BELSITO:  Okay.  So then for this 

particular document, we'll hear Christina's 

paragraph that will be added to the discussion.  

And at some point, we will be looking at writing 

a sort of common ground hair dye chemistry section 

when we don't have the specifics of the reaction 

for the hair dyes as we have in this report. 

DR. LIEBLER:  I'm not sure where you'd 

put that.  So under chemistry for any ingredient, 

you're going to have whatever is known about the 

chemistry and if it's part of an oxidative hair 

dye, there may be -- if it's part of an oxidative 

hair dye there will be -- the chemistry of the 

color formation will be known, correct? 

DR. SKARE:  It will be known by the 



industry that markets the products.  There won't 

necessarily be a publication or a citation that 

could be put into the report. 

DR. LIEBLER:  Well, that might be 

information we would request then. 

DR. BELSITO:  But might not get.. 

DR. SKARE:  Well, I guess I would 

question why you would need that level of detail 

if your overall approach here is going to be to 

focus on the ingredient safety rather than the 

safety of the reaction product? 

DR. LIEBLER:  Okay.  So when I'm talking 

about the chemistry, I'm talking about the 

ingredients.  So the reaction product is a 

proprietary mystery then? 

DR. SKARE:  No.  No, it's not a 

proprietary mystery, it's just not -- it's not an 

ingredient in the product, so it's not 

necessarily, you know -- it's not something that 

will be out in publicly available information. 

DR. LIEBLER:  But the logic here is, if 

I understood your presentation this morning, the 

logic here is, we're evaluating the ingredients, 

and even though they form a product, the evidence 



that you presented this morning suggests that the 

product doesn't penetrate significantly, it 

doesn't achieve much bioavailability, you know, 

in the cases you presented this morning.  I think 

that's reasonable.  I'm not sure I want to, you 

know, accept that point of view forever and ever 

with all future hair dye chemistries.  And I don't 

necessarily think we should foreclose our options 

to have information about the product of the 

reaction because I do think that the product of 

the reaction could be relevant to safety 

assessment. 

DR. BELSITO:  So the final product, not 

the intermediates? 

DR. SNYDER:  The reaction product. 

DR. LIEBLER:  Right.  I mean, this is 

not something that needs to hold this report back, 

so we can move on.  But I'm not sure I fully accept 

the logic that we've made a decision to not 

consider the product of the reactions as relevant 

to our consideration of the safety of hair dyes 

in the future. 

DR. BELSITO:  Okay.  So let me make sure 

that I understand what you're saying.  So, you 



agree that we don't need to worry about the 

reactive intermediaries because they disappear. 

DR. LIEBLER:  Right. 

DR. BELSITO:  But we need safety on 

what's put in, the precursors, and the final end 

product that gives the color to the hair. 

DR. LIEBLER:  No, I'm not saying that 

we have to have a study done of the product.  In 

other words -- 

DR. BELSITO:  We have to know what it 

is. 

DR. LIEBLER:  We have to know what it 

is, so at least we -- right, exactly.  That's not 

saying that we need to make the product, give it 

to mice, give it to rats, give it to -- you know, 

do Ames assays on it and all that stuff.  I'm not 

saying that.  But I'm just saying that it can't 

be but its black box. 

DR. BELSITO:  Well -- but sometimes, Dan, 

it may be a black box, but then we have a two-year 

study on mice that had their skin exposed to 

whatever that black box was, and they're fine. 

DR. LIEBLER:  If we had that, fine.  We 

could put it in.  But mostly we're going to have 



studies of -- we'd more likely have studies of the 

preparation that you use to do the hair dye 

coloring. 

DR. BELSITO:  Right.  That's what we've 

got. 

DR. SNYDER:  But we saw lots of data were 

the exposures were negligible or undetectable, 

right?  I mean -- 

DR. ANDERSEN:  Yeah.  I think, though, 

the glimmer that I'm getting from Dan, is that he 

wants the opportunity to understand the structure 

of that reaction product in the off chance that's 

one of those, oh, shit, structures.  This has a 

moiety on it that in another circumstance I saw 

and it's scary. 

If you don't know what that is, or have 

a clue about that reaction product, you don't have 

that opportunity to react that way. 

DR. LIEBLER:  Fair enough. 

DR. KLAASSEN:  And I think, you know, 

just like on this one, we have their purported dye, 

quote.  Won't the chemists most often be able to 

predict what the dye is? 

DR. HELDRETH:  Purported, predicted, 



what's different there? 

DR. KLAASSEN:  Yeah. 

DR. SKARE:  I think in principle, you're 

absolutely right.  The example that's shown in 

this draft report is for the reaction of the hair 

dye you're reviewing, with one particular 

precursor, okay.  There are literally going to be 

hundreds of possibilities here. 

So, that's where this whole question 

becomes very difficult, and why we spent 

five-years plus in the EU trying to study the most 

reasonable combinations and all of those things 

that I described this morning.  So, you know, I 

fully agree with you that in theory, one would 

like to look at all these structures and make an 

informed decision. 

DR. BELSITO:  That's a good point. 

DR. SKARE:  I just think there is some 

practicalities here. 

DR. BELSITO:  Yeah.  Because even 

paraphenylenediamine, you mix it with different 

couplers, and you're -- 

DR. LIEBLER:  Right. 

DR. BELSITO:  -- and you're going to get 



different endpoints. 

