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P R O C E E D I N G S  

(8:30 a.m.) 

DR. BERGFELD:  So, we're going to open 

the 126th CIR Panel Meeting and welcome, 

everyone.  We've had a very challenging time this 

particular meeting.  We've all been paperless 

and you see all of our computers here.  Some of 

us are above the learning curve and I'm below.  

(Laughter) But, anyway, we've met the challenge 

and we did go paperless through our team meetings, 

and I think that's the future for us. 

We have 15 ingredients that will be 

going through, plus a few other ingredients for 

comment and we also had some concerns over the 

botanicals and the mixtures and possibly the 

mixtures that might have toxic ingredients at 

certain levels being combined and it was my 

understanding from yesterday that a boilerplate 

would be generated to address this particular 

issue. 

So, nothing else seemed to be on the 

agenda from the teams, so, we'll go on with the 

minutes.  And, so, I need approval of the 

minutes.  I guess that was it the PDF file. 



SPEAKER:  So moved. 

DR. BERGFELD:  Second?  Any opposing?  

All in favor please indicate by raising your hand. 

(Hands raised) 

DR. BERGFELD:  Thank you.  And now, 

Alan, you want to give us the director's report? 

DR. ANDERSEN:  Okay, the obvious new 

thing for anybody looking at the tables or sitting 

in their chairs with their laptops in front of 

them is that we avoided paper at this meeting.  It 

was a direction that we've been signaling for some 

time but it was made very real when the in-house 

production printing process became not an option 

for the future.  And the costs of getting it done 

out-house was looking to be pretty substantial.  

So, we asked ourselves the question:  Well, since 

we've been planning to do this, why not?  And 

there wasn't a really good answer to why not, so, 

we did. 

We're all on a learning curve.  We 

received lots of feedback from members of the 

expert panel yesterday.  And thank you.  Some of 

the stuff that was obvious to us wasn't obvious 

and we need to do whatever we can to help explain 



and support the use of electrons to review these 

materials. 

I'd also like to get feedback from 

everybody else.  Clearly, there is an audience 

here that isn't panel members and to the extent 

that you have experience with trying to access 

this material and provide us with either 

additional information or feedback on the 

documents, what about the experience can you tell 

us?  So, that over the weeks and months following 

this meeting, please, give us your input, 

comments, suggestions, criticisms, whatever. 

The other thing that we did yesterday 

was had one of the staff sitting down with a 

computer going to each document, tracking the 

discussion, and projecting what was being 

discussed up on the screen so that everyone could 

see it.  I think that at least my assessment, and 

I'll throw it open for the panel if anybody wants 

to comment, is that you are all focusing on how 

you would capture the document on your laptops and 

nobody was looking at the screen.  So, I'm glad 

we tried it in case that was a necessary aid, but 

it doesn't seem to have been needed.  So, at least 



right now, that's the preliminary assessment. 

The other thing I noticed is one reverts 

to type so easily in preparing the agenda that 

went into the administrative PDF that went out, 

I wrote it up as if nothing had changed.  So, I'm 

looking at it now and we're going to start with 

methyl glucose and it says it's in the blue book.  

So, we have to do a little better job of flagging 

how to identify things in the agenda.  I think 

everybody knows -- 

DR. BERGFELD:  Could I stop you there 

a minute? 

DR. ANDERSEN:  Yes. 

DR. BERGFELD:  We would like it be blue 

on the computer, as well.  (Laughter)  At least 

the cover slip. 

DR. ANDERSEN:  Message received.  

Okay. 

DR. LIEBLER:  Alan, maybe you could 

list the file name. 

DR. ANDERSEN:  Well, that was the -- 

DR. LIEBLER:  Because the file names 

are sort of idiosyncratically named and it's 

maybe those could be standardized, although I 



don't think it's a problem, but if we have a 

look-up list, it's handy. 

DR. ANDERSEN:  Yes, well, it's been a 

challenge and the easy ones belie the process.  

So, it's hard to screw up nylon.  We can name that 

file and it's easy to find, but we spent some time 

among the staff check-ins yesterday talking about 

okay, what are we going to call amino acids and 

hydrolyzed proteins from plant and animal 

sources? 

Yes, right, it doesn't trip off the 

tongue, but were there an I.D., which there must 

be so that we can follow what we're doing if there 

is a that ability to translate it into okay, this 

is what that is, then we'll do better at 

communicating among ourselves and within anybody 

else that's looking in.  It's just what seems on 

the surface like an absurdity of alkyl esters 

starts with alkyl and alkyl ethylhexanoates 

starts with ethyl.  So, all of that in terms of 

our internal coding, et cetera, we'll do better 

at decoding for everybody. 

I think by now most people have heard 

the news that I'm targeting the end of June 



retiring and that over the past several weeks 

hasn't seemed to change.  My wife has glommed 

onto it, so, if I renege on that at this point, 

I'm in serious yogurt.  (Laughter)  So, that 

looks like it's going to happen.         

The path forward is fairly well mapped 

out if not in detail.  Lillian Gill will move into 

the director's spot and she will take the period 

of time over several months and map out what she 

thinks is needed staffing-wise, et cetera, in 

terms of making next steps.  But it would appear 

to include backfilling the deputy director's 

slot, it's going to include I guess maybe most of 

the effect on the panel will be we're going to try 

and get a new writer, I think.  So, if you thought 

you were going to get a break, forget about it.  

And whatever else Lillian thinks needs to be 

targeted to keep this process healthy, wealthy, 

and wise. 

And then the final piece from my 

standpoint is I intend to be available so that on 

the off chance that somebody needs to call and ask 

why the heck did you do this that way, then I will 

be available to stay on as a consultant in the 



process. 

So, that's the game plan going forward, 

and in a sense indicative of more stuff going on, 

more proper prior planning.  The members of the 

panel have received and we will be posting on the 

Web site the first draft of the 2014 priority 

list.  So, we are doing this earlier than we have 

ever done it before. 

There are a couple of reasons, not the 

least of which is we abandoned a long time ago the 

idea that you had to wait for the scientific 

literature review to provide data.  So, as you 

look at the draft priorities, and the list may 

change before we get to final priorities, but this 

is what's on our radar screen and if there are data 

available, in particular on published data, there 

is no earthly reason why it can't be provided 

before a literature review is done.  It makes 

that first document so much more robust if we have 

whatever data are available. 

So, it functions as a heads-up for 

industry or any interested party to think about 

information that could be provided.  Vote early, 

vote often kind of concept.  The sooner we have 



the information, the better off the process is. 

And the other thing that it does is it 

begins the process of thinking about okay, these 

are the lead ingredients and you can see with the 

first three that have been kind of grouped:  

Sodium hydroxide, potassium hydroxide, and 

ammonium hydroxide that there may just be a family 

here that can be combined into a single safety 

assessment. 

Now, I don't know off the top of my head 

what other cosmetic ingredients should be put in 

such a family, but we're going to continue the 

effort to make that as large a family as is 

reasonable to do in a single safety assessment.  

That maximizes our ability to use read across if 

there is a particular chemical that doesn't have 

data, but whose safety can easily or readily be 

inferred from data on other chemicals that are 

very closely related. 

So, that concept is currently being 

implemented and we expect to do that for the 

future.  So, as you look at our first shot at 

draft priorities, the question becomes:  What 

could that family look like in doing the review? 



The other thing about priorities is 

that we're also signaling what we could do in 2014 

by way of re- reviews.  We have a rule that says 

every 15 years after publication of a safety 

assessment, we'll take a new look at it to see if 

new data have risen that would cause us to rethink 

in any way the conclusion that re-review process 

is ongoing and often has been a goldmine for 

expanding our scope because initially, again with 

some frequency, the decision was made to do just 

one or two ingredients when, in fact, a lot more 

ingredients could have been done under the scope 

of the family that was being reviewed. 

So, as we think about glycerol stearate 

that was done 15 years ago, are there any other 

ingredients that legitimately might be added to 

that safety assessment were it to be reopened.  

The option always exists, as we'll talk about 

today, to not reopen.  That's one of the options, 

but if we reopen a safety assessment, are there 

opportunities to expand the number of ingredients 

and that will continue to be a part of our thinking 

process. 

You don't see it here, but be aware that 



that is for both the draft ingredients, new 

ingredients on the priority list and for the 

re-reviews, we're going to be thinking what's the 

answer to the question how might these be expanded 

into larger groups?  And input feedback on that 

is just critical.  It's not that we can't adjust 

our targets and families as we go, there are going 

to be a couple of discussions on this agenda where 

I think we're going to be adjusting our sights or 

you're going to tell us to adjust our sights, but 

the earlier we can get this established, it gives 

the staff a better chance at doing their homework, 

it gives interested parties a better chance at 

providing data to support the review of these 

ingredients. 

So, I think the fact that Bart really 

pushed to get this ready to be suitable for 

primetime and it gets that on the table and allows 

the feedback.  I don't think we need discussion 

of it today.  This is just to establish the list, 

get it on the record, and obviously ask for 

feedback.  I think that's all I need to talk 

about. 

