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Food, Drug, and Cosmstic Chemicals

The B.F.Goodrich Co.
500 S. Main St.

Akron, Chio 44318

December 8, 1667

Mr. Morgan M. Hoover

Manufacturing Chemists' Association, Inc.
1825 Connacticut Avenue, N.W,
Washington, D.C. 20009

Dear Morgan:

In response to your letter of December 4, 1967, with respect to the
carcinogenic question, I am in agreement with your thinking to leave
the matter rest on the basis of our Novembar 3 statement.

Very truly yours,

W.E. MeCormick

mj ‘
cer W.A. Kn;ppy//
V.H. Knoop



TEIETHONLE HUDSON 30170

Manufacturing Chemists’” Assocation, Inc.
(FOUNDLED 1872)
1825 CorwicTicUT AVENUE, N, W
Nasiingren, D. C. 20009

Noeosleor 4, 1607

Mr. V. B. EeQoreiot

Tne . P. Goolzich Conpany
500 g, liain Sipeat

Akron, Ohlo 44318

Denr Bill:

In angwar fo your letter of Hoverber 24 re the
separate statement endorsiug Jack Frawley's specific
proposal, Bill Knadp called aftey receiving his _eopy
of my Novembor 17 leilsx teo yvou to say thot
willing Lo withdraw his reguest for the sepprate state-
ment becausze the MCA statemant to ths IV Hearing Clerk
“dated November 3 accoaplishos the objective in large
measura,

m

:J‘

&

Your suggestion that I or my sourca contacst Jack

Fravley te discuss the carcincgenioiiy guestion ralses
prodlen because the source wishes to romain aaouyrniovs
and I do net have the nccessary CGetailed bachyround.

I do not thiuk that thiz iz worth speouding nuch
rore time on since vwe already have gotien the main point
across in tho Hovembex 3 statement, the proponent is
nowt satisfied without the szrarate gstateacnt, and thern
were three necgative voles anyway. Do you agreo?

Sincercly yours,

Morgan M. Hoover

MM sy ]

s/
cc: VI, n. Eanon
V. H. Knoop
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Food, Drug, and Cosmetic Chemicals

The B.F.Goodrich Co.
500 8., Main St.
Akron, Ohio 44318

Novembar 24, 1967

Mr. Morgan M. Hoover

Kanufacturing Chemists' Association, Ine.
1825 Connacticut Avenus, N.W,.

Washington, D.C. 20009

Dear Morgan!

This refers to your letter of November 17. 1 am still in favor of
the MNCA's endorsing Frawley's statesant and it appsars as if the
majority of tha Comnittee feel likewise.

1, of course, do not know the basis for your scurce's comment re-
garding the carcinogencity question, and it may be that the results
are squivocal. 1 fesl that you and/or your sourca should {mmediately
contact Jack Frawley and discuss it befors making the f£inal presen-
tation. If for any reason after your discussion it appears undesirable
to do so, then we should not.

Very truly yours,

W.E, McCormick

ASI 00001732




TELEPHONE HUDSON 3.6126

Manufacturing Chemists’ Association, Inc.
(FOUNDED 1872)
1825 CoNNECTICUT AVENUE, N. W,
WasHINGTON, D. C. 20009

Movember 17, 1957

Azr. %, 2. HMoCormick

Tha B, ©, Coodrich Company
500 8. Main Street

Akron, Ohio 44318

Dear Bill:

The rzplies to my letter of MNovember 2 to the FDCCC ra-
questing advice re MCA's support of Dr. Frawley's specific
proposal saow 2ight in favor, three not in favor, one no
objection, one not involved,

Most of tho rapliecs 4id no:z yo into any detail. Ilowever,
one sct of comments in partizular makes me question the advise
ability cf our going beyond what we submitted on MNovenber 3 im
aupport ol Dr, Frawley's concert. This particular set of
comeents says that even at 0.2% evidence of carcinogenicity has
Teen deteztad, Why this apparently was ot reported before is
a mystery to ms. The Jame cource saild Lr-50's and 20-lay feeding
stadies are aeodoed ZJor now compounds, ’

Plexze advise as to how you viszh t5 handle this matter.

Sincerely yours,

Morgan M. iloover

MMH:sjg

ce: Y4 H, Xnoop
W. A. Knapp
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November 13, 1967

Mr. Morgen M. Hoover

Manufacturing Chemists’ Association, Inc.
1825 Connecticut Avenue, N.W.

Washington, D.C. 20009

Dear Mr. Hoover:

Pursuant to letter ballot requested in letter of
November 2, I wish to cast my vote in favor of endorse-
ment of the Frawley proposal. This would not eliminate
difficulties in compliance where petition is required
but it would eliminate the necessity for petitions on
& substantial number of substances. It appears to be
a wove in the rizht directiom.

Sincerely yours,

Qriginal Signed
W. A, Knapo

W. A. Knapp

WAK: dmie

cec: Mr, Willism E. McCormick, The B.F. Goodrich Company,
500 8. Main Street, Akron, Ohio 44318

ASI 00001734
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‘IEEEE".\i ATLAS CHEMICAIL INDUSTRIES, Inc.

WILMINGTON., DELAWARE 192899

November 3, 1967

Hearing Clerk

Department of Health, Education and Welfare
Room 5440 :

330 Independence Avenue, S.W.

Washington, D.C.20201

Dear Sir:
Comments on Proposed Rule-making

2} C.F.R,, Part 121, Federal Register
Volume 32, No. 152, Pages 11443 - 6

Atlas Chemical Industries, Inc., hereinafter referred
to as Atlas, is a manufacturer of food additives an® has in the
past filed many food additive petitions for both direct and
indirect additives. Atlas expects to file additional food
additive petitions and hence is an interested person.

Atlas supports the comments filed or about to be filed
by the Manufacturing Chemists Association.

In addition, Atlas makes the following comments with
respect to the proposed regulation.

Section 121.50(e)1I, B, 2 and 5, and Section 121.50(e)
IT, B, lst paragraph and subparagraph 2, require an estimate of
the maximum as well as the average cuantity of the food additive
to be expected in the total daily diet of the consumer. It is
respectfully submitted that estimates of the maximum guantity,
for both direct and indirect food additives, will be relatively
meaningless and that this requirement should be deleted. The
meaningful figures and the Department of Agriculture tables are
average consumption figures and, where feasible, these have been
used in the Atlas petitions that establish the average guantity of
the food additive to be expected from all of the approved uses.

The safety factor of 100 is designed not only to take
care of the species difference between animals and humans, but
also to take care of the different dietary patterns of humans. In

ASI 00001735




some cases, of course, as, for example, infants, it may well be
that the average will also be the maximum in the sense that the
infant may only be, consuming one food. A discussion of the safety
factor of 100 and its applicability is more fully set forth in

the comments filed by the Manufacturing Chemists' Association and
will not be repeated here.

Section 121.50(e) II, A, 1, b, Description of the additive,
subparagraphs iv, v, vi, and vii, regarding manufacturing processes,
specifications, reproducibility and stability data are objectionable
in that they do not exclude this type of data where this data is
unnecessary for one reason or another. For example, present regu-
lation 121.51(¢c) A, in the second paragraph, says some of these
types of information shall be supplied "When the chemical identity
and composition is not known,". It is suggested that this qualifi-
cation be applied to all these subparagraphs. Examples would be
petitions for new uses for additives already included in the Food
Additive Regulations, Food Chemicals Codex, U.S.P., N.F., etc.)

Section 121.50(e) II, A, 2, a, relates to indirect
additives and recognizes two types, namely those added for finctional
use in production and those in food contact surfaces. This comment
relates to ‘the latter.

As a practical matter and for purposes of clarity, the
petition framework should recognize that there are at least two
aspects of food contact surfaces which are not necessarily amenable
to uniform treatment. The first of these is the basic substrate
of the contact surface, such as cellophane, polyethylene, etc.,
and the ingredients used in making it. The second constitutes the
large group of adjuvants used in or on the basic substrate.

In existing food additives Subpart F relating to food
additives resulting from contact with containers or equipment,
these two types of additives from food contact surfaces are treated
in at least three different manners.