DR. HELDRETH:  But there is going to be 

a standard coupling cite on the molecule, which 

we've described here in the purported dye.  You 

can see that black double bond.  We should at least 

be able to see that when we're talking about a 

coupler or a precursor, knowing where that thing 

is going to bond to, other potential mates that 

make the ended dye, I would think. 

Even if we can't look at every possible 

precursor or a coupler that would go with that one 

in a reasonable amount of time. 

DR. SNYDER:  But again, the 

preponderance of data suggested that the exposure 

levels to the reaction product was below 

detectable limits or very, very low.  Correct? 

DR. SKARE:  Yes. 

DR. BELSITO:  Right.  And then residual 

skin.  So what you're going to have left in that 

final product is going to be in dead tissue.  It's 

going to be inside the hair. 

DR. SKARE:  Yes.  That's where the 

majority of the reaction product formed was found 

in these studies that I showed you this morning.. 



DR. BELSITO:  All right.  So it's from 

a toxicologic endpoint.  You're not going to have 

to product itself sitting around to do any damage 

for any length of time. 

DR. SNYDER:  Yeah. 

DR. BELSITO:  I mean, it's like when a 

woman reacts to -- or a guy, because they dye their 

hair, too -- when they react to PPD in the dying 

process, it's an acute reaction that happens.  And 

then, even though their hair stays black after 

they get over the acute reaction and whatever that 

final product is in their hair, they're not having 

skin issues. 

DR. LIEBLER:  Okay.  So I think I've 

derailed this and maybe I'm not -- I haven't been 

clear in my own mind about what I'm asking for.  

This started when we were trying to figure out 

what belongs in the chemistry section.  Right?  So 

I felt obligated to say something, and obviously 

that did not help.  But what we had here was -- the 

original question was, oh, can we represent the 

chemistry that was described in Julie's 

presentation this morning. 

And I said, gosh, we've sort of got it 



here.  And then somehow I think we slid 

off -- maybe I slid off a cliff.  So, if we could 

just abbreviate the discussion where I said, I 

think we've got it here, with a little additional 

notation, I'm fine and I'll just do a -- was it 

Emily Latella?  Right, never mind. 

DR. BELSITO:  Okay.  Anything else? 

DR. ANDERSEN:  Next. 

DR. BELSITO:  Okay.  Sodium 

lauriaminodipropionate, okay.  So back in 

September, we didn't have use concentrations but 

we knew we were going to get them.  But we went 

insufficient for use concentrations, and now we 

have use concentrations, so it's sufficient. 

So, I believe that Alan feels that it's 

just an editorial change for us to issue the final 

report, that these ingredients are safe as 

cosmetic ingredients in the present practice of 

use in concentration.  And were the acid and 

disodium salt abused in the future, the 

expectations that they would be used at 

concentrations similar to the monosodium salt. 

I just thought, yeah, I'm fine with the 

conclusion but my one point is, in the discussion 



section, since we said there was the potential for 

the lauramino impurity to be present, I would add 

that that wasn't of concern because of the low 

concentration of use and they're used only in 

rinse-off products.  So, otherwise that was 

great. 

DR. SNYDER:  I have two comments.  One 

was based on -- under the introduction, and then 

also again in the discussion, in the introduction 

on the last paragraph, whenever we reaffirmed the 

conclusion is insufficient, I think we should 

give why, because there's no indication in this 

report here why that sodium laurapropionate was 

insufficient.  But yet we think what was important, 

we mention it in the intro and in the discussion 

but we never say why.  And so that's -- I think 

we should -- 

DR. ANDERSEN:  Okay. 

DR. SNYDER:  -- indicate that.  And 

then -- 

DR. BELSITO:  Wait a minute.  I'm not 

following you here. 

DR. SNYDER:  In the first -- under 

introduction, the last paragraph. 



DR. BELSITO:  Right. 

DR. SNYDER:  Reaffirm the conclusion of 

insufficient data for sodium laurapropionate 

based on -- 

DR. BELSITO:  Right.  I'm assuming based 

upon the bullets we have in the first paragraph. 

DR. ANDERSEN:  Yeah, but why force the 

reader to go look that up? 

DR. BELSITO:  It's right above it.  It 

says the data needs included -- 

DR. ANDERSEN:  Oh, I see. 

DR. BELSITO:  -- concentration of use, 

chemical yadda, yadda, yadda.  And because no new 

data were available for the lauramino, the CIR 

(inaudible) did not -- 

DR. SNYDER:  I didn't link the two.  But 

again, in the discussion we just say we're 

insufficient and it doesn't say why.  Usually we 

include in the discussion why. 

DR. BELSITO:  I don't know -- 

DR. ANDERSEN:  Yeah, except this isn't 

a report on the amino. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  Yeah, I almost was 



expecting the council to say that last paragraph 

could be deleted in its entirety, because this 

isn't a report on the amino, it's a report on the 

imino. 

DR. SNYDER:  Imino, right.  Yeah. 

DR. ANDERSEN:  So, who cares about the 

fact that we didn't reopen that.  We had that in 

there as part of a communicating to each other 

that we're focusing on the imino, not the amino.  

I could argue that that whole paragraph could come 

out, and we could take out any discussion of the 

amino in the discussion.  But -- 

DR. SNYDER:  So we were insufficient for 

both amino and imino -- 

DR. ANDERSEN:  In the original safety 

assessment. 

DR. SNYDER:  -- in the original safety 

assessment. 

DR. ANDERSEN:  Industry came back, was 

silent on the amino -- 

DR. SNYDER:  Okay. 

DR. ANDERSEN:  -- they didn't say a 

thing -- 

DR. SNYDER:  Okay. 