Lillian, is there anything additional? 



DR. GILL:  I don't have anything. 

DR. ANDERSEN:  Okay, I'm done. 

DR. BERGFELD:  Really?  (Laughter)  

Sorry. 

DR. ANDERSEN:  I have one more meeting.  

It's not -- 

DR. BERGFELD:  I know. 

DR. ANDERSEN:  It's not done, done. 

DR. BERGFELD:  I'm done, I'm done. 

DR. ANDERSEN:  I'm done for today. 

DR. BERGFELD:  Well, we're looking to 

2014, it looks like, and certainly all the 

comments from those in the audience and those that 

have any identification of these ingredients. 

But, right now, it's time to move on to 

the final reports and where we're going into the 

first blues, which are the final reports, methyl 

glucose polyethers and esters, Dr. Marks. 

DR. MARKS:  So, in 2012, December of 

last year, the panel issued a tentative safety 

assessment with the conclusion that these 

ingredients are safe in the present practice of 

use in concentration.  I move we issue a final 

report with that conclusion, safe. 



DR. BERGFELD:  Is there a second, other 

discussion?  You're seconding?  No, you're not 

seconding.  Discussion then if there's no 

second.  Paul? 

DR. SNYDER:  Yes, so, during the team 

meeting yesterday, it became apparent to us that 

we had in the 2012 BCRP data that there was a 14 

uses as a lipstick, and we have no concentration 

of use for that lipstick and lipsticks can 

approach quite high percentages in formulations 

and we have no repeat toxicity studies, no 

anything to do with oral or systemic exposure.  

So, we were thinking that we'd probably like to 

reissue it as a tentative final and see if we can't 

get that information provided. 

DR. BERGFELD:  Alan, can you comment 

about reissuing this?  It's a blue, the final 

report.  That would be insufficient or 

informal -- 

DR. SNYDER:  Well, yes, that's what I 

think we were thinking -- 

DR. BERGFELD:  -- call for 

information? 

DR. SNYDER:  -- more informal, reissue 



it as a tentative final. 

DR. BERGFELD:  Or would you like to 

table it -- 

DR. SNYDER:  Well, I think -- 

DR. BERGFELD:  -- until we call for 

information? 

DR. ANDERSEN:  In order to really focus 

the attention if you want to deal with this new 

use, I think you need to issue the tentative 

revised safety assessment, and but it has to 

actually be revised.  From what I'm hearing, you 

consider that the available data are insufficient 

for the use of one of the ingredients in a lipstick 

as reported. 

DR. SNYDER:  Correct. 

DR. ANDERSEN:  And I think you should 

just say that.  So, the ingredients would remain 

safe in the present practices of use and 

concentration except that whichever ingredient 

it was is considered insufficient for use in 

lipstick products and you would go on to explain 

in the discussion, you would explain that one 

clear issue is you have no idea of the use 

concentration in lipsticks, and if used, if truly 



used in lipsticks, you would like that 

concentration or if, in fact, the reported use of 

lipsticks is an error, then that would resolve the 

issue, as well.  So, that would focus the 

attention on what's needed to resolve the 

question, which is what I'd want to do. 

DR. BERGFELD:  Or you could put a limit 

with the data you have.  A limit on 

concentration.  If you don't have data support, 

14 percent, what do you have to support what 

concentration? 

DR. SNYDER:  Well, the issue is we 

don't know what percent it's used at.  So -- 

DR. BERGFELD:  Well, I know that, 

but -- 

DR. SNYDER:  Oh, you're saying -- 

DR. BERGFELD:  Is there a percentage 

that somewhere in the data is acceptable -- 

DR. SNYDER:  Well, I think the lipstick 

application would be unique in that it would be 

resolved in oral exposure.  And, so, that's a 

little bit different.  So, I don't think we 

could --  

DR. BERGFELD:  Okay. 



DR. SNYDER:  That's my team expert 

input on that. 

DR. BERGFELD:  Halyna? 

DR. BRESLAWEE:  Yes, I'm assuming 

we're talking about issuing a revised tentative 

report. 

DR. BERGFELD:  Yes. 

DR. SNYDER:  For public comment. 

DR. MARKS:  Was it a specific 

ingredient, Paul, or was it -- 

DR. SNYDER:  Yes, it's methyl glucose 

sesquistearate. 

DR. MARKS:  Okay.  Ron, Tom -- 

SPEAKER:  I don't have a problem. 

DR. MARKS:  No, I think, obviously, we 

need to be safe, and, so, I'll withdraw my motion, 

and, Paul, if you want to put forth a motion, I 

think the insufficient data for that specific 

ingredient and that specific use is a reasonable 

way to proceed and either we get the data and feel 

reassured or we don't.  And then we would move 

forward with a final that these are safe with the 

exception of that one ingredient and that use. 

DR. SNYDER:  Okay, so, we would like to 



make the motion that the CIR Expert Panel 

concludes that the following cosmetic 

ingredients are safe in the present practices of 

use and concentration described in this safety 

assessment excluding the lipstick usage of methyl 

glucose sesquistearate.        

DR. BERGFELD:  Sesquistearate. 

DR. SNYDER:  Sesquistearate. 

DR. BERGFELD:  That's a motion.  Is 

there a second?  Second? 

DR. MARKS:  Second. 

DR. BERGFELD:  Any further discussion 

then?  Ron Hill? 

DR. HILL:  It's all been captured in 

the transcript, but I would again voice my strong 

objection to language in here that suggests that 

somehow a LogP of 6 and molecular weight of 750 

will preclude derma penetration.  In fact, those 

are in a range where it would allow for that.  

And, so, I don't have an objection to the final 

conclusion of safe given the nature of the 

compounds, but I strongly object to all that 

language that suggests that the safety is cast 

with those low molecular weight monoesters on 



lack of dermal penetration.  That's just not 

reasonable.  And, so -- 

DR. BERGFELD:  Are you making a 

suggestion then to add to this and change -- 

DR. HILL:  No, no, I'm not. 

DR. BERGFELD:  Okay. 

DR. SNYDER:  I think my thoughts have 

been captured, but I think that language needs to 

be toned down in the report in my humble opinion. 

DR. BERGFELD:  Well, any comment on 

that?  Dan? 

SPEAKER:  I don't know if I stated it 

correctly, but it should have been insufficient 

for lipstick. 

DR. BERGFELD:  Right.  We understood 

that. 

SPEAKER:  Yes. 

DR. BERGFELD:  Dan, any comment about 

Ron Hill's comments so we make sure -- 

DR. LIEBLER:  Is there a specific 

language that you're referring to, Ron, that you 

want to see changed? 

DR. HILL:  There's language like that 

in about three different places in the report and 



I will leave it up to the expertise of the panel 

in finalizing it for publication to at least pay 

some attention there. 

DR. BERGFELD:  Okay.  Any other 

discussion?  You have a point, Paul? 

DR. SNYDER:  We just had some editorial 

comments to the discussion -- 

DR. BERGFELD:  Okay. 

DR. SNYDER:  -- somewhat in light of 

that discussion, but it's not substantive, so 

just to make sure they look for it. 

DR. BERGFELD:  Okay, all right.  I'll 

call the question all those in favor then raise 

your hand to this motion. 

(Hands raised) 

DR. BERGFELD:  Thank you.  Approved 

unanimously.  All right. 

We're going to the next ingredient and 

I understand that Dr. Paul Snyder is going to be 

pinch hitting for Dr. Don Belsito today and it's 

alkyl esters. 

DR. SNYDER:  Okay, this is a draft 

final amended report.  In December 2012, we 

issued a tentative amended report stating that 



the ingredients were safe in a present practice 

of use in concentrations when formulated to be 

non-irritating.  We did receive some new data on 

these and one request from council regarding the 

exclusion of one ingredient and we think that that 

is reasonable to do.  So, based on that with 

removal of the one ingredient, we would like to 

make the motion that the alkyl esters are safe in 

the present practices of use and concentration 

when formulated to be non-irritating. 

DR. BERGFELD:  Motion second? 

DR. MARKS:  Second. 

DR. BERGFELD:  Any discussion? 

SPEAKER:  And the ingredient is 

isopropyl sorbate. 

DR. BERGFELD:  The ingredient is 

isopropyl sorbate that is being excluded.  And 

that's agreeable to all, yes?  All right. 

Halyna? 

DR. BRESLAWEE:  For the record, I'd 

like to state that our objection to including the 

ingredient was that it was alone among the group 

that had preservation or as a preservative as its 

use and the chemical structure of it included two 



double bonds, which was also unusual.  So, we did 

not feel it belonged with this grouping. 

DR. BERGFELD:  Thank you.  Yes, that 

we did all that.  I forgot if we called the 

question.  Did we call the question?  All those 

in favor of this motion? 

(Hands raised) 

DR. BERGFELD:  Thank you, it's 

approved unanimously. 

Then moving on to the third ingredient, 

Dr. Marks, alkyl ethylhexanoates. 