Some of the regulations define only the basic substrate
leaving the definition of suitable adjuncts to other regulations
in Subpart F. Examples of such regulations are 121.2510 Polyethylene
and 121.2521 Vinyl Chloride-Propylene Copolymer.

A second type of regulation defines the composition of
the basic substrate and also in the same regulation lists optional
adjuvants that may be incorporated in or added to the basic substrate.
An example of this type of regulation is 121.2522 Polyurethane
Resins. Or such a regulation may list the adjuvants and also
provide for the use of other adjuvants included in any other requlation
as safe for use as a component. Such a regulation is 121.2507
Cellophane. See 121.2507(b) (3).

ASI 00001736




A third type of regulation lists classes of adjuvants
that may be in or on any of the approved food contact surfaces.
Such a regulation is 121.254]1 Emulsifiers and/or Surface Active
Agents.,

Section II, A, 2, b, and particularly portions of
subparagraphs iii, iv and v are confusing and inapt in that they
tend to treat the adjuvants for food contact surfaces in terms
of the food contact surfaces. For example, subparagraph iii
requires "Manufacturing process, including for food contact
surfaces the raw materials and their specifications that encompass
the basic resin polymer and the adjuvants (such as plasticizers,
stabilizers, preservatives, fillers, colorants, catalysts, etc.)
along with the analytical technigue used to check the specifi-
cations***," If it be assumed that the basic substrate is an
approved food contact surface, as it will be in many instances
where a new adjuvant is proposed, it is not believed that this
information should be required for the basic food contact surface
or substrate,

If it can be said that subparagraph iii is not
applicable to a new adjuvant, we then turn to subparagraph iv
which reads in part, "Specifications for the additive(s) in food
contact surfaces, including their identities, the minimum content
of the desired component(s), and the limitations or impurities
including total heavy metals, monomers, catalyst residues, etc.****
Data from a suitable number of representative production batches of
the food contact surfaces shall be ilncluded to establish the range
of impurities and by-products to be expected and to show that the
proposed specifications can be met." (Emphasis ours.)

It is submitted that data from representative pro-
duction batches of the food contact surfaces are not appropriate
to show that the specification for the adjunct additive can be met.
If the reguirement that data from a suitable number of representative
production batches is kept (see above comment regarding subparagraphs
iv, v, vi and vii under A, Identity, 1, Direct Additive (b)
Description of the Additive), it would seem that this should be
"representative batches of the additive (s)"-

It is noted in this connection that Atlas also supports
the Manufacturing Chemists' Association position that at the time
a food additive petition is filed, there may not have been any
"production" batches of the additive and that the word "production™
should be deleted.

Again in subparagraph v. we find the regquirement

"Reproducibility of the food contact surfaces
including the production controls and tests
employed to assure that a reproducible product
will be manufactured."

AST 00001737




If this requirement is to be retained (see above comment regard-
ing subparagraphs iv, v, vi, and vii under A, Identity, 1, Direct
Additive (b) Description of the Additive), it should not be
applicable to adjuvants particularly for adjuvants for substrate
food contact surfaces that have already been approved in the
regulations.

In Section 121.50(e) II, D, Methods, subparagraph 4,
it appears that the specifications for food contact surfaces
referred to are no different than those referred to in A, 2,
b, iii, and iv, which require the analytical methods for each
specification. This would appear to be duplication of information
on the "tests" or "analytical methods."

Respectfully submitted,

ATLAS CHEMICAL INDUSTRIES, INC,.

Wf%/
By Kenneth E. Mulford

Assistant to the President

KEM:HP

Submitted in Quintuplicate
CERTIFIED MAIL =~

RETURN RECEIPT REQUESTED

CCs

T Torgan i, Beover
lr. James tinlse

Dr. ¢, P, Vincent
Jr. W. A, ¥onapp v
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TELEPHONE HUDSON 3-6126

Manufacturing Chemists’ Association, Inc.

(FOUNDED 1872)
1825 CONNECTICUT AVENUE, N. W,
WasHINGTON, D. C. 20009

November 2, 1967

TO: Food, Drug, and Cosmetic Chemicals Committee

SUBJECT: MCA Support of Dr. Frawley's Proposal re Indirect Food
Additives

Gentlemen:

Your chairman requests that you advise me by November 15
whether or not you favor MCA support of Dr. Frawley's specific
proposal as submitted to HEW in his letter of October 23. A copy
of this letter was mailed to you from this office on October 30.

The MCA statement regarding FDA's proposed food additives

procedural regulations as prepared by Dr. Knapp's task group, to
be filed by November 6, endorses Dr. Frawley's concept only, not
the specific proposal.

If you are willing to support the specific proposal, a
supplemental communication to the hearing clerk can be made.

Please be sure to reply one way or the other.

Sincerely yours,

T O

Mofgan M. Hoover
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HOFFMANN-LA ROCHE INC.

MUTLEY = NEW JERSEY » 07110

October 30, 1967

Dr. wWilliam A, Knapp

Allied Chemical Corporation

P. 0. Box 405

Morristown, New Jersey 07960

Dear Doctor Knapp:

I have received Mr. Hoover's letter dated October 23,
1967, enclosing a copy of the comments which MCA has pre-
pared for filing with FDA with respect to the Food Additives
Procedural Fegulations. The time and work on the part of
the committee that obviously went into the drafting of these
comments is certainly appreciated.

As Mr. Hoover requested, we have reviewed the draft
of the MCA position and have set forth our comments below.
We have added several ideas which were not contained in the
letter to you of September 25th. We would appreciate vour
considering these for incorporation into the final MCA
comments filed with FDA. The comments are as follows:

(1) With respect to Section 121.7(a)

We suggest the addition of a new subsection (4) as
follows:

"Where the conditions of use or characteristics of a
new drug or antibiotic drug which substance is also a food
additive provide adequate protection of the public, such
conditions or characteristics may be considered as being
acceptable, practical regulatory methods."

PHARMACEUTICALS « CHEMICALS « VITAMING » ARDMATICS

ASI 00001740




HOFFMANN-LA ROCHE INC . NUTLEY + NEW JERSEY

Dr. 7/illiam A. Knapp -2 - October 30, 1967

We believe the addition of this paragraph is essential
to provide in the regulations the flexibility necessary to
permit the approval of a New Drug Application and promulga-
tion of a regqulation without requiring assay methodology in
those cases where assay methodology will not contribute
further to the protection of the public. An example of
when such flexibility would be needed is when the drug is .
used on animals at a time when the animals are at a stage o
of life or in a condition which is not suitable for the '
production of food.

By

P
Another example would be when the drug substance itself“""i
consists of several components, one of which is metabolized
more rapidly than the other. To be an effective regulatory
method in this case, regulatory methodology would be needed -
only for that component which is present for the longest ~3-

riod of time. ol
pe * ‘/' ,"/’ b
,I l,'v

Still another example might be in cases where a sub-
stance is to be given to animals as an antidote. Iy Such
cases usage and distribution would be limited. Algo, in
these cases the animals would not likely be fit for food
production and potential hazards to the public would be
strictly limited.

Y

-

To require methodology in such cases would impose uncue
burdens upon the industry and restrict the development of
substances for these uses, thereby adversely affecting the
public interest.

(2) With respect to Section 121.50(f)

We suggest that there may be an internal incon-
sistency between the wording of the proposed revision of this
regulation and the discussion of that wording immediately
following.

In the proposed rewording of this section it is
stated that a general summary of the toxicological basis
on which the Food Regulation is based is "not considered

ASI 00001741




MANN-LA ROCHE INC ¢« NUTLEY - NEW JERSEY

A. Knapp October 30, 1967

1 or entitled to protectior" as a trade secret.
- the last sentence on page 17 it is stated that
ary of the toxicological data is not necessary
aent purposes and "should not under any circum-
released as public information unless the peti-
ents"., We agree with the general intent of the
.ance.

ition, we suggest that it may be unadviseable to
: alternative you suggest on page 18 permitting
wwal of the petition prior to publication. We do
-nat it would be desirable to provide the Agency
eans of forecing the petitioner to withdraw his

. consent to have the information published.