DR. ANDERSEN:  -- and gave a sample data 

on the imino.  And that's what the focus of this 

is, to reopen the laurimino and to change the 

conclusion.  I can also just leave it alone.  

That's -- 

DR. BELSITO:  I thought it was fine 

because originally, they were linked -- 

DR. ANDERSEN:  Yeah. 

DR. BELSITO:  -- and in introduction we 

make it clear that they've been unlinked.  But in 

the discussion, I don't think we need to bring it 

up again. 

DR. BERGFELD:  And the conclusion of all 

three. 

DR. BELSITO:  Well, we opened it up, we 

got rid of the amino, and we added two to the 

family.  We gave them two stepchildren, the 

iminos. 

DR. BERGFELD:  Yeah, you've got two 

iminos, and one -- 

DR. BELSITO:  We got rid of -- when we 

initially looked at it, we looked at only 

lauramino and laurimino. 

DR. BERGFELD:  Right. 



DR. BELSITO:  And then we opened it, 

split it, and we added other lauriminos.  Okay, 

anything else?  Can we move on? 

Pentaerythrityl tetraesters.  So we 

tabled this report back in September.  It had been 

ready to go final, but there was a question about 

concentration of use to 45, 50 percent in toilet 

waters and perfumes, respectively, and we weren't 

sure whether they might be spays or not. 

We've received information now that, no, 

they're not sprays.  The highest concentration in 

a spray product is 21 percent.  We also have now 

the boilerplate, which I think we've agreed to, 

and the other available tox data. 

So I'm assuming that we're going with 

the ingredients are safe in the present practice 

of use in concentration described in this safety 

assessment for all of the pentaerythrityl 

tetraesters that are listed in your book.  And I 

particularly liked the discussion and have no 

comments on this one. 

DR. LIEBLER:  Just a minor thing to 

follow up the point you just made, Don.  Since we 

now know that it's not used in spray products at 



concentrations of 45 to 50 percent, and this is 

on a report, page 2, Panel Book page 34, under Use.  

So it says, "Recent council survey information 

has clarified that pentaerythrial 

tetraethylhexanoate is not used in 

concentrations of 45, 50 percent in spray 

products."  Sort of begs the question, okay, what 

concentrations is it used at? 

SPEAKER:  Just delete that sentence. 

DR. LIEBLER:  So you could just -- oh, 

just delete that sentence.  Okay, I'm fine with 

that.  You could just delete that sentence then. 

MS. BECKER:  Sure can. 

DR. SNYDER:  I like the new table format.  

This is, I think, the first instance where you 

used the new terminology regarding the incidental 

inhalation sprays, incidental inhalation powders, 

et cetera, except for under Deodorant we still 

didn't specify if we knew whether it was roll-on 

or spray.  And so can we -- were we not going to 

try to elicit that difference? 

DR. BELSITO:  We were going to try, but, 

you know, my point is, we're not going to get it.  

So, I think that's why I liked including PCPC's 



calculation on exposure, because I think we're 

always going to have to knee jerk to the 

assumption that it's a spray with the lowest 

aerodynamic particle size, you know. 

And then if it becomes an issue, you 

know, we'll simply say, you know, should not be 

used in sprays at whatever concentration we're 

concerned about. 

MS. BECKER:  Well, in this case 

it's -- when you said the spray is less than the 

incidental sprays that we have for the 

tetracaprylate/tetracaprate, so if it is a spray, 

it's already less than what we've been looking at 

or considered is okay. 

DR. ANDERSEN:  All right.  Paul's 

question was the deodorant row.  There is one data 

entry point in the whole table for that row, but 

it doesn't even raise the possibility that it 

might be an aerosol. 

So it's silent, and are we ever going 

to expand that row?  And I don't know the answer 

to that.  I assume that if we knew it was a spray, 

that it would be reflected up under incidental 

inhalation dash sprays.  But it's just a -- 



DR. BELSITO:  Okay.  Okie doke.  Well 

done.  Okay, ginseng root-derived ingredients.  

Okay, so obviously plant- derived, so we have the 

usual issues of heavy metals, pesticides, 

aflatoxin, boilerplate.  I have something about 

explain something, low-high data in table 4.  Oh, 

yeah, so what were these ranges for the 

concentrations of these various ingredients, low 

to high?  These were from different species or -- 

MS. BECKER:  That was from the Dr. 

Duke's information and my guess is that's a range 

based on his information he's collected. 

DR. BELSITO:  Okay.  And then, of course, 

the big issue is the pulegone in one of these 

species here.  The quinquefolium, I believe, is 

the one that had the high pulegone levels. 

MS. BECKER:  Correct. 

DR. BELSITO:  And that is actually used 

in very low amounts, and, of course, we could 

always restrict as we did with the peppermint oil 

that came in Wave 2 the amount of pulegone to less 

than 1 percent.  That coupled with the fact that 

that particular species -- and that was sort of 

weird to me, that there should be that one species 



of ginseng that had such huge levels when none of 

the others did.  But if you look under the Use 

section, table -- 

MS. BECKER:  Ten. 

DR. BELSITO:  -- 10, yeah, that 

particular one is used at a maximum of.002, the 

quinquefolium.  The most upsetting part, I was all 

ready to go with this as safe as used, and 

restricting the pulegone was the -- very quirky 

data about the endocrine effects of the facial 

cream. 

And so, I did just a very quick search 

on Columbia's library line, and there were 

several reports.  Probably the most pertinent was 

published in 2006, and is not caption on us. 