DR. MARKS:  The panel in December 

issued a draft final amended report on these 

ingredients, the alkyl ethylhexanoates with a 

conclusion safe in the present practices of use 

and concentration when formulated to be 

non-irritating.  Our team felt we could move 

forward with that safe conclusion as long as 

non-irritating and I make a motion to that effect, 

to issue a final report with that conclusion. 

DR. BERGFELD:  Okay.  A second.  Any 

other discussion regarding this document or the 

conclusion? 

Yes, Ron Hill? 



DR. HILL:  Yes, I just noted in a reread 

really early this morning that some of the 

solidity that comes from the read across in the 

alkyl esters, there isn't always language that 

captures that we are making that read across and 

I'm not sure how that works because of the fact 

that these are being piped through 

simultaneously, but I think there are places 

where a reference needs to be added.  I'm 

confident the writer will know exactly what's 

needed and I've made a few notes to make it clear 

that we're not just depending on results from that 

one particular ingredient, but, in fact, the read 

across from this whole category in cases of these 

add-ons in that category and that isn't always 

crystal-clear in the report. 

DR. BERGFELD:  Thank you.  Any other 

comments at this time?  Dan? 

DR. LIEBLER:  This is something that 

came up in the second paragraph, the discussion.  

Curt made a notation.  Unfortunately, Curt had to 

run out yesterday for his other event, but I just 

wanted to follow-up on and make sure that this is 

okay with the rest of the panel. 



And the discussion in the second 

paragraph, the reference was to the mechanism of 

development toxicity in developing embryo and the 

original language referred to maternal liver 

toxicity and I think Curt's point is essentially 

that it wasn't really maternal liver toxicity, 

it's maternal induction of metal thiamine in the 

liver, which isn't really toxicity per se, but 

that makes zinc less available in the developing 

embryo.  So, we've added some language to correct 

that and but since it's somewhere between an 

editorial change and an interpretation of the 

science, I just wanted to bring it up in front of 

the panel. 

DR. BERGFELD:  Thank you.  Anything 

else?  Ron Hill? 

DR. HILL:  Yes, I just had a small 

editorial modification to the language 

describing the toxicokinetics to make sure the 

reader would understand the basis by which those 

levels would be kept low. 

DR. BERGFELD:  Okay. 

DR. HILL:  The way it was written was 

not -- pharmacokinetic toxicokinetically quite 



correct.  I mean, close, but -- 

DR. BERGFELD:  Okay, anything else 

before we call for the vote? 

(No response) 

DR. BERGFELD:  All this in favor please 

indicate by raising your hand. 

(Hands raised) 

DR. BERGFELD:  Thank you, unanimous.  

Then moving on to the fourth ingredient, which is 

talc, and Dr. Snyder? 

DR. SNYDER:  Thank you.  In the 

December meeting, we issued a tentative safety 

assessment with a safe as used conclusion.  

Although at that time, the panel requested 

additional information on antithetical methods 

used to ensure that talc is free of asbestiform 

fibers as well as any impurity levels in talc and 

we did receive data that our team felt meet those 

needs and I'd like to make the motion that we issue 

a final conclusion that talc is safe in a present 

practice of use and concentration described in 

the safety assessment. 

DR. BERGFELD:  Second or comment? 

DR. MARKS:  Second. 



DR. BERGFELD:  Any comments regarding 

talc?  Paul? 

DR. SNYDER:  I'll let Dan speak.  He 

has beefed up the analytical methods.  He wasn't 

happy with the methods that were described in the 

report and talked about some additional language 

that could be used to ensure that the methods are 

appropriate. 

DR. LIEBLER:  Sure, at the time this 

version of the report was written, we had not 

received response from industry on the analytical 

methods, that it'd come in wave two.  There was 

a good description of the CTFA protocol that uses 

two analytical methods to establish that talc is 

essentially free of asbestiform fibers.  So, 

there were necessarily then some major edits to 

the discussion because the discussion had pointed 

out the need for this information. 

So, the major edits are on page 24 of 

the report, the first paragraph.  So, it's 

basically the third paragraph of the discussion 

that outlines our request and our failure to the 

get the information.  That all gets deleted and 

then I've added some material to the prior 



paragraph just to explain the strength of the 

supporting information that was provided to us, 

and then that essentially dealt with all the 

concerns. 

DR. BERGFELD:  Any other comments? 

DR. HILL:  I'd make two editorial -- 

DR. BERGFELD:  Ron? 

DR. HILL:  -- changes to the chemistry 

parts of it, just clean up. 

DR. BERGFELD:  Jay, did you have 

something or Halyna? 

DR. BRESLAWEE:  Yes, we do.  In the 

discussion of the FDA study, we would request the 

last sentence be revised to state "Although it was 

indicated by FDA that the results were limited," 

and this is the addition, "industry 

representatives stated that the vast majority of 

the U.S.  Cosmetic market was represented by the 

27 bulk talc product samples submitted."  It's an 

industry statement. 

FDA LIAISON:  Well, I would you put it 

someplace else and not as part of the FDA because 

including it at the end of that statement, it 

implies that it's something the FDA would agree 



with, and since we had only a limited response 

from industry to our request for information, I 

think that it implies that we agree with the 

statement, so, I would suggest making it 

separate. 

DR. BRESLAWEE:  I understand that. I 

have no problem with it.  Our intention was to 

make it absolutely clear that this was an industry 

statement, but because it refers to the FDA study, 

that's why it was at the very end of that 

paragraph.  If you'd like to make that a separate 

sentence of separate paragraph following that, 

that would be okay.  Our point is to say that the 

industry believes that a large percentage of the 

talc produced was covered.  Not that the FDA 

agrees, but that's the industry's position. 

FDA LIAISON:  I would suggest either 

making it a separate sentence or a separate 

paragraph. 

DR. BRESLAWEE:  That's fine with us. 

DR. BERGFELD:  Thank you, Halyna.  Any 

other comments before we call for the vote? (No 

response) Then all those in favor of this motion, 

please raise your hand. 



(Hands raised) 

DR. BERGFELD:  Yes, unanimous again 

with all those additional comments to be added. 

Then moving on to botanical hypericum 

perforatum, and Dr. Marks presenting. 

DR. MARKS:  In December, the panel 

issued a tentative amended safety assessment for 

hypericum perforatum a.k.a. St. John's wort with 

a conclusion of safe.  We move that a final 

amended report be issued with that conclusion, 

safe as used. 

Now, move on to a little bit of 

discussion. 

DR. BERGFELD:  Okay. 

DR. MARKS:  There was concern raised 

that there perhaps could be components of these 

botanicals that in the individual ingredient are 

botanical, it would be they wouldn't rise to a 

level of being toxic, but if you added a number 

of botanicals together, perhaps there could be 

toxicity. 

So, our team suggested that a 

boilerplate be devised which would address that.  

In fact, the discussion was around the issue of 



well, we've known this with other ingredients, 

also; they have potential toxic effects, and 

perhaps if you added multiple ingredients 

together, it could rise to a level that caused 

some toxicity. 

So, we would not delay the issuing of 

the final amended report for this boilerplate, 

but work on it for the future.  And specifically 

in this, just as an example, hypericin causes 

phototoxicity and kersatin causes liver toxicity 

and perhaps if you added it with other botanicals, 

the level might become significant. 

So, longwinded discussion, the motion 

stands to move forward with a final amended report 

with safe for this ingredient. 

DR. BERGFELD:  Paul or a second? 

SPEAKER:  No second. 

DR. BERGFELD:  No second.  

Discussion, Paul? 

DR. SNYDER:  Yes, so, we raised the 

exact same concerns.  Our philosophy towards 

this report was to table the report until we could 

determine how that was going to be handled with 

complex mixtures of multiple botanicals.  We 



felt that this particular ingredient, having the 

two impurities that you talked about and having 

them be at fairly high levels and we know that many 

other botanicals, particularly kersatin, are 

within other botanicals and when you start 

accumulating these and getting these added up, we 

just wanted to make sure that we sent a loud and 

clear message to the formulators that when they 

start to combine these, that they need to take 

under serious consideration and we weren't 

comfortable just issuing a final report without 

a little bit stronger language. 

We tried to modify some of the language 

in the current discussion, but Don wasn't 

comfortable that that was going to be a message 

received.  And, so, we wanted to propose to table 

it, have the writers and Alan's staff visit this 

and come to us with some kind of resolution that 

we then could move forward or we didn't see any 

issues with individual ingredients, it was just 

that when we start to -- knowing that many of these 

are in complex mixtures containing multiple 

botanicals, we were concerned. 

DR. BERGFELD:  Well, a motion to table 



precedes an original motion which was not 

seconded. 

Is there a second to table? 

DR. MARKS:  Well, team members, one of 

the discussants we had was how long was it going 

to take to get this boilerplate?  So, we didn't 

want it to delay indefinitely awaiting a 

boilerplate.  But any rate, obviously, if it's 

done with some urgency, certainly tabling is a 

reasonable alternative than moving forward with 

a final. 