Very truly yours,

/? 7 7 S~

3&562259 /“&544£;4f“141—-
7 N

Phll;p/Jff;ranks

General “Attorney

:orge P, Vincent
Mathieson Chemical Corp.)

ames Hulse
Pfizer & Co.)

organ M. Hoover
facturing Chemists' Assn., Inc.)
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TELEPHONE HUDSON 3.6126

Manufacturing Chemists’ Association, Inc.

(FOUNDED 1872) .
1825 CONNECTICUT AVENUE, N. W.
WasHINGTON, D. C. 20009

October 30, 1967

TO: Members of the Pood, Drug, and Cosmetic Chemicals Committee

SUBJECT: Dr. Frawley's Proposal re Indirect Food Additives

Gentlemen:

I am enclosing a copy of Dr. Frawley's letter of October 23,
1967 to the HEW Hearing Clerk (along with a copy of his BIBRA
talk) for your information in the event you intend to submit an
individual company set of comments re FDA's proposed changes to
the Food Additives Procedural Regulations.

Dr. Knapp's task group has referred to Dr. Prawley's proposal
in its draft sent to you with my covering letter of October 23.
This draft also mentions "it is expected that many of these (MCA)

companies will also submit their comments directly to the Food and
Drug Administration." The task group plans to reference the BIBRA

paper.

Sincerely yours,

A ltlterer—

Morgan M. Hoover
MMH:sjg
Enclosures

Copy to: Dr. J. P. Frawley

ASI 00001743




296 ) J. P. FRAWLEY R

States, the term toaicological insignificance has real meaning and significance. 1 believe it
is a sound scientific principle which must ba preserved and cventually 1 hope will be restored
in my country. Tt is this principle which I believe is the very crux of intelligent commons
: sense regulntion of food-packaging materials. ]

Let us take stock. Experienee has taught us that most uses of food-packaging matetials
are safe beyond any reasonable doubt. Experience has also taught, at feast in the United
States, that an “omnibus™ permissive list not only diverts the encryics of our corporations,
government and universities into predictably unprofitable rescarch, but can lead to some,
if not zeneral disregard for the law, This leaves us with the conclusion that some mechanism
should be found for subjecting to a perinissive list only those uses of packnging materials
which pose a potential hazard to health; that is, constructing a “non de minimis list" or
“relovant” list,

Here is where T invite each and everyone of you to sit down and define those uscs which
can be assumed to be safe. As I stated earlier this exercise sounds like fun, but it is just
plain hard work. I am not certain that my solution is the best, but I assure you it is the
result of many hours of reflection and analysis, Tn its briefest form, 1 belivve that any
chemical suitable for use in food-packaging is safe for man at a level of 0¢1 ppm in the total
diet. Extrapolating this dietary concentration to a pructical and meaningful guideline for
regulatory purposes, use of a chemical in a container at a level of 0-2 % or less will contribute
less than 0-1 ppm to man’s diet. .

On the surface, this may not appear to propose a major improvement, but application
of this gnideline would permit deletion of 759 of the citations in the United States regula-
tions and I am certain would permit more efficient use of manpower, in establishing
permissive lists in other countries.

I do not ask that you accept this conclusion on faith, So, as briefly as possible, I should
like to review the scientific basis for this conclusion, i

First of all, what level of a compound, which is suitable for use in food packaging, but
of unknown toxicity, can be assumed to be safc in the human diet? I know of no better
approach to answering this question than to examine our toxicological expericence and
tabulate the experimentally determined safe level for all the compounds which have been
studicd. Beeause 90-day toxicity studies are generally considered inadequate for calculation
of safe levels and because only a small number of these are published, I decided to review
as many 2-yr chronic toxicity studics as I could find and to tabulate the *““no-effect™ level
confirmed for each, ‘

I can make no claim that T have found every 2-yr chronic toxicity study which has
been conducted. I can only claim that T have tabulated the “no-effect” levels from every
chronic study which I could find, without any selection or rejection except irradiated foods.
In total, I was able to locate 2-yr chronic toxicity studics on 220 different substances
(sce Appendix), and although this may scem like a modest number, it represents between
4 and 7 million pounds in toxicological research. Last September I had been able to locate
only 143 such studies, but with the co-operation of many of my colleagues in the field of
toxicology, I estimate that I now have collected about 909/ of all such studies which have
been conducted.

Table 1 presents the distribution of “no-cffect” levels for all of the 220 compounds, ,

It is apparent from Table 1 that a small percentage of compounds will be extremely '
toxic—having a “‘no-cfliect” level in experimental animals below | ppm, but that the majority
will exlibit no toxic effect even at 100 ppm, Only 19 of the 220 compounds demonstrated

*

B
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HERCULES INCORPORATED

MUIDICAL DEPARTMENT
b s AL e o s AR R D s TREET 0 WH MINGTON DI F L AVGAT Veidtery o (463 ,0 RINITIE

October 23, 1967

Hearing Clerk

Department of Health, Education, and Welfare
Room 5440

330 Independence Avenue, S. W.

Washington, bD. C. 20201

Re: Food and Drug Administrations'
Proposed Food Additives Procedural
Regulations (32 Fed. Reg. 152,

p. 11443)

Dear Sir:

I wish to concur with the stated objective of the Food and Drug
Administration that the Procedural Food Additive Regulations should be
revised ''to expedite their scientific review," and to reduce the '"unnecessary
burden that wastes the time and efforts of both Administration and industry
scientists." Having been a scientist in the Administration, as well as in
industry, I share the concern of the Administration over the increasing use
of your experts on nonproductive assignments. This concern is one which
scientists inside and outside government consider to be a major threat to a
continued wnblemished record of consumer health protection currently shared
by the Administration and the industry.

However, after careful review of the proposed changes in the
procedural regulations for food additives, I have concluded that the
Administration has overlooked one of the major obstacles to efficient and
effective use of industry and Administration scientists, because no recognition
has been given to the inherent safety of certain uses of incidental food
additives and no procedure has been provided to eliminate such uses from the
same exhaustive scieptific evaluation and administrative review required of
more hazardous applications. If we are to provide the public the degree of
protection to health which we are morally and legally dictated to provide,
we must find some mechanism for expending our limited resources, both manpower
and finances, in a manner appropriate to the relative risk. Under the current
regulations and the proposed revisions, no opportunity is provided for this.

In the field of food packaging I do not think we should direct any
criticism toward any individual or group for failure to incorporate such
provisions into the existing regulations adopted in 1959. At that time the
potential health hlazard from food packaging was poorly defined and scientists
in industry and govemnment, including myself, were unwilling to assign a lower
risk to any use of a food packaging component. However, after many years and
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08 1. P. FRAWLEY

Therefore, if we exclude heavy metals and pesticides from our consideration, expericnce
has indicated that only a very occasional (fewer than 1 out of 100) commercia! compound
will have a “no-cffect” level below 100 ppm and that an infinitely small number will exhibit
any tonicity at 10 ppm, or less.

Bl

40

Perc:nlege ol compounds

| 1 iy || N

o1 J 10 Lelv) el 10,000  {GO,0CD
Dietary no-effect level, ppm

1. 1. Hidtopram showing distribution of “no-cffect™ levels in 2-yr chronic stidics 0 220 compounds,
Shaded areas denote pesticides and heavy metals, and blank spaces other chemicals,

Now if we apply the conventional 100-fold marein of safety to these experimentally
determined “no-cffect” levels, all 132 of the non-pesticidal chemicals ace safe for man's
dict at a dictary concentration of 0:1 ppm or higher. Many of these materials are used at
much higher levels in food, but had we assumed that they were all safc at 0:1 ppm and
permitted their use up to that level without toxicity studies, we would have been correct in
1009 of the cases and would not have exposed the public to any health hazard.