The estrogenic activity of triterpene 

glycosides in yeast to high bread assays, where 

they found that the glucoside in ginsenoside Rh2 

to have estrogenic activity. 

So, I think that for me at this point, 

the data are insufficient pending clarification 

of the endocrine effects of those creams, and 

looking for further data like this, that might 

help us understand it's -- it's very weak.  It's 



similar to the sort of things we were seeing with 

phthalates and parabens.  But with phthalates and 

parabens, we never got reports of creams causing 

endocrine effects. 

And we have case reports here, one of 

which in particular, as I a recall was pretty 

compelling.  The woman was having menstrual 

irregularity or something, stopped the cream, it 

went away; started the cream again, it came back.  

So I can give you this study, Lillian, but I think 

we need to do a little more search on those effects.  

And that's all I have to say.  So folks, what do 

you all have to say? 

DR. ANDERSEN:  So it's a red flag 

without any decent explanation at this point, and 

you'd like an explanation. 

DR. BELSITO:  Well, there is some data 

that that one ginsenoside Rh2 could have some 

estrogenic effect.  I would like just -- I think 

that -- and you know, this is a huge report, but 

somehow it just got missed in the data search, and 

I think we need to go out and look at all of the 

data, focusing particularly on that particular 

component of ginseng and see what else is in the 



literature regarding estrogenic effects of that. 

And then be prepared in the discussion, 

to argue one way or the other, that this was or 

was not an anomaly.  I mean, I'm just struck in 

that, you know, you could blow it off if okay, you 

know, she had some menstrual irregularities, she 

stopped the product, it went away.  I mean, that 

could just -- but in one case it was sort of like, 

you know, they solved, you know, Coates' 

postulate, so. 

DR. ANDERSEN:  And this is the point 

which to ask those questions. 

DR. BELSITO:  Right. 

DR. LIEBLER:  Is there any possibility 

that ginseng supplements are frequently consumed 

with something else that would produce -- I mean, 

is there any practice of, you know, taking more 

than one product together that might lead to 

somebody having an effect that would -- I don't 

know if there's any popular combination?  For 

example, the ginseng with something, with a soy 

product, for example, or something like that. 

MS. BECKER:  From what I learned from 

licorice, it's common in Indian, Chinese, and 



Japanese cultures for this, is that it's all part 

of a concoction and it's mixed as needed for what 

you want.  So if there's -- so for their medicine, 

yes, it's in mixtures. 

DR. LIEBLER:  Thank you. 

DR. ANDERSEN:  The use concentrations 

that are reported in cosmetics don't suggest a lot 

of functionality.  It suggests that it's -- so 

that it can be on the label.  I don't -- it's hard 

to count the number of zeros in some of these 

values, and they're all percentages, so it's five 

zeros and then a 2 percent.  So that's, I think, 

two-tenths per million. 

DR. LIEBLER:  Isn't market appeal a 

function?  Is it one of those miscellaneous 

functions that always shows up in our reports? 

DR. ANDERSEN:  They're mostly 

conditioning agents, miscellaneous, there are a 

couple that have humectant listed with them, but 

that is what it is.  One is an astringent, 

surprisingly enough, but that's what -- 

DR. BELSITO:  Well, and that well could 

be our argument.  It would be nice to know what 

the concentration of this ginseng face cream was, 



if it's given. 

DR. ANDERSEN:  Yeah.  Well, and the 

quinquefolium is the astringent.  The one that you 

have your report on. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  So I -- 

DR. BELSITO:  Yeah, the guy who 

developed the hypertension, dizziness from 

ingestion, you know, that obviously is going to 

be high level exposure.  The ethanol extracted -- 

DR. KLAASSEN:  But the first 

reference -- 

DR. BELSITO:  Is a face cream.  She 

stopped and then she restarted. 

DR. BERGFELD:  If it's an ingestion 

product -- 

DR. BELSITO:  No, it's a 44-year-old 

woman using ginseng face cream, developed an 

episode of postmenopausal bleeding. 

DR. BERGFELD:  You're right.  Just above 

it the mastodynia is oral, then just below it the 

rest are, I believe, oral. 

DR. BELSITO:  Right.  Yeah, but we have 

one topical and we have a report.  So it would be 



nice, I think, at this point to go insufficient 

for clarification as to whether we know what the 

concentration of that face cream was.  And just 

make sure we've captured all of the available data 

regarding the ability of the whatever, oside Rh2, 

and any other information we may have on 

ginsenosides, to have estrogenic effects, 

because I think we're missing some information 

here. 

DR. BERGFELD:  Jay, how could you get 

that information if we tabled it?  Can you get 

it -- unless we go insufficient.  If we table this 

document and requested the estrogenic effects. 

DR. ANSELL:  Well, you know, I think we 

would prefer at this point in the development, 

that reports which have questions raised be 

tabled, as opposed to being judged insufficient. 

DR. BELSITO:  I would disagree.. 

DR. ANSELL:  But we've been 

unsuccessful in that argument previously. 

DR. BELSITO:  We're not asking you to 

go out and do a repro study.  I mean, I think that 

it's -- we're not asking industry to do a darn 

thing at this point. 



DR. BERGFELD:  We're just asking for the 

information. 

DR. BELSITO:  We're just asking to go 

back and look at the study, you know, and I suppose, 

you know, we could, you know -- if we had dermal 

absorption, you know, that would be the other 

piece of the pie.  But -- and I mean, we have a 

report and the data, in my mind, is insufficient. 