Team members? (No response) So, I'll 

withdraw my motion. 

DR. BERGFELD:  And you're seconding 

the table? 

DR. MARKS:  Second the table to 

address -- 

DR. BERGFELD:  All those in favor of 

the table, please indicate by raising your hands. 

(Hands raised) 

DR. BERGFELD:  Oh, unanimous.  Okay, 

it's tabled for the boilerplate. 

All right, moving ahead to the next 

item, on the polymers, Dr. Paul Snyder 



presenting. 

DR. SNYDER:  So, in December, we issued 

a tentative report that the modified 

terephthalate polymers identified in this report 

were safe in the present practice of use and 

concentration.   We would like to move that 

forward with the conclusion.  That's the 

following ingredients; the six polymers in this 

safety assessment are safe in the present 

practice of use and concentration.  Is a motion. 

DR. BERGFELD:  Motion.  Second? 

DR. MARKS:  Second. 

DR. BERGFELD:  Any other discussion? 

DR. MARKS:  Yes.  Well, go ahead, 

Paul. 

DR. BERGFELD:  Go ahead, Paul. 

DR. MARKS:  You made the motion, so, 

you should get the first crack at it. 

DR. SNYDER:  Well, we had a lot of 

discussion about the two issues related to the 

phthalate and the estrogen, the release of 

phthalates from these products and the estrogen 

activity, and having discussed that, we were 

going to propose to remove a significant portion 



of the text in the body of the document and then 

precipitate changes in the summary and discussion 

and it would also result in elimination of tables 

three and four, which are tables that elaborately 

discuss the studies related to the release of 

phthalates mostly associated with plastic 

bottles and then also with the estrogen activity  

And we thought that neither one of those were all 

that relevant to this safety assessment and we 

have drafted language that we think capture the 

essence of that, that that's not an issue in 

these, but the presence of so much of that data 

within the report was a little bit too much 

because we don't really feel that it's all that 

much of an issue in the cosmetic application. 

DR. BERGFELD:  Any other comments? 

DR. MARKS:  Yes, that's obviously fine 

and that's editorial comments.  I don't think we 

have to change our motion. 

Jay, do you want to comment about there 

was concern about the physical harm that these 

particles could cause and Jay had a number of 

editorial comments specifically since a fair 

amount of the report where it's relevant to one 



letter without data particularly. 

DR. ANSELL:  We had also made editorial 

changes, recommended editorial changes. 

DR. MARKS:  Okay. 

DR. LIEBLER:  So, I guess our 

suggestion is that essentially all of that be 

removed. 

DR. MARKS:  And our team concurred with 

that, essentially acknowledging the letter, but 

that's about it. 

Does that capture it, Jay? 

DR. ANSELL:  That captures it exactly.  

The only thing we believe is substantially 

correct is that such a letter exists.  That the 

content, all the data suggested by the content is 

contradicted by the actual data within the 

report. 

DR. BERGFELD:  Any other discussant 

points that need to be highlighted at this point?  

Paul? 

DR. SNYDER:  So, would you leave the 

statement, the last paragraph of the summary, or 

would you reduce that or take that out completely?  

I mean, I think there is some utility to 



referencing that we're aware of this idea that 

there may be something could be happening, but 

then we talk about it from a standpoint there are 

no case studies in the literature, there's not 

been FDA recall.  So, are you saying just strike 

everything? 

DR. MARKS:  Correct.  And it'd be 

reduced to acknowledging that the letter exists. 

DR. ANSELL:  Right, so, we would keep 

the sentence which currently appears in the 

discussion, panel book 11, unknown PDF page or doc 

page that the panel addressed the concern 

regarding ocular irritation.  Use of studies do 

not enter the eye under normal conditions.  The 

data combined with the lack of case reports and 

the ongoing FDA regulatory actions that to the 

panel, that ocular injury is not an issue.  I'd 

suggest to the panel that ocular injury is not 

likely.  So, we would just keep that sentence, 

but all of the discourse through the data sections 

would be removed. 

DR. LIEBLER:  So, in the introduction, 

there are two places that this is an issue.  One's 

in the introduction and one is right before the 



summary, which is PDF page 11, panel book page 9.  

The section entitled "Polyethylene Terephthalate 

is Glitter."  So, we agreed that that whole 

section there, "Polyethylene Terephthalate is 

Glitter" should be deleted. 

At the top of the next page, the last 

little paragraph before the summary, there's a 

statement:  "The American Academy of 

Ophthalmology states that glitter eye makeup is 

a common cause of corneal irritation," caused 

redness.  "Glitter gets between contact lenses," 

blah, blah, blah. 

That's actually not a glitter-specific 

notation, but it's a particle issue.  We felt 

that that three-sentence paragraph could be moved 

to the end of the introduction where the anecdotal 

letter and discussion was originally, but delete 

that part of the introduction, as Jay suggests, 

and just put this little piece there.  That 

actually introduces the issue of any particulate 

and there are data to address that and then we have 

the short paragraph in the discussion that Jay 

just mentioned.  I think that deals with it. 

DR. BRESLAWEE:  Right, but we would 



request the accurate quote -- 

DR. LIEBLER:  Correct. 

DR. BRESLAWEE:  -- from the American 

Academy of Ophthalmology to include. 

DR. LIEBLER:  Right. 

DR. ANSELL:  I would strike the 

sentence, the current sentence in the 

introduction, too. 

DR. BERGFELD:  All right, Jay, do you 

want to make that comment to all of us or is that 

just internal comment? 

DR. ANSELL:  We just wanted to note 

that so, just for clarity, that the existing 

sentence in the introduction would be struck. 

DR. BERGFELD:  Okay.  Paul? 

DR. SNYDER:  Yes, to that point, we 

deleted the last two paragraphs of the 

introduction about the estrogenic activity and 

the unique issue related to the proposed glitter. 

DR. BERGFELD:  Any comments from 

Marks' team?  No.  Oh, Jim, Dan? 

DR. MARKS:  I think we vote or did we 

vote? 

DR. BERGFELD:  No, we didn't vote yet.  



We're going to move ahead with the vote. 

DR. MARKS:  Yes. 

DR. BERGFELD:  All those in favor then 

and accepting this motion and the amendments to 

it? 

(Hands raised) 

DR. BERGFELD:  Unanimous.  All right.  

Moving again to next item, ingredient, nylon.  

Dr. Marks? 

DR. MARKS:  At the December meeting of 

last year, the panel issued a tentative safety 

assessment on nylon ingredients with a conclusion 

that they're safe in the present practice of use 

and concentration.  I move we issue a final 

report with a safe conclusion. 

DR. BERGFELD:  Is there a second?  

Second.  Any discussion?  Oh, Ron Shank, did you 

have discussion? 

DR. SHANK:  No. 

DR. BERGFELD:  No, all right.  Seeing 

none, I'll call for the vote then.  All those in 

favor of moving ahead with the motion of approval. 

(Hands raised) 

DR. BERGFELD:  Unanimous.  Thank you.  



Then Dr. Snyder has the next item, is the 

hydroxyindole group. 

DR. SNYDER:  So, in December 2012, we 

issued a tentative report with the conclusion 

that the nylon ingredients are safe in the present 

practice of use and concentration in cosmetics.  

We did receive some additional data, a human 

sensitization study at 19.5 percent, which was 

negative, and we would like to make the conclusion 

that these nylon ingredients are safe in the 

present practices of use and concentration in 

cosmetics. 

DR. BERGFELD:  Thank you, a motion.  A 

second? 

DR. MARKS:  Is that 6-hydroxy?  You 

meant 6- hydroxy? 

DR. SNYDER:  Correct. 

DR. MARKS:  Second. 

DR. BERGFELD:  Any other discussion? 

DR. SNYDER:  Just a second. 

DR. BERGFELD:  Wait a minute, are you 

sure that's the one you were looking at? 

DR. SNYDER:  I'm sorry, I misspoke 

there.  I meant 6-hydroxyindole. 



DR. MARKS:  Oh. 

DR. SNYDER:  Let me restate that.  I 

was on the -- 

DR. BERGFELD:  Okay. 

DR. SNYDER:  This computer thing, 

trying to keep up.  My computer's slow and I 

apologize. 

DR. BERGFELD:  We're all having the 

same problem. 

DR. SNYDER:  Strike the reference to 

nylon. 

DR. MARKS:  We agree with the motion 

safe in nylon.  (Laughter) 

DR. SNYDER:  In December meeting, we 

issued a tentative safety report with the 

conclusion safe as used for 6-hydroxyindole in 

cosmetics and we made a few editorial changes, but 

we would like to issue a final with a safe as used 

for 6-hydroxyindole. 

DR. BERGFELD:  Thank you. 

DR. MARKS:  Paul, we know what you were 

doing.  You were seeing whether we're playing 

computer games or listening to you.  (Laughter)  

We second that motion. 



DR. BERGFELD:  Thank you. 

