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To review new RPC-1101 water extraction data
prior to submitting a new petition.

Complete the RPC-1101 extraction study using the
other food simulating solvents,

Characterize the chemistry of the water extrzction
residue,

Review completed data wlth FDA,
Initiate extfaction studies with high pPESSuve
EVC1 latices a2nd review data with FDA,

Tha nzw dzta, shewing 20 to 90 times less RPC-1101
extracted by water than reported in our notr

withdrawn petition, puts us near the "noa-cuircatzlle”
.rarvze,  FDA advised completion of the extraction
study and chaiilezl chavacterization of thz wotor
extract prior {o our considzring any 9d-day

feeding studiecs. VYWe should then s22k an auzﬁsov
opinion froa thz Ve learnzd two important yo*nt

regarding expr*ﬂtlon date on uncealed pzper:

The FDA now dc¢fines the sample arez extrectced ag only
oneg side ol thz paper cpociman even thourh it is Y
thorcurhly soz<ed -~ this doubles our praoviously
reporved exiractelility figures;

Tne FDA no lon:-er
date on unconted p:
sufficicent.

f*ni“ "extraction to eguilivyiupm”
i .
ar -=- 24 hour, 120° F. data is
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. 3) PB-702 is FDA aéproved for dry food ¢
’ . regulation 121.2571. Y ontact under
R . - T —— Vi
4) Guidance on which latex .compositions to select for 7
extraction studies has been obtained, : Tz

v~ 5) Extraction studies made on coatings on 1 hebron
 will be acceptable. g nert substrates.

DETATLS:

A veek before the meeting we had sent Randolph the new .data showing
1.1 x 10" mg/in of RPC-1101 extracﬁed by water from paperboard
treated at 10 1b./ton and 4,3 x IO‘u mg/in from a 20 1b,/ton treated
board. Reductlion from the 90 x 1077 mg/in rcported in the original
petition resulted from several refinements in our papermaking and
extraction techniques as detailed in the attached table. This table

was not shown to the FDA because they did not question the validity
of the new data. o

Randolph began his comgentary by pointing out that our extraction
‘data in terms of mg/in“< were low by a factor of two. We had been
counting both sides of the paper sample as extracted area because

& the samples are entirely soaked through by the solvent; and

b the FDA at one time recommended counting both sides. Thelr
arrent view is that food contacts only one side of a paperboard
package o1 container but could extract material out of the entirc
thickness of the paperdboard. Therefore where we had counted 100 1n2
from eight 24 inch squares, the FDA now counts only 50 in®, This,

of course, doubles our reported weight per unit area extraction data.

Randolph nentioned that we may be penalizingz ourselves by using the
“wandwich" extraction technique rather than the ASTIi flat ccll technigue
wvhere the sample is backed by a netal plate. The sandwich method
as we have been running it (sercen/paper/screzen/paper, ete,) allews
extraclives to diffus2 out of both surfeces of the paper, wvhereas
this is less likely in the cell method. A post-meeting review of
the data in our petition shows that this may be so. The residue
extracted (one-side bzsis) by the two methods from a waterleafl
board by 120 F, water in 24 hours was:

a) Cell method (pg. B-40) = 0.14 mg/in2

b) Sandwich m2thod (pz. B-12) = 0,32 mg;/in2
. 3
¥e'll rccheck this peint on papzrboard made by the irmproved proce~
dures, This tine we willffollow exactly the sandwrich method des-
eribed in Seciion 121.2520 of Lhz Federal Regulations vhieh involves
baclk-to-bacl paper serples:scrcen/paper/paper/screen/papar/paver,
etec. i
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FDA says that our new extraction dz2ta puts RPC-1101 very near to the

"non-extractable" classification, with water as solvent. Randolph
ofTeregd. that we definitely should not begin expensive 90-day feeding
studies befoure first completing the extraction work and seeking an
advisory opinion from TpDA, After scaling up our extraction results
by a factor of two, as discussed above, FDA calculates that an
aqueous food could atsorb 0,02 ppnm of RPC~1101 from paperboard
~treated at 10 1b./ton and 0.09 ppm from paperboard treated at

20 1b. /tonr To place these figures in perspective, consider the
followins. :

a) ! The"FDA Guidelines of 1966 say that 0.0] ppm

!Iof a substance added to food by migration is not
 considered a/food additive.

" b) The FDA 15 curpently considering raising this to
0.05 pOﬂ as a result of discussions with Industry at a
FDE sponsored conference.

¢) According to Randolph, industry representatives are
- suggesting 0.5 ppm as being more realistic,

a) Dr. J. P, Frawley échief toxicologist, Hercules)
proposed at the 1968 conference that food packaging
components contributing less thzn 0.1 ppm to the total
diet of man be considered as nonmigratory.

Thus our extraction dzta is near to demonstrating "non-extractability"
of RPC-1101, depending on how t{hat term is defined. For this reason
the FDA wvants to see nauw extraction data with the other food simulating
solvents and a chemical characterization of the water extract before
offering an advisory opinion on whether we can justificbly petition
for RPC-1101 on the basis on non-extractability.