For accuraey, [should point out that in the above caleulation T have dealt only in orders
of magnitude. If these “no-effect” levels are subdivided into small groups as 10, 30, 100 or
300 ppm, it can be concludzd that all were safe to animals at 30 ppm. Morcover, 1 did not
take into consideration the larger food consumption per kg of body weicht of rats and dogs
versus man, Combined, these additional caleulations show that the 0-1 ppm level in the
human dict provides less than 1/1000th the mg/kg/day intake of the most toxic of the 132
compounds, Some may argue that I have been unnecessarily conscryvative, and perhaps 1
have been.

Now let me consider bricfly the other aspect of our problem--migration to food-—-and
attempt to develop some guidelines which will tell us which uses may contribute more than
0-1 ppra to the dict of man, and which uses cannot.

First of all, it is obvious to everyone that any major component of a food container must
be assumed to possess the capability of migrating to food at a level in excess of 0-1 ppm,
unless proven otherwise, However, it is equally obvious, that some uses will not contribute
0-1 ppm to the dict. Our problem is to find this dividing line,

Undoubtedly, this dividing line is different for cach type of substrate, It will be different
for films than for bottles. It will be different for one polymer than for another. We could
establish a whole serics of levels for each food-packaging substrate and its intended use, bat
most of these differences are not sufficient to justify complication of regulations.

Therefore, in order to determine the level of addition which would contribute less than
0-1 ppm to the dict with all types of substrates, I selected the substrate which is the 1nost
permeable and susceptible to extraction by food, nanicly, papet. In addition 1 have selected
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Hearing Clerk Page 3 October 23, 1967

(4) Substances permitted for use by regulations in this
Subpart F.

(5) Substances used at a level of no more than 0.2% by
weight of the container or no more than 0.2% by weight of the
coating or other surface treatment, provided these substances
are not heavy metals, as defined in Food Chemicals Codex, or
pesticides, as defined in the Federal Insccticide, Rodenticide
and Funglicide Act.

Addition of this new subparagraph to regulation 121.2500 appears
logical because it automatically incorporates the other restrictions of good
manufacturing practice to the food packaging uses of these trace components;
for example, that the amount used in the container shall not exceed that which
is "reasonably required to accomplish the intended physical or technical
effect," that the purity shall be "suitable for its intended use'" and that the
uses shall not violate any other provision of the Federal Food, Drug and
Cosmetic Act.

. I submit this proposal for your careful study and consideration and
recommend its adoption.

Sincerely,

John P. Frawley, Ph.D.
Chief Toxicologist

JPF/eaw

Attachments

g

HERCULES
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200 ). P. TRAWLEY

food, sngar, doushnuts, ground becef, butter, bacon, sausage, to nzme just 2 few) and anal-
ysed cich sample at several different storage intervals and taemperaiures, For our purposes,
[ have sclecicd only the uncoated and unvaxed paper and only the maimum migration
lavels ablained for the 13 commeodities packaged in these uncoitad papers under typical
commercial storage conditions, Admittedly this gives unrealistically high values for rosin
siz¢ which are not typical of industry practice, but for our present purposes, the worst ease
must he presented.

Table 4. Culculation of maximum migratiox of rosin size®* 1o

1otal dict

a - - “Contiibution

Pereentage Average to total

of miuration dict

Commorlity proup digt (ppm) (ppim)
Milk products 3 31 10
Venctables 20 20 04
Meats 18 382 69
Fruits 13 05 01
Grain products 10 35 04
Sugar 5 02 0-0 .
Butter, vils 3 ke 09

Total ... 97

*4% in paper.

Table 3 shows the mavimum migration value for 13 food commoditics at various typical
storage times and temperatures when exposed to paper containing an average of 4%
rosin size, 1tis obvious from some of these values that high Tevels of mizraiion can cecur with
some fouds, whereas other foods contain much less rosin size. The duta in Table 3 ean be
quichly considered sinee the individual values are of no great sigaificance, Mot the com-
posite of these values can be helpful. Table 4 shows the avernse consomption of these
varfous commodity groups in the USH, the average migration to that commadity group and
a caleulation of the maximum level of rosin size in the aversge total diey, i 10925 of the
dict were packased in vncoated paper containing 49 rosin size. Undonbicdly there are
some dilfferences in dietary habits between our countiies, But T doubt that they would
significantly alter the calculation,

As T mentioned previously, three different sizing levels were used in these stkies, Table §
shows the final dictary caleulations for the same foods, under the same ¢onditions for paper
containing 2 or 19 rosin size. The extrapolation is remarkably noed, The fart column
shows the migration in ppm expressed on the basis of a unit of 1%, resin size in the paper
or containgr. For cach per cent addition to the container, man’s dizt would contain a
maximum of 2 ppm of the additive, if the entire dict was in contact with that container.

One further calenlation is necessacy in order to arrive at a realistic dutarmination of the

Table 5. Maximum n.igration of rosin size 1o diet

Level of size

in paper Migration
A (ppm) Mm%
4 9-7 24
2 44 22
1 19 19

+U.5. Departmient of Agriculture Dictary Evaluation of Food Used in Houschoids in U8, 1961,
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BIBRA Annucl Scientific Meeting”

i Scientific Tvidence and Common Sense as a Basis for
‘ ' Yood-Packaging Regulations

J. P, FRAWILY

Hercules Licorporated, Wilmingtor, Delaware 19399, USA

¥ ar honoured by your invitation to meet with you tonight and to discuss with you some
of the problams assoeiated with assuring the safety of food-packaging materials. Hoveever,
1 am cquully humbled by my own inadequacies to discuss our subject matter as expertly as
it descryes. .

Uonfortunately for all of us, there is no individual who ¢an be considered an expert on all
aspects of food packaging. Although essentially all of the individual coraponents vsed in
food packaging originate in a chemical plant, the teéhnology for formulating and converting
these matarials inte useful containers varies with every substrate, whether it is plastics,
papar or metal. Moareover, the marketing relationship between producer, formulator, con-
verter and the food industry is notably different for each segment of this complex industry.
Conscquently, it is a formidable task to become an expert for even one aspect.

Each of you here th's cvening possesses expert knowledge in one or more aspects which

T wish I had. Tt iz uafortunate that telepathic communication has not reached my level of
intelicctual development, so T could bencfit from your experience. In fact, the onty thought
wives reaching me suggest that many of you should be delivering this lecture rather than 1.
! Therefore, if you wili consider me to be a substitute speaker, you may be a little more rolerant
| towards my ramarks, .
I‘ When was the last time you sat down in the solitude of your study and attempted to
| wriic out a geometricul proof that the shortest distance between two points is a straight line?
; Most of us would have a diflicult time doing it today because, as you recall, it is not sus-
i ceptiblz ta proof. It must be accepted. Indeed, some of the most difficult things in life to
' prove are the obvious onss. ,

A number of months age, I sat down to try to prove something which was obvious to
me—that there are some uses of food-packaging materials which cannot involve any hazard
: - to health of the consumer of food. I had no preconceived idea of the end point I would
i reach, but it szemed like it would be fun. Sometimes now I wish T had resisted the temptation
and invested my timg in some oiher form of recreation.

My main excrcise was to try to determine a level of use of any food-packaging component
which could be corsidered »afe regardless of its degree of toxicity. Many of you know the
conclusion I reached; nanicly, that any component of a food container or coating which is

*Editor’s rote: This paper was delivered to the Fifth Annual Scientific Meating of the Brizish Industrial
Biologizal Reszarch Associntion (BIBRA), held in London on 23 January 1967, the Annual Scienitife
Maeting, instituted 1n 1942, provides an opportunity for members and gucsts of the Asscciation to raceive
an address from oo eminent texicologist on a topic related to BIBRA's field of interest. Previous speakors
have been Profosser B, C. Hodge, Dre, A, J. T.ehman, Professor L, J. Gotdwater and Dr. J. M. Barn.s.
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he most frequent comment is a concern that despite our toxicological experience to date,
we cannot assume that thz next compound will not be toxic at 0.1 ppm. The same basic
cnnccrn has been express:d in another way, by expressing doubt that toxicity data from
2.yr chronic studics represeat a valid cross-section of chemicals, since seme of the more
toxic oncs are rejeeted by short-term toxicity tests.