DR. SNYDER:  I'm not of the generation 

yet -- 

DR. BERGFELD:  We have a second second. 

DR. SNYDER:  -- that can multitask, so. 

(Laughter) 

DR. BERGFELD:  Okay, all right.  Any 

other discussion? 

(No response) 

DR. BERGFELD:  Seeing none, I'll call 

for the vote.  All those in favor, please 

indicate by raising your hand. 

(Hands raised) 

DR. BERGFELD:  Unanimous, thank you.  

Now, we move to the next section, the reports that 

Dan moved to the next level.  Dr. Marks is going 

to present on animal and plant amino acids in 

hydrolyzed proteins. 

DR. MARKS:  So, in December, the expert 

panel combined the hydrolyzed proteins and the 

source amino acid reports and issued an 

insufficient data announcement on the safety of 

this newly-named plant and animal-derived 

hydrolyzed proteins amino acid ingredients.  The 



data that the panel wanted to see was more on 

method and manufacturing and more on composition 

and characterization. 

Actually, our team at that meeting felt 

that we did have enough data on that, but our 

motion today is that we split these two 

ingredients again and that we issue a draft 

tentative report with safe for the animal and 

plant amino acids and if we table the hydrolyzed 

proteins because of the concern the reports of 

type one or immediate hypersensitivity reactions 

specifically to wheat proteins, but we wanted to 

look into that whole issue in more depth and we 

did not feel the method of manufacturing and the 

composition of the amino acids would delay 

issuing a safe report. 

So, the motion is to split these, to 

issue the animal and plant amino acids with a 

conclusion as a tentative safe report and to table 

the hydrolyzed proteins until we get more data. 

SPEAKER:  Second. 

DR. BERGFELD:  A second, all right.  

The motion's been made and seconded. 

How about some comments?  Paul? 



DR. SNYDER:  So, we had a similar 

discussion with a slightly different outcomes.  

So, we thought that we maybe had erred in how we 

combined the ingredients previously, and, so, we 

proposed to table and to modify the grouping and 

limit to the parent ingredient. 

And, so, we thought first we would try 

to have the writers draft a document focusing on 

wheat as the parent ingredient, followed by soy, 

followed by silk.  Those are the three highest 

uses, and then the last would be a document 

containing the source amino acids.  We felt that 

that grouping might allow us to most efficiently 

move through the entire group with safety, using 

the parent compound and also basing it on the 

number of uses in cosmetics. 

DR. BERGFELD:  For clarification, 

you're going to continue to have one document or 

you're thinking two? 

DR. SNYDER:  I think it would likely 

end up being four documents. 

DR. BERGFELD:  Four documents. 

DR. SNYDER:  Is that your 

understanding from the discussion yesterday?  



Alan, is that your understanding from yesterday? 

DR. ANDERSEN:  Yes, I think as I heard 

it, although I still put the amino acids first in 

my thinking, but then the argument was made that 

the focus for the look at the hydrolyzed protein 

ought to be on the particular source, wheat being 

a huge usage, soy being a huge usage, and I forget 

what the third one was. 

DR. GILL:  Silk. 

DR. BERGFELD:  Silk. 

SPEAKER:  Silk. 

DR. ANDERSEN:  Silk.  So, the focus 

would be on wheat, soy, and silk as three separate 

reports.  Amino acids would be the fourth.  I 

understand that pattern.  I'm still not sure that 

we couldn't now move forward with the amino acids. 

SPEAKER:  Yes. 

DR. ANDERSEN:  Because it's 

essentially ready to take that next step.  But I 

get it that some more work needs to be done on the 

hydrolyzed proteins part. 

DR. BERGFELD:  Dan? 

DR. LIEBLER:  So, we spent a lot more 

of our time yesterday talking about the proteins 



and the hydrolyzed proteins and we kind of didn't 

really focus on the amino acids, but I think it 

seems pretty straightforward to spin out the 

amino acid part and deal with those because I 

don't think we have real issues there. 

So, that report could move right to the 

front of the queue and then the suggestion that 

we had was focusing on source-specific proteins 

and possibly the hydrolyzed components thereof 

for wheat and silk and soy. 

DR. BERGFELD:  So, with a minor 

amendment to Jim's motion, this could move 

forward, and that is the -- 

DR. LIEBLER:  Right. 

DR. MARKS:  And I think actually -- 

DR. BERGFELD:  You think it would be -- 

DR. MARKS:  -- if you would approve 

moving forward -- 

DR. SHANK:  Second. 

DR. BERGFELD:  Second. 

DR. MARKS:  -- forward the amino acids 

table -- 

SPEAKER:  Yes. 

DR. MARKS:  The hydrolyzed proteins, 



and then we'll deal with whether we group them 

together and perhaps have an un-safer part of it 

or have three different individual groups.  I 

mean, the trend, obviously, has been to try if 

you're going to talk about hydrolyzed proteins 

that do it as one whole group, but, perhaps, these 

ingredients wouldn't lend it, although we've 

dealt before with a particular ingredient in a 

group and carve that out and either say 

insufficient or unsafe or whatever. 

So, I think the motion is in the line 

other than moving forward with amino acids with 

a safe and if you feel that's fine, then I guess 

you can second the motion. 

DR. BERGFELD:  Well, no, it -- 

DR. MARKS:  Or I should say support it. 

DR. BERGFELD:  It was seconded. 

DR. MARKS:  It was seconded by Ron 

Shank here.  So, Ron's pushing it. 

DR. BERGFELD:  And Ron Hill wants to 

make a statement. 

DR. HILL:  Yes, there is in my mind 

still an unresolved piece with the amino acids and 

it was part of the rationale for combining them 



with the hydrolyzed proteins in the first place, 

which is there's at least suggestion from the 

relatively limited method of manufacture 

information that we have that in some cases these 

amino acids are produced by enzymatic methodology 

as opposed to exhaustive chemical hydrolysis.  

And, so, I still don't see that we have 

information that assures that we're down to 

individual amino acids and there aren't small 

peptides in there as impurities even at 

significant levels.  And I would still like 

information to the extent because at least 

hypothetically, there's the possibility for 

sensitization if there were residual small 

peptides.  I mean, it's a modest possibility 

because we would expect dermal penetration to be 

small, but it's depending on exposure to, for 

example, mucus membranes or inhalation or this 

sort of issue.  It's not totally put to bed in my 

mind. 

And, so, that was part of the rationale, 

okay, amino acids are produced by enzymatic 

methods; in some cases, small peptides are 

produced by enzymatic methods in some cases.  



That was in my mind part of the rationale for 

lumping them up.  I'm not that everybody else was 

on that page.  So, I agree we should separate it 

out.  In general, I think we have most of what we 

need to conclude safe, but I'm not quite there 

yet. 

DR. BERGFELD:  Dan? 

DR. LIEBLER:  Yes, so, I think that's 

very reasonable and it just means that the method 

of manufacture has to be sufficiently detailed as 

well as the analytical methods apply to 

characterize the products. 

DR. BERGFELD:  So, what I hear is is 

that the amino acids may not be able to go forward 

without that information or they go forward with 

an insufficient with that. 

Alan? 

DR. ANDERSEN:  Well, I think the 

message from the panel in terms of the safety of 

these, as we had originally defined it, source 

amino acids, is that you're okay with their safety 

if they are, in fact, amino acids, and there's no 

reason we can't state in the discussion that that 

is the panel's expectation and note the concern 



that methods of manufacture are an issue and 

enzymatic degradation, if used, should not result 

in residual di-tripeptides and reiterate the 

panel's expectation is that these will be chopped 

all the way down to individual amino acids. 

DR. BERGFELD:  Would that be 

acceptable? 

DR. SNYDER:  Yes. 

DR. ANDERSEN:  Yes. 

DR. BERGFELD:  All right, so, we have 

a motion to proceed with Jim Marks' motion. 

Will you restate it, please? 

DR. MARKS:  That we move forward with 

a tentative draft report for the animal and plant 

amino acids with a conclusion of safe and the 

caveat dealing with the issue of individual amino 

acids, that what we expect in a final ingredient 

and that we table the hydrolyzed proteins for 

another time and another place and deal with the 

issues of whether or not we will have separate 

reports for these proteins or perhaps combine it 

and deal with a type one hypersensitivity 

reactions. 

DR. BERGFELD:  Any other discussion?  



I'll call for the question. 

(No response) 

DR. BERGFELD:  All those in favor 

please indicate by raising your hands. 

(Hands raised) 

DR. BERGFELD:  Unanimous.  Thank you, 

that was an excellent discussion. 

Going on to the next item, Dr. Snyder, 

the war on nitrides.  

DR. SNYDER:  Yes, so, this is the first 

time that we've seen a document on boron nitride.  

This was based upon a scientific literature 

review that was instituted in November of 2012.  

After reviewing the data, our team was suggesting 

to move to a tentative report of insufficient 

based upon a no sensitization or irritation data 

at concentration of use.  We have it at 18.7 

percent with out of 25 percent.  We have one 

lipstick use in which we have no absorption data, 

and, so, we wanted to make the motion to proceed 

to a tentative report insufficient of needs that 

I listed. 