Are we going to table every single 

report when we want it?  Oh, the data is 

insufficient, but we'll table it.  I mean --  

DR. BERGFELD:  No, but -- 

DR. BELSITO:  We'll get it or we won't 

get it, but we'll deal with it. 

DR. BERGFELD:  We have done away with 

the insufficient, soft requests.  Now you're 

asking for a hard request. 

DR. BELSITO:  Of course. 

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

DR. BELSITO:  But, I mean, just like we 

asked a hard request for inhalation, and we just 

dropped it on something at this point.  I'm asking 

for clarification.  It's insufficient for 

clarification of the concentration of the face 



cream.  It's insufficient because I think people 

need to go out and search for genesticide and any 

other reports. 

There were several others I saw, this 

is just one that I printed out.  So there's data 

that I know is missing, that's in the public 

purview to be incorporated.  And then we'll see 

what it looks like and we'll deal with that.  You 

know, if it comes back and it's -- you know, the 

face cream was 25 percent ginseng and, you know, 

we get all of these reports showing that it's a 

very weak estrogenic effects, you know, we'll 

blow this off. 

DR. ANSELL:  You know, I guess it's a 

somewhat philosophical objection, and so I don't 

care to pursue it much farther.  Certainly, you 

have a right to ask the questions, but when we 

agreed that the panels did not have to do 

extensive reviews, that they could pick and 

choose what they thought was relevant, and then 

we come into the first review and you decide that 

there was data that is relevant that was not 

included, is that fall on the industry then, to 

look like we've failed to do something.  But the 



idea that you ask questions and we go to answer 

them is, you know, is perfectly appropriate. 

DR. ANDERSEN:  Okay. 

DR. BERGFELD:  So you're going to go 

insufficient data?  Is that what you're going to 

do? 

DR. BELSITO:  That's what -- 

DR. BERGFELD:  Okay. 

DR. BELSITO:  I mean, that was my one 

opinion.  You know, I mean, I haven't heard 

anything else from my other panel members.  I'm 

just saying where I came from.  And I'm not even 

asking for dermal absorption at this point, 

because I think, as Alan pointed out, the levels 

are minuscule. 

I think we can argue that this was a 

ginseng facial cream.  I mean, we need to look at 

the data that the levels were probably very high, 

the estrogenic effects are quite low, yadda, 

yadda, yadda.  But we particularly need to capture 

all the data in the public literature regarding 

estrogenic effects of gen -- whatever, you know 

what I'm talking about. 

DR. ANDERSEN:  Yeah, and that part of 



it is on us.  We've got to do some more homework. 

DR. SNYDER:  I agree with moving forward.  

That way you're first asking for the additional 

reports, and then the composition of that cream, 

if we can get that, and than making a decision from 

there. 

DR. BELSITO:  Yeah, I would -- I guess 

I may actually be able to get this.  I just looked 

at it and I'm so used to not being a Columbian, 

not having access to a lot of journals but -- I 

mean, the American Journal of Obstetrics and 

Gynecology in 1988, I can probably get that online 

and look at it.  I'll see if I can even do that 

tonight.  We may be able to answer that question 

in the morning. 

Okay, anything else on ginseng?  Seeing 

none.  What is next? 

Dialkyl hydroxysuccinates.  So this is 

the one that I incorrectly was looking at before 

we got some information on diethylhexyl malate, 

that was handed out this morning:  99 percent pure, 

guinea pig sensitization study, and the dermal 

irritation study. 

No dermal irritation, no ocular 



irritation, acute oral toxicity, LD50 greater 

than 5 grams per kilogram.  I guess with 

the -- make sure I'm talking about the right thing.  

So, I was fine with the safe as used here.  I guess 

the only question I had is, when they were talking 

about grass uses for some of these substances, 

they said they weren't allowed in baby foods. 

Does anyone have an idea of why they 

were restricting the baby foods? 

MS. BECKER:  No. 

DR. BELSITO:  Did anyone else notice 

that or -- 

DR. KLAASSEN:  Yeah, I noticed it, too. 

MS. WEINTRAUB:  I noticed it, too, and 

thought it was sort of odd, because I don't 

remember ever seeing something like that before. 

DR. BELSITO:  I haven't either.. 

MS. WEINTRAUB:  Especially in terms of 

a food.  Right, if it's grass, it's grass. 

DR. BELSITO:  Okay, but no one is aware 

of anything unusual about babies -- that would be 

concerned if this was being put on babies as a 

topical?  Then I was just comfortable with the 

safe as used. 



MS. WEINTRAUB:  Could we maybe do a 

little bit more research, and maybe -- I mean, it 

is footnoted, the non- cosmetic use in food 

footnotes 14 and 16.  Was there any more 

information about why? 

MS. BECKER:  No, they didn't include 

that in the CFR. 

DR. KLAASSEN:  Yeah, I think it would 

be nice if we could get -- just look a little bit, 

and see if you can find some information on why 

it's not grass for baby foods.  It is so unusual. 

DR. ANDERSEN:  Lillian is the CFR site 

someplace? 

DR. BERGFELD:  Could it be just a pH 

adjuster? 

MS. BECKER:  On page 18. 

DR. ANDERSEN:  Which reference? 

MS. BECKER:  It's all three. 

DR. ANDERSEN:  I'm going to try this 

again.  I'm looking for a number. 

MS. BECKER:  14, 15, and 16.  Yeah. 

DR. BELSITO:  What are the 173s? 