It is, of course, possiblz that some chemical may be synthesized at some time in the
future which would be tov'e at 0-1 ppm in the dict. However, it is alinost impossible for
suclua compound to becom2 on intentional compenent of a food container, 1°or a compound
to he toxic for man at 041 ppm preswnes that it will be as tovic or more toxic than any
cammurciul pesticide. For it to be used as a component of a food container presumes that
it must be manufacturad, pickaged, distributed, and in other ways handled several times
before contacting the food. Tt is inconceivable that a compound as toxic as this could pass
throush so many hands, in 2n industry not accustomed to handling highly toxic substancss,
without revealing its toxicity through injury to personncl. Once recognized, safe handling
of such a compound would require such extreme industrial hysicne precautions as to be
im.owpmiblc with comvertirg aperations and food-packaging practices. It scems to me that
in order to produce an unszfs food package, due to incorporation of a toxic ingredient at a
level of 0:2%; or less, it woild require a deliberate or intentional act on the part of a manu-
facturer to poxson the pubiiz, without at the same time poisoning his own workers. No
amount of legislation or rez:lation can protect against such insanity.

It has been suggested by a few of my colleagues that the extreme toxicity of such materials
as allatoxin rules out an assamption that any chemical is safe at even one part in i thousand
million untess it has been tecied. T believe that such an assumption is valid, if we limit our
discussion to certain use; or industrics. Again, 1 believe common sense tells us that it is
inconceivable that anyone could manufacture millions of pounds of aflatoxin, or any
cubstance of extreme toxicizy and distribute it for use as a stabilizer in plastics or wet-
strength resins for paper without findjng out that it was too toxic for that mdvstry No
company can afford to los: customers that way.

Accidental contaminatic: vith aflatoxin or other extremely toxic substances is another
matter, but this is outside 172 considerations of a permissive list. Whother a permissive list
contains 200 or 20,000 sulstinces, accidental contamination is no mare or less likely.
Quality control, inspection. =0 personal attention to details in manufacture are all necessary
ingredicnts to the preventicn of contamination of any product.

A few individuals have gu2ctioned the validity of my estimate that no mosc than 25%
of the diet will be in contac: with the same packaging substrate or chemical, Tn rare civeum-
stances, of course, some ind* ‘duals may cat canned foods almosi exclucively and some may
cat fresh or unpackased fecd almost exclusively. These variations in dictary habits, along
with other intraspecies ditferences have been taken into consideriation as pait of the basic
concept of our 100-fold m=-Zn of safety. Moreover, as mentioned above, the conservative
calculations used above prcv';'dc a 1000-fold margin of safety.

The principal objection o this proposal in the United States has been administrative.
Adoption of this proposal =ould obviate the need for many of our packazing regulations
and would suggest a comp!l::= rewriting of Subpart F. For example, the “gencral adhesives™
and ““defoamer in paper niznufacture” regulations would be replaced by a statement of
good manufacturing practiza that adhesives should not contact the food (as is alrcady
provided despite the fact tiz: thousands of chemicals are enumerated) and that defoamers
may be used only prior to wzd during sheet-forming process (as is also alrendy provided).
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common-sense approach to allow us to.concern ourselves with potential hazards and not
with predictably safe practices.

It is to this assignment that I applied myself last summer—to try to develop a scicntific
basis for a start, and only a start, towards a common-sense approach to food-packaging
regulation. However, beforc proceeding with the scientific evidence I have collected and the
conclusions T have drawn, 1 have made two statements which require documentation, First,
that the return on our investment has been negligible and sceond, that our regulatory
scheme has been too complex to serve its intended purpose.

Following cnactment of our luw, the major task facing the industry was evaluation of
current industry practices, Many of you are familiar with some of the larger research
progiammes undertaken by different segments of the industry, for example, the pztroleum
wax studics by the American Petroleum Institute, the can enamel studics by the can pro-
ducers and the rosin product studies by Hercules.-Many other programmes which received
less publicity were conducted on regenerated cellulose, polyethylene and other polymers,
paper coatings and wet strength resins, to mention only a few, The net result of this invest-
ment of millions of pounds has been that more than 909 of the prior industry practices
have been confirmed as safe, through a combination of low toxicity and low migration, and
have been endorsed by our Food and Drug Administration (FDA), by inclusion on our
permissive list. This general endorsement of the vast majority of industry practices testifies
to the fact that most uscs of packaging materials arc inhercntly safe.

However, before suflicient facts were accumulated to confirm the low degree of hazard
assoviated with packaging materials, we had committed oursclves to an “omnibus™ per-
missive list, containing every conceivable chemical which might even remotely come in
contact with food. We now have 94 separate food-packaging regulations or lists dealing
with different uses of packaging chemicals, from 967 ingredients* for adhesives to 8 ingre-
dients for zine-silicon dioxide matrix coatings. These regulations contair: over 43,000 words,
about 10,000 words more than the regulations for all intentional food additives. In 1966
alone, the 8th yr of the law’s existence, over 200 new uses of packaging chemicals were
approved and published in our Federal Register. Even a superficial examination of these
regulations reveals that the vast majority of these words are devoted to the enumcration of
thousands of chemicals far one or more specific uses under which most cannot migrate to
food at an unsafc level, regardless of their degree of toxicity. Unless you work with these
regulations on a daily basis, are familiar with the multiple cross-references and have
suflicicnt technical training to understand what chemicals are covered by some of the vague
generic terms, it is almost impossible to determine the approved uses of a given chemical.
We have created a complex maze of regulations, too lengthy and involved to be understood
by most of the regulated industry, with the unanticipated result of a growing apathy towands

gorrect interpretation, !

This type of “omnibus™ permissive list came about in the United States at the insistence
of some segments of industry, coupled with a change in interpretation of our laws by the
FDA—a change which revoked the long-cstablished principlc of de minimis non cura: lex
(the law does not concern itself with trifles) by claiming that the law does not recognize any
level of a chemical as insignificant. This denial of the existence of a toxicologically-insigni-
ficant Ievel or biological zero is analagous to a denial of the existence of night, on the
grounds that you cannot prove the absence of light. In all Countries outside the Unit..!

#967 doss not count the numerous reaction products cleared for onc o more of thess chapicals, IF these
arc counted, the number execeds 3800,
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Appendiy (contd)