Randolph suid that the new extractions need be run only for 24

hours at 120° F in the case of uncozfed paper. This represents

a considerable eazsing on the "extraction to eguilibriun" recuiremant
stated in the Guidelines., The principal extraction date in cur
petitlion vas a2t 120 hours., Another point made by Randolph end Holtr
was that 8% ethanol would be 2 more realistic solvent to ugs than the

50:3 ethanol in the Guidelines. The other solvents will be 35 acetic
acid and n-heptane.
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To saticly thelr requist for more thorough chemical characterization
of the vater extract we will obtain 0.2 g of residue from untrzated
and 1% RPC-1101 treated paperboard by running 24-replicate extractions
‘of each. This wi1ll provide enough material to determine C, H, N, Cl,
infra-red -spectra, average molecular weight, and vzpor phase chromato-
graph. If the latter shows unique peaks in the extract from the
treated bosrd we m2y use the rapid scan mass spectrum technique to
further characterlze these peaks. :

With regard te the September 23 FDA request for acute oral toxicity
- data on selected components of the 'amine raw material and for sub-
acute (90-day) feeding studies on the RPC-1101, Randolph szid that
these requests no longer stand because they were based on the data
avazilzble 2t that time. The new datz will be Judged on its ouin
merits. Misera sald that if the new data still showed the neced for
subacute feedlng studies, the paper extract itself is what should be
fed, not the resin solution. Ve agreed that this was proper
hoirever I pointed out that obtaininzg the large amounts of residue
needed would be a2 nearly impossible task. Misera suggested that wve
conld identlify the residue chemically and then synthesize it. I
feel that the possibillity of doing this is quite remote. Hopefully
the new data will render this problem jrrelevant,

PIGMENT BINDER . )

, PB=702 is covered for.dry food contact under an existing regunlation

121.2571 and no further work on our part is needed for such applica-
tions.

¥e explained that we would be interested in obtaining clearance
for latexes with the following composition ranges: 60 - 95¢
vinylchloride, 5 - 407 ethylene, and 0 - 5% ascrylamide with the
acrylamide either intact or partially or completely hydrolvzed,.

We asked for guidance as to what compositions to use for tne
extraction studies., FDA personnel felt they had enough expericnce
with ethylene and vinylchloride polyiners fo eoncluds thav changing
ratlios of these monomers in the proposed range was not critical to
toxicity. Of grecter concern wvould be the zcerylamide problem and
what influernce the hydrolysis step might have on amount and naturc
of extractants. The extraction study should be done on thc polywer
containing the highest level of acrylenide that we want to pet
approved and for hydrolyzsd and unhydrolyzed polymer, Ethylene and
vinylchloride contents at the level uwe are prescntly using will

be satisfactory.
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Eolyacrylamide in the aqueous phase will be covered by the exioting

regulation in 121.251X2 (no molecular weight limitationg 0.23 acryl-
amide monomer). )

Vie indicated that we =rould like to obtain approval for plswent binder,
prime coatinz and barTier coating applicetions. Randolph confirmad
that for the barrier =zpplication extraction requiremznts would be
\\hmore stringent and that if we could pass these, they could assume that
we would be OK for less severe applications.

FDA agreed that if we would prepare our ccatings on a non-pgper
SUbat?aLu, e.g., glass or metal under the same conditions &3 paper
coatings we could use them for extraction studies.
b :
Holtz had reviewcd the 1967 Monsanto internal extraction report by
R. E. Keller. He sugmested that our petition include validation of
our analytical methods at the best achievable sensitivity levels.
It should also includz a2 more complete description of our process
including the hydrolisis step. Tnere was considerable discuszion
as to the best w=thod to characterize extractable low molaocular
weight material. It was agreed that this viould depend on the
nature of the materiali. In some cases N analysis: would be bezst
-in others Cl analysis and in still others a combination., The
, €xtraction data snoglu be represeuled in tables showing the awounts
ef extract In mg/in Sample calculations should be shoil.

Holtz suggested that after we reorganize our data in this manner
we contact them again for further comment.

E, P Benzing

Ty D. L. Taylor
/ds
Attachnent
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Procedures

Papermaking Water .
Pressing .

Curing, min, at 120° C.
Extraction Water

Hours extracted at 120° PF.
Replicate Extractions
Mitrogen Analysis

Nitroren, Lig per Extract
7

75 Resin Added
%5 Resin Added
1¢5 Resin Added
2,5 Resin Added

Background from Water only
Backpround from Paper only

(vy airr.)

9C% Confidence Limits

RPC-1101

FDA WATER EXTRACTIONS

NITROGEN DATA

1968 pata in
Petition 9B2371

Delonized
Wool Ielt
20
Deion., Dist.
120
l or 2
Combustion

206

Oct., 1969

Delonized
Vool Felt

10
Delon., Dist.

24

2
KJjeldahl

99
97
104
73
26

430

Converslon Factor: ppm in food = }/23 of N per extract)/80

Net-

5}
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Nov., 1969

e

Distilled
Blotters
10

! Redist. ,over acic

24
6
KJjeldehl

Net

3.4