DR. BERGFELD:  Any second or a 

discussion? 



DR. MARKS:  We didn't have the same 

concern, so, we felt we could move on with a safe.  

It wasn't concern with the sensitization yet, 

it's a little bit less than a 25 percent, but it's 

not absorbed. 

DR. SNYDER:  Not our area of expertise.  

Don was uncomfortable with it even at 18.7 percent 

and he indicated that it was a relatively small 

cohort, only 55 subjects, and it is used up to 25 

percent.  And, so, based upon his input, we 

thought we could go either way; either say it's 

safe up to 18.7 percent based upon we only have 

data for sensitization up to 18.7 percent or to 

go insufficient as relatively early stage of the 

report.  I mean, we could glean additional data 

on sensitization. 

DR. BERGFELD:  Ron Shank? 

DR. SHANK:  But this is an insoluble 

polymer.  This is not likely to penetrate the 

stratum corneum.  So, we didn't think 

sensitization at any concentration was an issue. 

DR. BERGFELD:  Ron Hill? 

DR. HILL:  Yes, I mean, the closest 

analogy is graphite.  So, unless we believed that 



there was something somehow absorbed in this that 

would leach out in such a way as to cause 

sensitization, I just don't see an issue.  If it 

was we only had studies at 0.5 percent and we're 

talking 50 percent, that would concern me a bit 

more.. 

DR. BERGFELD:  Dan? 

DR. LIEBLER:  Well, I certainly agree 

that these very large molecules will not be 

absorbed and I don't know where that leaves us 

with sensitization and irritation, frankly. 

DR. BERGFELD:  Nowhere. 

DR. MARKS:  I hear Don's concern.  

Perhaps, can we move it forward and we still have 

another before it would become final?  This could 

be sent out as a tentative and if Don continues 

to raise that issue, we could address it at the 

next time we evaluate this ingredient and perhaps 

we would have some more information by then since 

we've alerted industry to this concern that Don 

has, although our team, again, we would still move 

forward with safe. 

There was a second -- 

DR. BERGFELD:  Oh, excuse me. 



DR. MARKS:  Yes. 

DR. BERGFELD:  There was not a second 

to the motion. 

DR. MARKS:  Yes. 

DR. BERGFELD:  A second concern -- 

DR. SNYDER:  No, I did mention the 

lipstick use. 

DR. MARKS:  Right. 

DR. SNYDER:  But it was only at 2 

percent, and if absorption's not an issue -- 

DR. MARKS:  Right.  Okay. 

DR. SNYDER:  So, if we're going to go 

insufficient, we were going to bring both to the 

table. 

DR. MARKS:  Okay. 

DR. SNYDER:  Even though that was not 

a very high concern of ours.  And, so, I think 

we're agreeable to moving it forward to the next 

step as a safe as used. 

DR. BERGFELD:  And, so, you've 

seconded? 

DR. SNYDER:  Second. 

DR. BERGFELD:  All right, any other 

discussion? 



(No response) 

DR. BERGFELD:  Seeing none, I'll call 

for the vote.  All those in favor? 

(Hands raised) 

DR. BERGFELD:  Thank you, unanimous.  

So, moving on to the next ingredient, which is 

nitrocellulose, Dr. Marks? 

(Pause) 

DR. MARKS:  I'm pulling up electronic 

written before I move forward since we had some 

discussion on nitrocellulose and I want to be sure 

and capture our team's -- okay, so, this is the 

first time that we saw this draft report on a 

safety assessment of nitrocellulose, and then the 

title, "Collodion as Used in Cosmetics."  Our 

team felt that we could move forward with a safe 

conclusion.  A tentative report would be issued 

with a safe conclusion.  We wanted to have since 

it was quite a bit of discussion about collodion, 

we wanted collodion dropped from the title and 

just included in the ingredients.  I think that's 

perhaps editorial.  But at any rate, I would move 

that we move forward with a safe and issue a 

tentative report. 



DR. SNYDER:  Second. 

DR. BERGFELD:  Okay, any other 

discussion?  Ron Hill? 

DR. HILL:  I wanted to make sure -- I 

mean, we discussed this at some length yesterday 

that although it seemed consensus on this team and 

others in attendance except me that the 

production of nitrocellulose might occur by the 

same processes and that we were really looking at 

dissolve nitrocellulose in collodion, I wasn't 

convinced that that was the case and I was 

concerned that if that's not the case, I know of 

nitration methods that would perhaps produce it 

as a liquid such that the impurities could be 

different and we didn't have any method of 

manufacture or impurities that I felt we were in 

a situation where if collodion is not simply 

nitrocellulose produced as normal, by normal 

nitrocellulose methods, than collodion is 

disparate, that we were missing some information.  

But I acquiesced to the discussion, but it's still 

an issue in my mind if collodion is, in fact, 

different by virtue of the way it's produced. 

DR. MARKS:  Yes, the rest of our team 



felt we looked at collodion as nitrocellulose, 

Ron, as you said, just as diluted with ethanol and 

ether.  And, so, we look at it as an ingredient.  

We look at it as just diluted nitrocellulose; 

that's why we decided that perhaps it should come 

out of the title and just be put in in the 

discussion. 

DR. BERGFELD:  Alan? 

DR. ANDERSEN:  Yes, I think though, 

clearly, the question of whether collodion is 

closer to what's currently defined as a trade name 

mixture or a real ingredient, that concern and the 

method of manufacture can be flagged as something 

where additional information would be very 

valuable.  So, it would stimulate interested 

parties to provide that information that could 

make the issue go away. 

DR. BERGFELD:  Paul? 

DR. LIEBLER:  Yes, I mean, I agree with 

that approach and I think that Ron's concern isn't 

unfounded.  This falls into not so much as the 

realm of real chemical concern, but more 

appropriate due diligence for this panel for the 

composition and potential impurities of any of 



the compounds that we're considering. 

DR. BERGFELD:  Curt, any comment? 

DR. KLAASEN:  No comments. 

DR. BERGFELD:  Well, the motion's been 

made and seconded and we've heard the comments and 

the alert regarding the collodion.  I'll call for 

the question.  All those in favor then of moving 

forward and to approve all this ingredient? 

(Hands raised) 

DR. BERGFELD:  Thank you, unanimous.  

Okay, the next ingredient is Dr. Snyder, 

Palmitoyl Oligopeptides. 

DR. SNYDER:  Yes, the Palmitoyl 

Oligopeptide is a -- the document, the first time 

we've seen this, the document comprises of 45 

ingredients based upon a scientific literature 

research that was conducted in August of 2014.  

We had quite a lengthy discussion about this 

ingredient, also, and our team came to the 

conclusion that we wanted to make a motion to 

table this ingredient to identify the correct 

groupings and have the groupings be based upon the 

peptide, not based upon what the peptide is bound 

to.  We thought that would be a better way to look 



at these ingredients and maybe to bring other 

ingredients into the mix.  And, so, we would make 

a motion to table this ingredient. 

DR. MARKS:  Second. 

DR. BERGFELD:  Motion's been made and 

a second.  There's no comment on that.  All those 

in favor at the table? 

DR. MARKS:  Well -- 

DR. BERGFELD:  Well, you can comment 

afterwards. 

(Hands raised) 

DR. BERGFELD:  Okay, it's approved.  

To table and comments now. 

DR. MARKS:  Yes, our team discussed 

some needs.  Even though we tabled it, we wanted 

to alert interested parties that we were 

concerned about reproductive and developmental 

toxicity and we needed data on that.  And then we 

actually had a fairly robust discussion about the 

potential drug effects of these particularly 

increased angiogenesis from these compounds.  

So, again, we wanted to delve into the cellular 

activity of these compounds and get some more --  

DR. SLAGA:  No, the cellular effects 



and cell culture, that's where this data came from 

being stimulating angiogenesis and really the 

critical thing is does this occur in vivo? 

DR. BERGFELD:  Ron Shank? 

DR. SHANK:  Well, and also it has many 

biological activities and I questioned whether 

these were actually drugs and should be reviewed 

as cosmetic ingredients at all.  I think when 

there is a discussion, that has to be handled 

somehow.  And that's why we felt a need for 

reproductive and developmental toxicity data. 

DR. BERGFELD:  Paul? 

DR. SNYDER:  We would agree with that 

assessment. 

DR. BERGFELD:  All right, any other 

discussion points that need to be put on the table 

for the minutes? 

Dan? 

DR. LIEBLER:  One other point was just 

some clarification of the actual chemical 

composition of whichever of the Palmitoyl 

Oligopeptides are advanced for a consideration in 

the future.  Most of these appear to be made by 

solid phased peptide synthesis, which should 



produce defined sequences, mixtures are pretty 

high purity, but the table one indicates that 

they're semi-random mixtures. 