No-cffect No-effact
' ‘ Tevel fevel
Compound (ppm) Compound (ppm)
2 4.chlora 6 acchloroanitino-s- A Hopradeey? plyvexalidine acetate
trineine (Dyrene)t 5000* (Cilyodin)t 210
2.A-Dihlnrophunoxyeihy | sulphate, e feptylp-hydiony henzoatet? 1500
sedium saltt 200" 1-{5(30.4.5.6,7,72-Hevahy deo-4,7-
4,4'-Michloro-n-trichloromethyl- methanoindanyl)]-3,3-dimethy lurca
heinzhy drol (Kelthane)t 20* (Heiban)® 500
Dicy 1ndiamide™ 2500 Hx diony ethyleeluloset? 10,000
Dicldrin? 0 5* 1 doonypropy Imethyieellolose? 50,000
0,0-Dicthyl 0-3.chloro-4-incthyl-1- 11ydroquinonc™ 10,0001
oro-YI-1-benzopyran-7-yl ’ d-Tsoascorbic acid® 10,000
phosphorothivate (Co-Raf) ar d-Tsoascorbyl palmitate® 2500
D 2-ctinvlheayl) phihalate!’ 1300 Isopropyl N-(3 chlorophenyl) carbamate
Ni-n-hevyi azclate® 5000 (CIPC) 2000°
Disjecbrtyt adipate! 5000 4.4 -Tsopropy lidene bi<(2-Isopropyl-
Mty thiodipropionic acid® 30,000 phenol) 1000
Dimeth; ! carbate!™ 10,000 Light Green SF Yellowishi® 10,000
2, 4-Dimethyl-2-ncthylene-1,2,4- Malathion* 100*
thiadiazolidine-5-thiore! 100* Maleic hydrazidet 20,000*
Diceihyl phthalatett 20,000 Maneb! 25
3.5-Dinwthyltetrabydre-1,3,5,2H- Mclamine -formaldehyde resin
thistiazine 2Z-thione (AMylone)™ < 10* (MParcs D7) £0,000
02,00 Dimethyl=O-(2:4, 3 wichlorophenyl) Moreaptohenzothiazolet 120*
rhosphoruthioate (Roaneh)* 10* Mercury acatate? 2-5%
3 5-Dmitrobensamide™ c00® Mecthoxychlor®' 200%
3,5-Dinitro-o-toluamidet 62 O-Aethy 1-O-(4-rert-butyl-2-chlorophenyt)
Diphenylt™ 00* methyIpho:phoroamidothioate
Diphonytaminet 100* {(Ruclene)' 3o=
3-(2-Diphenylyloxy)-1,2-cpoxypropanet 2000 O-Methyl-0-(2.4-dizhlorophenyl)
Divearyl thiodipropicnic acid™ 30,000 icopropy Iphosphosanidothionte! 10*
Divront 125% Methyl p-hydrosyhenroateh 20,000
Doddecy 1 henzene sodium sulphonate Mcthyl miethaciylate?® 100
(Santamerse no, 3)M 2000 Methyl naphthalencacctic acid? 2500*
Dodecyl gallatet® 350 Methylpolysiloxane! 3000
Doding»® 7 50% Methyl salicylatest - 10,000
Endesniphant ) 3o0* Monuron! 250+
1 IPNY 5* -Maphoin EA-methyl carbamate! ~00*
1 posidized sovbenn oil (Paraplex aNaphthythiourca™ 500
G-6n)s 25,000 Nivotingt 62
Fpacidized soybean oil (Paraplex Nordihy droguaiarctic acid® 2560
G-672) 5000 Niylon (Zytel)™ 100,000
4-Fhosyphenylurea (Sucrol, dulcin)®? - <1000 Octadecy Jamine®* 500
Fthovyquint 120 Octyl gallate’® 350
Cthyi acrylate?® 100 p-rerr-Octs Ipbenony -polyethoxy
Fthy] 4.4 -dichlorobenzilate! . 50* ethanols (Triton X-405)%* 14,000
2-Cthyl hexancdiol-1,31¢ 40,000 Parathion* 1*
2-FthyikeavT diphenyl phosphate Petrolatum®? ) 50,000
(Ranticizer 141)% 1250 Petreleum wax ro. 254 100,000
Ethyl phthalyt cthyl glycolate? 5000 Petroleurn wax 1o, §°* 100,000
Fast Green [TCFee 10,000 Petroleum wax no, 124 100,000
FD & C Blue No. 14 5000 Petroleurn wax no. 15 100,000
FD & C Blne No, 2¢ 1000 Petroleuin wax no. 20°* 100,000
Ferbam? 200* Phenacetin®® 630
Glycerol? 1€0,000 Phcnolt 10,000
Cilyzerol morastearnte®® 250,000 Phenyl mereuric acetate” 01*
Gum guaiac™ 5000 o-I'heny Iphenoi™® 2000*
Tim rosin, pale'® 500 Pintiricin® 500
Heptachlor cponidet 0-5* Pipceronyl butonide! “00*
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Table 1. Distribution of “'no-effect™
levels in 2-yr chronic studics

“No-effeet” All
level compounds

(ppm) (220)

<1 5
<10 19
=100 40
<1000 101
<10,000 151

any toaic cffect below 10 ppm. We might conclude that the odds of detecting a toxic effect
at 10 ppm from any “unknown” compound are approximately 1 in 10,

Let us now look at Table 1 a little more closely and examing the naturc of these 19
compounds which had a “no-eflect™ level at 10 ppm or less. Table 2 shows the same in-
formation as Table 1, except two additional columns have been added which subdivide
these 220 compounds into two categories: (1) a “heavy metals and pesticides™ category and
(2) an “all other compounds” catcgory. I belicve this brcakdown is worthy of careful
examination, The most apparent conclusion is that all 19 of the compounds, which were
toxic below 10 ppm, were pesticides and heavy metal compounds. Equally significant is the
fact that 39 of the 40 compounds, which had “no-effcet” levels below 100 ppm in expari-
mental animals, were also pesticides or heavy metal compounds. The only compound in the
“all other compounds” category which was toxic below 100 ppm was acrylamide,

Table 2. Distribution of “‘no-effect” levels in 2-yr chronic
studies

Hcavy
“No-effect” All metals and
level compounds pesticides Others
(ppim) (220) (88) (132)

<1 5 5
<10 19 19
<100 40 19

< 1000 101 72
<10,000 ' 86

It is obvious that the degree of toxicity of pesticides and heavy metals (which were vsed
as pesticides at one time) is quite different from that of other commercial chiemicals. This
should iepresent no surprise because pesticides are synthesized, screencd end selected for
their toxicity to onc or more forms of life before becoming commercinl products. This
contrast is more clearly shown by Fig. 1 which depicts the distribution of “no-eficet” levels
for the two categorics of chemicals. Tt is obvious that the average toxizity of a pesticide is
about 100 times as great as the average for other chemicals,
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an additive which is very rcadily extracted from its substrate, namely, rosin size. This
combination of substrate and additive, T believe, rzpresents the most extreme case of
migration and valucs determined from rosin sized puper should represent a maximum for
any component of any packaging media. Indeed, such data would be excessive for most
uses of packaging components.

In our initial cfforts to study the migration of rosin size from paper, we used typical
simulated solvents: various aqucous solutions, hexane, maize (or corn) oil, cte. This was
wasted effort because, in water and oil, the extraction was a direct function of time and
temperature and did not platecau until essentially 1007 of the rosin size was extracted and
the intcprity of the paper sheet was destroyed. Nevertheless a century and a half of expericnce
has shown paper to te a satisfactory packaging material. Although these studies clearly
demonstrated that rosin sized paper would be an appropriate choice for developing maximum
migration data, they contributed nothing to the evaluation of safety of rosin size which was
our principal motive at that time,

As a consequence of this failure of the simulated solvents test to help define the amount
i actually mizrating to food, we prepared radioactive samples of rosin size, incorporated
them into typical commercial paper and paperboardd at known levels, packaged a wide
varicty of food in contact with these papar samples at typical package ratios, stored them at
typical storage temporatures for typical storage times and determined the rosin size content
of each food by counting the radioactivity.

The study was far more extensive than T shall describe, because we used several types of
paper (greaseproof, waxed, unwaxzd, cte.), containing three difierent fevels of rosin size,
24 different types of food (water, ice-eream, oysters, apricots, green beans, dry breakfast

Table 3. Maximum migration of rosin size® from uncoated paper
under typical starage conditions

| Temperature Time Migration
| Food §D) (days) (ppm)
i Milk: products
': Water 34 14 59
| Iee-cream 10 28 03
] : Vegetables
' Gircen beans M 7 13
| Green beans 72 14 41
! Lettuce M 7 24
! Potatocs 72 28 02
' Meats
| Ground beef 34 5 87
: Chicken 7 3 72
Beefsicak 34 7 49
‘ Sausage . M 5 124-0
i Fruits :
i Apricots 72 28 01
Apples’ 72 28 -2
) Grain products '
: Puffed rice 72 14 58
: Wheatics 34 28 70
! Flour 72 28 02
Doughnuts 72 R | 09
' ’ Others
' Sugar 72 28 02
. ’ Tutter M 14 328

*4 9%, in paper,
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CHEMICAL INDUSTRIES, inc.

WILMINGBGTON, DELAWARE 19888

October 27, 1967 . .

g e T
;\\‘ “
(oo
[} ’[.IJ
Dr. William A. Knapp i
Allied Chemical Corporation d
P. O. Box 405 LY

Morristown, N. J. 06960
Dear Dr. Knapp:

This refers to Morgan Hoover's letter of October 23
and the proposed MCA comments on the new food additive
regulations.

I assume that Morgan Hoover can supply you with
some standard paragraphs identifying the Manufacturing
Chemists Association, the number of members, etc., for
inclusion at some point, possibly after the first paragraph
;of your covering letter.