DR. ANDERSEN:  Section 173 of the -- 

DR. ANSELL:  I think it's the grass 



section.  But it may be -- 

MS. WEINTRAUB:  From the looks of the 

footnotes, it looks like 14 and 15 are very 

general, but maybe 16 would be the most helpful, 

because it has to do with milk and cream.  So maybe 

it's limited to use in milk.  This is just from 

what I could tell of the context of the footnotes. 

DR. ANDERSEN:  Is this for one of the 

ingredients (inaudible) or for more than one? 

DR. BELSITO:  It's for malic acid. 

DR. ANDERSEN:  It's for malic acid?  

Okay, that's an easier way. 

DR. BELSITO:  (inaudible) malic acid 

are not grass for use in baby foods, should not 

be added to the food of young infants. 

MS. WEINTRAUB:  And it looks like it's 

footnote 17 and 18 might even be more illustrative, 

too. 

DR. ANSELL:  Yeah, if you go to the 

(inaudible) reports, you'd probably have a much 

more thorough review of the toxicology of the 

CFRs.. 

DR. ANDERSEN:  Okay, the answer is, 

"Some concern has been expressed about the 



ability of young infants" -- that's a 

redundancy -- "to metabolize D-malic acid.  But 

fortunately, in current practice, this dose does 

not pose a problem since D-L malic acid is not now 

added to infant foods."  So there is a tautology 

for you. 

DR. LIEBLER:  So the issue is just 

D-malate? 

DR. BELSITO:  D-L. 

DR. KLAASSEN:  No, just the D. 

DR. ANDERSEN:  Just the D.  And I'm not 

sure, is there -- 

DR. LIEBLER:  Delayed expression of an 

enzyme or something during development. 

DR. ANDERSEN:  Do we know which is used 

in cosmetics? 

MS. BECKER:  Any and all. 

DR. ANDERSEN:  Okay, so. 

MS. BECKER:  Any and all. 

DR. BELSITO:  But -- 

DR. SNYDER:  We need to clarify this.  

It's not D and L, it's -- 

DR. ANDERSEN:  It's D and its ability 

to metabolize. 



DR. BELSITO:  And we've got malic acid 

in 9 baby products at a concentration of 0.1 

percent.  We've got sodium malate similarly in a 

number unreported at 0.01 percent.  So are we 

concerned? 

DR. ANDERSEN:  Well, the issue is infant 

food -- 

DR. BELSITO:  Right. 

DR. ANDERSEN:  -- and it's one isomer.  

I don't know that there's any reason to suspect 

that ingestion is the result of the application 

of any of those products to infant skin.  That 

would be one way of looking at it.  But the --  

DR. BELSITO:  Well, we don't have -- 

DR. ANDERSEN:  The grass focuses 

clearly on two aspects:  One is natural occurrence 

in fruits, vegetables, and other foods, and then 

it's purposeful addition as a flavoring agent.  

L-malic acid gets a total clean bill of health.  

D has the red flag on infant metabolism. 

DR. BELSITO:  So then that needs to be 

changed in the report to reflect that it's the D 

and not the L. 

DR. BERGFELD:  And which one is in the 



use concentration table? 

DR. BELSITO:  I think it's -- 

DR. ANDERSEN:  D-L. 

DR. BERGFELD:  It doesn't specify. 

DR. BELSITO:  Oh. 

MS. BECKER:  When Carol did the survey, 

they didn't differentiate, and the VCRP didn't 

either. 

DR. BELSITO:  But the question is, at 

0.01 percent in a baby product, are 

we -- obviously, this goes into the discussion, 

are we concerned?  We don't have dermal 

absorption. 

DR. SNYDER:  That 0.01 

percent -- because a three designation and it says 

it's a body and hand cream product was reported 

via spray at 0.007 percent malic acid.  So are we 

at -- what percentage are we talking about here? 

DR. BERGFELD:  0.007. 

DR. SNYDER:  I think first -- 

DR. BELSITO:  I don't know.  I think that 

3 is -- that's weird.  Because then 3 is used 

incidental sprays, and if that -- so we need 

clarification.  But even if we don't get 



clarification, we have -- I guess that's tartaric 

acid that's used at 0.01.  Sorry, I was reading 

the wrong line.  So we have just -- 

DR. SNYDER:  No, you were right.  Up in 

the -- 

DR. BELSITO:  Right, 0.01, but I thought 

sodium malate was also being used at 0.01, and 

it's not.  It's tartaric acid.  So we have, I 

mean -- so we need clarification of what that 

means.  And then we still -- with the issue, I mean, 

are we going safe as used?  And then we'll put in 

the discussion that, while we're aware of the fact 

that D-malic acid is not considered grass for 

young -- for infants, because of concerns 

regarding metabolism when used at that level.  And 

the cosmetic product, we don't have the same 

concern. 

DR. LIEBLER:  I think it would be 

helpful to know if the malic acid that's used in 

these ingredients is derived from natural sources, 

in other words, is L-malic acid, or if it's the 

synthetic product that's made by oxidation of 

benzene that you described, in which case you have 

a mixture of D and L and then that becomes -- the 



D part becomes an issue. 

So, if it's possible to get more 

information about the source of the malic acid 

that's used to make these derivatives, that would 

help us write that part of the discussion.  I don't 

know if that information is very readily 

available or not. 

DR. ANSELL:  We could ask. 

DR. LIEBLER:  Yeah.  If you can get it, 

it'd help. 

DR. BELSITO:  It would all be nice.  But 

are we going with safe as used and then 

rationalizing the baby restriction? 

DR. LIEBLER:  I think so. 