So, I mean, I suppose you could do a 

pooled approach to solid phase synthesis where 

you use a pool of amino acids for the first cycle, 

a pool for the second cycle.  I'm not sure what's 

done, so, that needs to be clarified and the 

naming conventions, well, there isn't any, but it 

is completely unsatisfactory for these, so, it's 

really hard to tell what we're reviewing. 

So, whether it's industry or whether 

it's the CIR staff or some interaction between 

those to come up with information to tell us 

exactly what it is that we're looking at.  It's 

important and it's particularly going to be 

important if we're considering any biological 

activities of these compounds because if they are 

specific to sequences, then, obviously, we need 

to know the sequences involved. 

DR. BERGFELD:  Ron Hill? 

DR. HILL:  Yes, in follow-up to that, 

it's very well-known that when you do peptide 

synthesis of any kind, be it solid phase or liquid 



phase, certain steps are more problematic and 

sometimes they don't go to 100 completion.  So, 

then what you have a fraction, however small, 

depending on how the analytical chemistry is done 

where there's a missing amino acid, and, so, then 

if it does on to the next step, suddenly, you've 

got a sequence that's different, it's shorter, 

and sometimes that can be 10 percent of the 

mixture and then that's typically handled at the 

end with purification. 

So, that's the kind of information that 

would be needed particularly when we're looking 

at biological activity and I was trying to do a 

search here because they tried to use -- I didn't 

know whether this came from staff or from industry 

or who, but they tried to use DEREK to justify lack 

of hits and I think that's an entirely 

inappropriate use of that program in this 

particular case, and, so, I wouldn't really buy 

that without a lot more detail. 

DR. SNYDER:  I'll throw one more piece 

on the pile here. 

DR. BERGFELD:  Okay. 

DR. SNYDER:  The only acceptable 



method for characterizing compounds like this 

these days is mass spectrometry. 

DR. BERGFELD:  Thank you.  All right, 

we'll move ahead then.  This has been tabled. 

Dr. Marks presenting on tromethamine. 

DR. MARKS:  This is the first time the 

panel has reviewed this ingredient.  It's a 

single ingredient, tromethamine, and there was 

the use of analogs in coming to the safety 

assessment, AEPD and AMPD aminomethyl 

propanediol, which the CIR had issued a safe 

conclusion back in 2009.  Our team felt we could 

move forward and issue a tentative draft report 

with a conclusion of safe and I make that motion 

safe. 

DR. BERGFELD:  Paul? 

DR. SNYDER:  Yes, again, Don really was 

concerned about sensitization.  We don't have 

sensitization on nitromethane methylamine.  

There was sensitization data for the AEPD analog, 

which was only up to I believe 1 percent, but we 

have concentration of use up to 4 percent for 

these and we also don't have impurities, and, so, 

we were proposing to go insufficient for 



sensitization data at concentration of use and 

impurities. 

We also discussed it was raised about 

bringing the two analogs actually into this 

report.  The AMPD has been reviewed and a report 

is published on that.  AEPD is in the dictionary, 

but it has not been reviewed.  And, so, we wanted 

to pursue or put on the table the potential to 

maybe bring all of the ingredients together into 

one report and then address the data needs and 

then I would take care of another ingredient 

that's out there that's in the dictionary that 

hasn't been reviewed. 

SPEAKER:  I like that. 

DR. HILL:  Well, our initial 

discussion yesterday was to wipe those other two 

ingredients out of the report as being not 

relevant, but actually in the part of the country 

where I now reside, we would call this 

crawfishing.  Because I made those strong 

statements yesterday, I would at least like to say 

that in my mind if we consider sensitization 

mechanisms as most likely involving the amino 

group if they were to occur that it at least adds 



to the weight of evidence. 

But I did make the statement that given 

the large number of uses with this, why don't we 

have it, and I think my comfort level is the fact 

that this molecule is used systemically and it has 

been used systemically for a long time, in fact 

parenteral dosage forms at relatively high 

levels.  I'm not 100 percent sure that includes 

any possibility of dermal sensitization, but we 

don't have any literature that suggests that 

would be a problem, nor are there really any case 

report.  But I still feel like maybe we ought to 

have it. 

In terms of mechanisms, because there 

is that systemic use and a lot of data for that 

that we don't have for the other two, the only 

drawback I see for bringing these other two in is 

I'm not sure that any data on tromethamine helps 

to support the safety of these other two in my mind 

because in terms of sensitivity mechanisms, I 

mean, I just looked with a group of students the 

other afternoon about the difference between 

certain people with certain genotypes and 

actually the molecular mechanism of action which 



has kind of now been revealed, why those people 

react to a back genotypes react to abacavir versus 

other people that don't at the very detailed 

molecular level. 

And, so, it's very subtle difference 

based on that genetic difference and coming up 

with mechanisms for sensitization that could 

apply in this particular case.  So, I'm not sure 

a read-across would be appropriate, although 

there's no evidence that suggests that any of the 

three are sensitizers.  So, I mean, combining 

them, don't combine them, I don't care, but I 

think we need data honestly. 

DR. BERGFELD:  Dan? 

DR. LIEBLER:  So, I thought these three 

compounds, actually, they belong together in a 

report.  I think they're actually good analogs of 

each other and I'm not sure what specifics you're 

referring to with abacavir, but that's another 

molecule entirely, so -- 

DR. HILL:  Well, but the point was -- 

DR. LIEBLER:  I mean, the -- 

DR. HILL:  Is what fits in the pocket 

of the complement presenting functionality, and 



there was just a very small variation in the 

pocket based on the amino acid difference.  And, 

so, the point is to get sensitization, you need 

haptic information, and I felt like in 

tromethamine, we actually have stearic 

shielding, is not the right -- but occlusion of 

the amino group that isn't there in the other two.  

So, on the one hand, ABD and AEPD are a little more 

lipophilic and you'd predict a little better 

dermal penetration, I guess. 

But I don't have a problem with lumping 

them; I'm just saying they need to be individually 

considered and I don't consider that read-across 

would be appropriate for sensitization on those 

three if you put them together and that was why 

I was arguing strongly at the beginning yesterday 

to take that data out as being irrelevant.  But 

then what I thought about it some more, I thought 

well, if it's coming, the amino group would be 

involved; then it at least would add to the weight 

of evidence. 

DR. LIEBLER:  Well, I think the 

inclusion of the three together makes sense and 

if we have further discussion of the potential for 



read-across or reinforcing use of data for these 

compounds, we'll enjoy that discussion next time. 

DR. MARKS:  I withdraw my motion, and, 

Paul, would you go ahead and restate your motion? 

DR. BERGFELD:  Before you -- 

DR. MARKS:  I guess the question is:  

Do we reopen?  If we're going to combine them, 

obviously, we're reopening AMPD since that was 

already concluded to be safe.  And I think our 

team supports moving forward as you did or 

proposed. 

DR. SNYDER:  So, I think rather than 

going insufficient, I propose Alan gives us his 

blessing that we would table this, we would reopen 

the one that's been reviewed, we would bring in 

the one that hasn't been reviewed but is in the 

dictionary, and then we would indicate to 

industry that we would like to have sensitization 

data at concentration of us and impurities. 

DR. BERGFELD:  And, so, you've made a 

motion to table.  There's no discussion, but is 

there a second?  

SPEAKER:  Second. 

DR. BERGFELD:  Then all those in favor 



of tabling? 

(Hands raised) 

DR. BERGFELD:  Okay, unanimous.  Now 

we'll have discussion.  Rachael is up and then 

Halyna. 

MS. WEINTRAUB:  I just wanted to 

mention that I raised the concern about the fact 

that an analog essentially was used for this 

ingredient and I thought there was insufficient 

rationale for that and I think when we use an 

analog, it's significant because so much of our 

work is based on providing data and evidence to 

support the safety of ingredients.  So, I think 

we need to use analogs wisely and only with 

sufficient rationale where it truly makes sense 

and I think that this tabling and looking back in 

the way that we are, I think is actually a good 

course to go because it will give us other 

opportunities to find more data to support these. 

DR. BERGFELD:  Thank you.  Halyna? 

DR. BRESLAWEC:  (off mic)  

DR. BERGFELD:  Okay.  All right.  So, 

we'll move forward then with those comments.  

We'll go to the re- reviews. 



And, Dr. Snyder, the HC orange. 

DR. MARKS:  Should we vote?  I think 

we -- 

DR. BERGFELD:  We voted for the table. 

DR. MARKS:  We did, okay. 

DR. BERGFELD:  We voted for the table. 

DR. MARKS:  Thank you. 

DR. BERGFELD:  That was first. 

DR. SNYDER:  So, this was a re-review 

of an ingredient, HC Orange No. 1.  In 1998, a CIR 

report was published with a safe up to 3 percent 

conclusion.  The new data suggests that the use 

has increased and the concentration has 

increased.  The highest concentration in 1998 

was 0.15 percent.  The new data suggests that 

it's now being used up to 0.55 percent, which is 

still well below the 3 percent and our team did 

not wish to reopen this, but we did want to make 

sure that if we do not reopen that the review 

summary captures our new philosophy of formulate 

to be non-sensitizing.  And nonirritating is 

regards to it wasn't included in the original 

report. 