I think it is an interesting idea to use this
opportunity to initiate discussion of Dr. Frawley's proposal.

With respect to the actual comments, I believe your
committee has done an excellent job. I have the following
suggestions.

On page 2, Section 121.9(c), third sentence, I suggest
that "except wherein parts of a master file are incorporated
in petitions by reference" be deleted. If this happens to be
a confidential portion of the master file, it should still be
kept confidential except for court suits, etc.

I have some difficulty with Section 121.50(¢)I.B.2.
commencing on page 7. The proposed amendment language at the
top of page 7 still includes for direct food additives "where
possible or practical, an estimate of the maximum guantity
to be expected in the daily diet of the consumer." However,
in the paragraph at the bottom of page 9 you urge that as to
direct additives a petitioner need only estimate the average
quantity of the direct food additive to be expected in the
total daily diet of the consumer.
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It seems to me that your first request should
entirely eliminate the estimate of the maximum gquantity
using the argument at the bottom of page 9 and the top of
page 10.

You could then say that if FDA insists on some
maximum gquantity, this should be only where it was possible
or practical.

The same applies to Section 121.50(e)I.B.5. on
page 10 and to Section 121.50(e)II.B. on page 15.

I note that after treating Section 121.9(c)
on page 2, you again come back to this section at the bottom
of page 18. I can understand the reason for this but
suggest that on page 2 at the end you might say "and parti-
cularly the last paragraph on page 18."

Very truly yours,

L7 -
,/fié?éfi/%Z;KQV/
Kenneth E. #Mulford
Assistant to the President

KEM:HP

CC: Dr. G. P. Vincent
Mr. James Hulse
Mr. M. M. Hoover
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COMMITTEE CORRESPONDENCE

Manufacturing Chemists’ Association, Inc.

Committee: Food, Drug, and Cosmatic Chemicals Address Writer Care Of :

Tone B.F.Goodrich Co,
500 8. Main St.
Akron, Ohio 44318

Subject: Date: Qetober 27, 1967

o

o

Dr., William A, Knapp

Allied Chemical Corporation
P.0. Box 405

Morristown, Naw Jersey 07969

Daar Bill:

I have just reviewed your proposed letter to be submitted to FDA on the
procedural regulations. My compliments to you and the other membars of
your subecomnittee for a fine job., This was not easy to do, but you have
done it very thoroughly.

Very truly yours,

:(-- b ey /_[
7()6 //IIL/_.x..’L,//~ ‘ /C—
W.E. McCormick ’”;V

mj

ce: G.P. Vincant
Jamas Hulse
M.M. Hoover
V.H. Knoop 7
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Food, Drug, and Cosmatic Chemicals
m B-’owrich co.
500 S. Main St.
Akron, Ohio 44318

October 26, 1967

A7
ot

]cﬂ

Dr, John F, Frawley
Hercules Incorporated

910 Market Street
Wilmington, Delaware 19899

Dear Jack:

1 have today received your latter of Octobar 24, and its attachmeants. I have
also received in the sams mail, the lettar that has been proposed for MCA's
submission to FDA on the procedural regulations. You may recall at the last
FDCC Committee meeting in Washington, 1 appointed a small sub-comittes to
collate the criticisms of these proposed regulaticns froa the other committes
mexzbers, and to formulate a positien. Dr, William A. Knapp chaired this sub-
committee and he has just completed this project. He has included in the
proposed position, reference to your publication and basic philosophy of ex-
¢cluding those components present in quantities less than 0.2%.

So far as th@ is concerned, officisl objections to the proposed regulations
have been givemrfo FDA several wsaks aAgO. y did not, however, include-so
fat as 1 am aware-any reference to your 0.2% idea.

Very truly yours,

W.R. McCoraick
aj
cec: M. M. Hoover
W. A. Knapp!
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Tele n»ne: 515 228-3241

‘|.+. SALSBURY LABORATORIES charies city, iowa, 50616

October 27, 1967

Dr. William A. Knapp

Allied Chemical Corporation

P. 0. Box 405

Morristown, New Jersey 07960

Dear Dr. Knapp:

We have received and reviewed the draft of commentg of the
MFA concerning Procedural Regulations covering organization
and handling of FAPs as published in the Federal Register of
August 8, 1967, page 11443 et seq.

We have noticed no disagreements with basic philosophy as
evidenced in this draft. Thank you for the opportunity of
reviewing this material,

Sincerely,

c::><:i52:fi:;//4622452§Zg¥é//
Thomas K. Shotwell, Ph,D.
Government Relations Manager

mac

cc: Dr. George P. Vincent
Mr. James Hulse
Mr. Morgan M. Hoover

FEED ADDITIVES PHARMACEUTICS BIOLOGICS
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TELEPHONE HUDSON 3-6126

Manufacturing Chemists’ Association, Inc.

(FOUNDED 18720
1825 CONNECTICUT AVENUE, N. W.
WasHINGTON, D. C. 20009

October 23, 1967

TO: Members of the Pood, Drug, and Cosmetic Chemicals Committee

SUBJECT: MCA Comments re Proposed Revision to FDA Procedural
Regulations 2
J o Pl
C’G\" vt‘ﬂ"y
_(.
Gentlemen:

I am enclosing the draft of the comments prepared by Dr. Knapp's
task group, along with the draft of the accompanying letter, for your
review.

To meet the filing deadline of November 6, you are asked to send
any comments you may have to Dr. Knapp (copies to Dr. Vincent,
Mr. Hulse and to me) to be received by Monday, October 30,

Dr. Knapp suggests that, because of time problem, you limit your
comments to disagreement with basic philosophy, if you have such.
The task group has not included some of the comments already received
that they felt appeared to be of a relatively minor nature.

Addresses are as follows:

Dr. William A. Knapp, Allied Chemical Corporation, P.0O. Box 405,
Morristown, New Jersey 07960.

Dr. George P. Vincent, Olin Mathieson Chemical Corporation, 1730
K Street, N.W., Washington, D. C. 20006.

Mr. James Hulse, Chas. Pfizer & Co., 235 E. 42nd Street, New
York, New York 10017.

Sincerely yours,
Mﬂdt—-—
Morgan M. Hoover

MMH:sjg
Enclosur
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Hearing Clerk
Department of Health, Education and
Welfare
Room 540
330 Independence Avenue, S.W.
Washington, D. C. 20201
Dear Sir:
Pursuant to the proposed Procedural Regulations covering
organization and handling of Food Additive petitions as
" published in the Federal Register of August 8, 1967, page
11443 et seq., we respectfully submit herewith comments of
the Manufacturing Chemists® Association prepared with the
assistance of its Food, Drug and Cosmetic Chemicals Committee.
Before proceeding with question and comment on wording
and intent of the proposed regulation we would like to take

this opportunity to express what we feel are basic difficulties

in the administration of Section 409 of the Food, Drug and

Cosmetic Act, particularly with relation to indirect additives.

Although the direct additives area of this section are
probably of greatest concern to g chemists, we
are also intimately concerned with components of packaging
materials, both basic polymers and adjuvants, which may fall

within the purview of the Act if meaningful migration occurs.
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Much uncertainty arises in the determination of what
constitutes meaningful migration. Administration policy
notwithstanding, we maintain that the act of testing for
migration is not in itself evidence that the additive may
reasonably be expected to migrate. Modern analytical
techniques will detect minute duantities of materials which
may or may not be identifiable as coming from a packaging
material but which may reasonably be expected to be toxico-

* logically insignificant. We do not believe that it was the

intent of Congress to control these very small amounts of

relatively non-toxic migrants which usually can be detected
from most packaging materials.