DR. BELSITO:  Okay. 

DR. ANSELL:  And the baby restriction 

is in food. 

DR. BELSITO:  Right, and why that's not 

pertinent to the cosmetic product.  Okay. 

Who comes up with these names?  I'm 

usually very good at pronouncing difficult things, 

but synthetic fluorphlogopites.  Is that close?  

Okay. 

MS. BECKER:  And you have some more 



data. 

DR. LIEBLER:  It's not flurophlogopity? 

DR. BELSITO:  Okay.  So it's the first 

time that we're seeing this and, you know, it's 

similar to all the other clays and big molecular 

silicate sheets that we've been looking at, 

except now we have some fluorine. 

I don't know what's in this data package, 

but I thought we could go with safe and with the 

boilerplate for inhalation.  So, unpublished data, 

local lymph node assay.  Was it a sensitizer or 

was the SI 3?  No, okay. 

MS. BECKER:  No, it's not. 

DR. BELSITO:  I wouldn't expect it to 

be.  Four-hour acute inhalation toxicity in rats, 

and a bacterial mutagenesis that I would predict 

would be negative. 

MS. BECKER:  Yes. 

DR. BERGFELD:  And the results of 

inhalation? 

MS. BECKER:  Not toxic. 

DR. KATZ:  Do you want to go back and 

I can answer the question for you about malic 

acid? 



DR. BELSITO:  Okay. 

DR. KATZ:  The answer to the question 

is -- this is from 1967 data -- is that a malic 

acid was an acidifier that was used in foods.  And 

in 1967, the severe limitation was post on it 

because -- and it was recommended that it not be 

used in baby foods due to nephrotoxicity that was 

found in male rats. 

The rats showed growth retardation and 

changes to the proximal renal convoluted tubules.  

They did the same study in dogs, but no 

abnormalities were seen.  But as a result of that, 

it was decided to be banned in infant foods.  The 

dosage that was looked at was greater than 50,000 

parts per million. 

DR. BELSITO:  That's great. 

DR. BERGFELD:  Wonderful. 

DR. KATZ:  Yeah, I contacted one of the 

pediatricians at the FDA to ask the question. 

DR. BELSITO:  Okay, so you have all that 

down, 50,000 parts per million, rat, 

nephrotoxicity, not in dog.  Okay. 

MS. BECKER:  Is this a reference that's 

available literature or is that -- 



DR. KATZ:  Yeah, this is reference and 

I think that's actually your footnote.  Back to 

1967 with WHO. 

MS. BECKER:  Okay, thank you. 

DR. KATZ:  Mm-hmm. 

DR. BELSITO:  Okay.  So, a little bit 

more data on fluorphlogopite.  Safe as used is 

where I went.  How about you guys? 

DR. LIEBLER:  Safe as used. 

DR. SNYDER:  Agree. 

DR. BELSITO:  Any specific comments?  

Any data points we need to address, other than our 

respiratory boilerplate?  I mean, these are just 

huge, old molecules that are going to be used to 

stick stuff to the skin.  Okay. 

DR. ANDERSEN:  Don, before we -- oh, go 

ahead, Dan. 

DR. LIEBLER:  Oh, sorry.  When I first 

looked at this I was wondering about fluoride 

release from this compound.  And there was a 

sentence about it, however fluoride gets 

its -- top of page, report page 3, Panel Book page 

8.  However, fluorine ions probably should be 

fluoride ions, are reported to leach out of 



synthetic fluorphlogopite particles in bricks. 

But when I read further, the 

description of the purification process to 

minimize fluoride ions, stoichiometric 

equivalent of fluorine is decreased to less than 

1, the melt temperature is decreased -- in other 

words, they actually do a subsequent clean up of 

this, and they also heated it up to 1,300 degrees, 

which is way beyond anything you would imagine in 

a product formulation.  And then the residual 

fluoride in a couple of the product spec sheets 

was very low.  So, I just wanted to go on record 

as I considered that.  I don't know if Ron brings 

that up tomorrow, but I considered that, and 

that's something we have any concern about. 

DR. BELSITO:  So that would be the one 

point you'd want to stress in the discussion?  

Really, I mean, that's the only flag. 

DR. LIEBLER:  Yeah, since it was 

mentioned here.  Yeah, and this is 

actually -- this distinguishes this compound from 

one of the things that distinguishes the next 

ingredient we'll talk about.  This synthetic 

stuff has this fluoride in it instead of the 



hydroxyls substituents. 

DR. BELSITO:  Mm-hmm. 

DR. LIEBLER:  So I don't think it's a 

hazard issue. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  Dan, a question for you 

in terms of the picture that we're painting about 

the structure of these compounds.  I was struck 

that for whatever reason, Bart was thinking 

differently when he drew the pictures for the 

synthetic fluorphlogopite versus the ammonium 

hectorites when, in fact, they're both sheets of 

magnesium silicate sandwiching whatever it is 

they sandwich.  And should the structure for the 

hectorites which seem to be more descriptive, 

would that be useful here as well? 

DR. LIEBLER:  Yeah, I agree.  I think 

that's a good idea.  In the hectorites, you have 

sort of the big picture showing the sheets, and 

then a zoom in of the structure.  Here you just 

got the zoom in of the molecular structure.  It 

would be better to have the larger macromolecular 

structure present, as well.  That was a nice 

representation he had in the other report, so that 



can be included here. 

DR. BELSITO:  Okay.  Are we ready to move 

to the hectorites?  Okay, another first.  Another 

huge -- 

DR. KLAASSEN:  Clay. 