DR. MARKS:  Second. 



DR. BERGFELD:  Second.  Any further 

discussion? 

(No response) 

DR. BERGFELD:  I have a comment.  Was 

there no nitrosating problem with this?  Did you 

want to make a comment to that?  Whether it exists 

or not. 

SPEAKER:  That's the other one.  

SPEAKER:  Yes, that's the -- 

SPEAKER:  That's the next one. 

DR. BERGFELD:  Oh, on yellow and 

orange? 

DR. LIEBLER:  That issue was raised 

with HC Yellow. 

DR. BERGFELD:  Oh, sorry, sorry. 

DR. LIEBLER:  Yellow and orange.  At 

this time of day, they're kind of similar.  

(Laughter) 

DR. BERGFELD:  No, I'm sorry.  Do not 

reopen.  Okay, all those in favor of do not 

reopen? 

(Hands raised) 

DR. BERGFELD:  Thank you, unanimous.  

Now HC Yellow.  Okay.  And that's Dr. Marks,  



excuse me. 

DR. MARKS:  So, this is a re-review of 

HC Yellow No. 4 as used in cosmetics.  In 1998, 

a safety assessment was published with a safe as 

used conclusion.  Our team felt that we did not 

need to reopen this. 

So, I'll make a motion to not reopen, 

however, we wanted a robust discussion and the 

re-reviewed document, one, addressing the 

nitrosation issue and any boilerplate in that.  

Two, addressing reproductive and developmental 

toxicity, which would require much higher doses 

than an individual would be exposed to in the use 

of this cosmetic ingredient, particularly since 

very little of it is absorbed.  And, three, the 

sensitization data that we have which supports 

it's safe from a sensitization point of view.  

So, the motion is not reopen. 

DR. SNYDER:  Second. 

DR. BERGFELD:  Any further comments 

that one would like to be added to this 

discussion? 

(No response) 

DR. BERGFELD:  Seeing none, call for 



the vote.  All of those in favor of not reopening? 

(Hands raised) 

DR. BERGFELD:  Now, moving on to Alan's 

presentation, re-review summaries. 

Alan? 

DR. ANDERSEN:  Okay, yesterday, the 

panel had the opportunity to review the re-review 

summaries from your decisions to not reopen three 

ingredients at the last meeting, 

2-amino-6-chloro-2-nitrophenol is rather a 

standard re-review process and the re-review 

summary was prepared accordingly.  Ditto for 

m-phenylenediamine, and m- phenylenediamine 

sulfate.  In both cases, there were little new 

data. 

But for the panel's re-review of 

dimethyl, diethyl, and diethyl phthalate and 

butyl benzyl phthalate, the re-review summary was 

written rather more extensively to focus in on the 

new data on phthalates and diabetes and airway 

inflammation and those were kept, I think, 

mercifully brief, but separately discussed.  So, 

I think we didn't receive any feedback that major 

changes that were going to be needed in those 



summaries.  So, as the panel sends back their 

electrons, we will look for editorial changes 

that have been suggested and make those 

accordingly. 

DR. BERGFELD:  So, there's no need to 

vote.  So, we'll just look at the editorial 

changes that are on your jump stick. 

All right, moving on to the next issue, 

are you going to take that up, the 

methylisothiazolinone?  Why don't you do that? 

DR. ANDERSEN:  Well, I can -- 

DR. BERGFELD:  Introduce it anyway. 

DR. ANDERSEN:  Yes, yesterday, each 

team considered new information to summarize a 

short version.  In Europe, testing has been done 

over the past several years of 

methylisothiazolinone alone and the findings 

have been a higher rate of positive responses than 

at least as Don Belsito looked at it were 

expected.  That may be reflective of the fact 

that when the safety assessment of 

methylisothiazolinone was done, there were about 

1,300 uses and the number of uses reported to FDA 

in 2013 VCRP data are up to 3 times that number.  



So, it's clearly uses have gone up. 

Don also provided in addition to 

studies from Europe the identification of 

methylisothiazolinone.  You notice I'm 

carefully avoiding calling it MIT so that Dr.  

Shank doesn't jump up and say that's a university 

in Massachusetts.  So, we'll stick with 

methylisothiazolinone. 

DR. SNYDER:  Thank you for that.  

(Laughter) 

DR. ANDERSEN:  The 

methylisothiazolinone has been named "Allergen 

of the Year" by the American Contact Dermatitis 

Society, which suggests that in the United 

States, testing is going to start happening with 

a vengeance.  Don in response to seeing the 

information developing in Europe had begun 

himself testing to methylisothiazolinone alone 

and found a lot more positive responses than he 

had expected, but he did note that the responses 

seemed to be very product-specific, which was an 

interesting piece of information.  Don provided 

data from two other patch testing machines, 

locations that had no dissimilar data. 



So, the question of whether the blanket 

panel's conclusion that methylisothiazolinone 

was safe for use in cosmetics up to 100 parts per 

million is suggested needs to be reexamined with 

all of the available new data with I think a 

particular focus on quantitative risk assessment 

that factors in specific product usage and 

concentrations is a function of product type.  

So, that was the information provided and it says 

"Belsito."  I think, Paul, I would appreciate a 

motion to reopen it so we can get this resolved. 

DR. SHANK:  Thank you for not making me 

pronounce MIT.  (Laughter) 

SPEAKER:  Thank you. 

SPEAKER:  MI. 

DR. SHANK:  We had a lengthy discussion 

about this.  It was nice to have Don reflect some 

of his personal experiences and things and some 

other issues that were brought up were there 

appears to be disagreement among dermatologists 

actually what concentration you test and he 

expressed that some results may be negative 

because some people are only testing at 200 parts 

per million, some are testing at 2,000 parts per 



million.  He himself is testing at 1,000 parts 

per million and they get a positive result 

relatively quickly, within 48 hours. 

A representative from DOW also made a 

comment to us and they indicated that they would 

be in favor of reopening and trying to better 

understand what the issues related to this 

ingredient.  And, so, our team would like to make 

the motion that we would reopen and re-review this 

ingredient. 

DR. BERGFELD:  Is there a second? 

SPEAKER:  Second. 

DR. BERGFELD:  Second.  Any further 

discussion?  Oh, that's right, you're -- 

DR. MARKS:  Just for the record, I 

reclused myself from evaluating this ingredient 

since in the past Rhom and Haas supported a number 

of meetings which were conducted in Hershey. 

DR. SNYDER:  But one last comment was 

it was shared with us that this ingredient 

functions as a preservative and as a number of 

preservatives have decreased over time, that 

we're probably going to see increased usage of 

preservatives, particularly this one.  And, so, 



this will only become probably a greater issue as 

it's used more and more. 

DR. BERGFELD:  Ron, did you have a 

comment? 

DR. HILL:  Who me? 

DR. BERGFELD:  No, no, Shank, sorry. 

DR. SHANK:  No, just that I agree.  It 

needs to be reopened for the sensitization issue. 

SPEAKER:  We'll need a vote. 

DR. BERGFELD:  Okay.  All right, we'll 

call for a vote to reopen.  All those in favor 

please indicate by raising your hands. 

(Hands raised.) 

DR. BERGFELD:  Thank you.  Now, the 

last item on our agenda, new data is going to be 

presented by Dr. Marks and hydroquinone and 

p-Hydroxyanisole ingredients. 

DR. MARKS:  Our team discussed at some 

length about hydroquinone, which previously had 

been found to be safe as used in a nail adhesive, 

as to other uses also in the conclusion and then 

also para hydroxyanisole, which the panel had 

come to the conclusion that it was not safe 

because of the depigmentation that occurs in 



animals and we couldn't determine a safe level for 

human use. 

So, the issue came up there was a memo 

from Alan related to Dr. David Steinberg's 

request that we reopen these two ingredients 

because of a new use, which is ultraviolet light 

cured nail polish and we came to the conclusion 

that both of these ingredients because of its new 

use should be reopened and relooked at. 

DR. SNYDER:  Reopen and combine? 

DR. MARKS:  Perhaps combine. 

DR. SNYDER:  Okay, second. 

DR. BERGFELD:  Second. 

DR. SNYDER:  And we thought we should 

reopen and combine initially and see how the 

document is crafted. 

DR. BERGFELD:  Any other discussion 

regarding reopening this ingredient? 

(No response) 

DR. BERGFELD:  Seeing none, I'll call 

for the question.  All those in favor indicate by 

raising your hand. 

(Hands raised) 

DR. BERGFELD:  Unanimous.  Well, 



we've come to the last of our ingredient reviews 

and we are looking forward to a meeting June 10 

and 11, which I'll remind you is Alan's last 

meeting with us.  We hope to have a lot of fun with 

you next time and I hope that you're going to be 

up to retirement. 

So, thank you very much.  We're 

adjourned.   

(Whereupon, at 10:02 a.m., the 

PROCEEDINGS were adjourned) 

*  *  *  *  * 
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