DR. BELSITO:  -- clay with aluminum this 

go around.  And I guess we must have gotten some 

additional data, because I said safe as used, add 

new data including repro studies.  So did we get 

some new data here? 

DR. SNYDER:  We've got a summary of some 

tox data, product specs, and method of 

manufacture. 

DR. BELSITO:  Yes, so -- yeah. 

DR. ANDERSEN:  Lil, press your button. 

MS. BECKER:  Yes, you got some new data. 

DR. BELSITO:  Right, so that's what 

I -- we'll add the new data and safe as used.  Here 

it is.  So we've got an LD50 greater than 5, acute 

inhalation greater than 5.2, dermal irritation, 

we've got a whole bunch of skin sensitization, 

mutagenicity, reproductive toxicity.  So -- I'm 

sorry, Wilma, I cut you off. 

DR. BERGFELD:  No, I just (inaudible), 



excuse me, of how you've managed all these clays, 

and I wonder if in retrospect, if you -- there are 

three -- at least three ingredients today that 

you've managed in a similar manner with somewhat 

minimal documentation other than -- 

DR. BELSITO:  But we've got -- 

DR. BERGFELD:  I know, other than the 

added ones that we just saw.  But you started with 

the size -- the molecular size, the sheets, the 

fact they were clays.  Could you carry on your just 

general approach to these then?  Just summarize 

it? 

DR. BELSITO:  I mean, we actually got 

a lot of additional data in the wave on the 

hectorites.  That was -- 

DR. BERGFELD:  Yeah. 

DR. BELSITO:  That was almost a PDF by 

itself as I recollect now.  But, you know, it would 

be hard for me to comment, you know, with -- for 

me, you know, these are big molecules that are 

just sitting on the stratum corneum.  So from a 

dermatologic standpoint I'm not concerned at all 

about them unless they have a, you know, some type 

of flag like, you know, I guess halogenoderma from 



a fluoride or something, but -- 

DR. BERGFELD:  That was my sense of what 

you putting as soon as you saw the size of the 

molecule. 

DR. BELSITO:  Right. 

DR. BERGFELD:  As soon as you knew it 

had no dermal absorption, mentally it went to safe.  

Is that a correct assumption?  And then the yes 

of it was just sort of filler to support that. 

DR. ANDERSEN:  Right, and high chemical 

stability. 

DR. BERGFELD:  High chemical stability. 

DR. ANDERSEN:  Right.  I mean, these 

are -- I think you could probably call these 

biochemically inert.. 

DR. BERGFELD:  That might be something 

you add to the discussion when you start these 

tomorrow.  Biochemically inert, I like that.  

Large and biochemically inert. 

DR. SNYDER:  Don, I had a question on 

page -- CIR Panel Book page 17.  I got a memo from 

Halyna regarding a couple patch tests.  So that 

would actually be a patch test at 1.5 percent 

because that was diluted 10 percent in mineral oil, 



if you look on the opposing page.  Her memo says 

that 15 percent for both tests, but it says the 

test ingredient was that product -- 

DR. BELSITO:  Right, 10 percent with 

mineral oil. 

DR. SNYDER:  Right.  So that would 

actually be a 1.5 percent test, not a 15 percent, 

right? 

DR. BELSITO:  Well -- right, contains 

15 percent and then it was diluted 10 percent, so 

1.5. 

DR. SNYDER:  Okay. 

DR. BELSITO:  Okay.  Anything else 

before we -- Linda? 

DR. KATZ:  Well, I got some additional 

information for the lethal doses, if you're 

interested. 

DR. BELSITO:  Sure. 

DR. KATZ:  Okay.  So the lethal doses 

were 5,000 milligrams per kilogram for rabbits 

and 1,000 milligram per kilogram for dogs. 

DR. BELSITO:  One thousand for dogs? 

DR. KATZ:  One thousand for dogs, 

milligram per kilogram. 



MS. BECKER:  This is for malic acid? 

DR. KATZ:  Yeah.  Now, if you want to 

go back to your other question earlier this 

morning about carbohydrates in IGE and 

allergenicity, I did get an answer to that 

question.  The question is that, yes, usually you 

can have -- in some cases you can have 

carbohydrates becoming allergenic, but usually 

it is because it's becoming a hapten combining 

with the protein. 

It's very unlikely that it will happen 

for something that is topical, and I asked 

specifically for the class that we were looking 

at.  And the allergist who I consulted with said 

he's never heard of allergen being an issue for 

that particular group of products. 

DR. BELSITO:  Great.  I mean, thank you.  

Oh, electronics.  Do you remember when we first 

started the Panel Books?  We'd all be out there 

and we'd send someone out to look through the 

books. 

DR. ANDERSEN:  Well, knowing who to ask 

doesn't hurt -- 

DR. BELSITO:  Alan would trudge back to 



the office.  Okay.  So, we have wrapped up quite 

a day, quite a day.  And the festivities tonight 

are at 6:30? 

SPEAKER:  Does it say on the -- 

DR. BELSITO:  No, it just tells us where 

we are. 

DR. ANDERSEN:  I think that's probably 

right, Don, that the panel members are going to 

go out to dinner at 6:30.  But let me -- Lillian's 

going to confirm that.  But I think you can 

probably declare it adjourned so that the nice 

folks can leave. 

DR. BELSITO:  Adjourned. 

(Whereupon, at 3:46 p.m., the 

PROCEEDINGS were adjourned.)  

*  *  *  *  * 
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