The plastic package of today and the adjuvants therein
do produce migrants but at quite low levels and from which
no deleterious effect has yet been demonstrated. We submit
that the vast majority of adjuvants added in small quantity
to packaging materials do not migrate in quantities which
are toxicologically significant and should be exempt from
exhaustive safety evaluation prior to marketing. <Fmthis
-connectian, we rofer you-—to—the—presentitIoh oL DI JON T
Frawley—bEfore e an

ASI 00001764




- - 1 B Te o

s b o b ‘L. '

G'V-¢Q. R e .-.’,: !1».- ”." I D‘.l’.'aft Page 3 Y
—\?9_":..(': Arzcetoon Luren )‘) \jLiullj.p Vo rc‘(o_“{ APEEP

”'Tav,rafar- Tewnel :_S-_}’fi"ac‘i'(:;h“])
\-\\_A (_:_H'n} t‘(_ ‘?:‘;"
Chemical Society, In this he reaches the conclusion that
" ., . . any component of an article contacting food which
is present in the article or its coating at a level not
exceeding 0.2% by weight is generally recognized as safe iy
provided it is not a heavy metal or pesticide." We submit

that a practical solution might be to establish a realistic

level for the components of a packaging material below which

/.: ;T e

there need be no concern with mlgration, provided, of course,
' that the materials are known not to be-highly toxic.

The purpose of this discussion is to urge that administ-
ratlve pOllcy be established and regulatory provision made
for rapid accept;nce of food additives which are present in
packaging material in small quantity (e.g., <0.2%), or which
would not be expected to be found in significant quantities
(e.g., 0.1 ppm) in the daily diet.

The comments submitted herewith represent, in substance,
comments submitted to the Manufacturing Chemists?® Association
by many of its member companies. It is expected that many
of these companies will also submit their comments directly
to the Food and Drug Administration.//ﬁé respectfully urge
the Commissioner to carefully evaluate our position on the

proposed regulations and ask that appropriate changes be

made in any final regulations that may issue. We strongly

ASTI 00001765




Draft Page 4.

urge that, in finalizing any reéulations in this area and
in evaluating the existing food additive regulations,
especially those dealing with indirect food additives,
that careful consideration be given to the substantive
problems we have discussed regarding the administrative
treatment and handling of these materials. -

» _
i

(7.
/ﬁ'
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M. JFACTURING CHEMISTS' ASSOC. .TION
COMMENTS ON FDA PROPOSED FOOD ADDITIVES

PROCEDURAL REGULATIONS (32 FR 11443) P.1.

@ §121.7 Food additives for use in feed and drinking water of animals

and food additives that are also new drugs, certifiable anti-

biotic drugs and/or pesticides.

§121.7 (a) (3)

We strongly urge that this Section be revised to
delete the word "chemicél." The limitation of acceptable
assay methods to 'chemical assays'" is an unneccessary and
illogical restriction as there may be practical biological,
physical, or other methods which technically cannot be
defined as chemical assays. To limit acceptable assay
methods to chemical assays would unduly restrict the
constant search by quality control personnel for better
and more practical methods of assay, some of which may be
better than chemical methods. We point out that neither
Sections 505 nor 409 of the Federal Food, Drug, and
Cosmetic Act require that assay methods relating to food

additives be limited to chemical assay methods.

§121.9 Food additive master files.

§121.9 (a)

g

We request that the words '"submitting or intending
to submit a food additive petition' be deleted from the
first sentence of this Section. In many instances, the
person submitting a food additive master file is doing
so for the benefit of another company or person; he,
himself, may not intend to submit a food additive petition.
The last sentence of this same paragraph appears
to limit the use of these master files to use in food
additive petitions. Many materials are used as adjuncts

in connection with foods, drugs, colors and pesticides.
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In view of the voluminous nature of many of these master
files, it is believed that one master file should suffice
for all of these fields.

£121.9 (¢)

We strongly urge that this subparagraph be deleted
from the proposed regulation, Master files are submitted
voluntarily and represent a confidential relationship
between the Food and Drug Administration and industry.

We believe that this relationship should remaln,‘exeept
wherein pests of- the master- file ame incerpeweated i
pﬁtixions-bynreéeﬁenee{ For our comments on the confid-
entiality of analytical methods and toxicological data
in a food additive petition, please refer to §121.50 (f).
LR I N b

i

§121.50 Content and form of food additive petitions.

§121.50 (a)

It is requested that the third sentence of this
Section be amended to read as follows:

Any published information used in support
of the petition shall be submitted in
reprint form, if available, or other
suitable photocopy, and, in the event that

" the published material is readily avail-
able to FDA, references can be made to the
publications in lieu of furnishing reprints
or photocopies.

Under the existing regulation 121.51 "reprints or
photostatic copies" of published information are
permissible. We submit that the proposed regulations,
restricting the petitioner to reprints is not practical
and quite often will be impossible to meet. In some
instances, reprints are not available for a number of

reasons., We urge, therefore, that either reprints or
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other suitable photocopies be allowed to support the

food additive petition. In addition, where the pub-
lished material is from a journal or other source
readily available to FDA, the petitioner should be
authorized to merely cite the journal or other source.
This procedure is presently being used in the new drug
and certifiable antibiotic areas (8130.37) and should
also be adopted in connection with food additive petitions.

It is also requested that the sixth sentence which
refers to unpublished scientific studies be amended to
read as follows:

All original unpublished scientific
studies supplied in the petition shall
include identification and a descript-
ion of the qualifications including
educational background and experience
of the technical and professional
personnel who are responsible for
assuring the accuracy and reliability
of such studies. This information
need only be furnished for the person
or persons who are the responsible
head of the laboratory or scientific
unit conducting the studies.

We point out that in many instances, it would be imprac-
tical to list the identity and qualifications of all the
various:z%égigéé, toxicologists and other scientists or
technical personnel who participated in the unpublished
study presented in the petition. We point out that in
regard to new drug applications £130.4 (c), subsection
2.8 (b) requires that the detailed educational and
background information need only be given for the person

responsible for assuring that the drug has the safety,
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identity, strength, etc., which is claimed by the
application. We submit that this information should
only be required for the person responsible for the
scientific studies presented in support of the food
additive petition.

§121.50 (b)

Section 121.50 (b) provides for the incorporation
by reference of previous submissions where the previous
submission ". . . is in a food additive master file
kept current by the petitioner, or is in another form
of submission not over 10 years old."

We do not understand the intent or meaning of this
10 year limitation. By implication, one could conclude
that any data over 10 years old is deemed to be unreliable
unless in a master file kept current. We suggest that
many submissions whether part of master files (formerly
designated "master files" or now designated ''food
additive master files'), petitions, new drug applications,
or data leading to prior sanctions or approvals are of
permanent value regardless of age. For example, detailed
toxicological studies submitted in 1950 which led to a
prior sanction or approval are still valid in many cases
and data in food additive petitions filed since the
effective date of the Food Additives Amendment may still
be valid although over 10 years old.

The net effect of such a 10-year limit on submissions
other than master file submissions is to force petitioners
to establish master files for intentional or incidental
food additive products. We see no justification for
imposing this added burden on a petitioner whose formal

petition filing should constitute an adequate file record.
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The only burden petitioner should have in connection
with the reference to data already on file with FDA is
a requirement of an accurate description in sufficient
detail to provide adequate identification thcreof and a
statement recaffirming the current validity of any con-
clusions therein,

For the above reasons, we would suggest deletion
of the 10-year limitation for submissions other than

those in a "master file kept current."

§121.50 (c)

This section prescribes paper size, line spacing,
typing margins, hole punchings, etc., which must be used
in connection with petitions. There are many reasons
which would make compliance difficult. Some are the
following:

(1) Except for legal purposes, the vast majority
of U.S. business establishments use only 8-1/2" x 11"
paper for correspondence, report writing, etc. It is
difficult to obtain any other size from most stationers
except on special order at extra cost. Carbon paper
of different size presents similar difficulties.

(2) Photoreproduction papers are likewise of
8-1/2" x 11" dimension requiring hand trimming to bring
to size prescribed.

(3) 1t is often desirable for the sake of com-
pleteness to include past studies rather than incorporate
same by reference. The proposed regulation would require
retyping of thousands of pages of text and photoreduction

of graphs or pictures to bring to proper size.
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(4) As noted in comments on §121.50 (a) above,
reprints or photoreproductions of journal articles are
usually not of the prescribed size and would require
photoreduction or enlargement at needless and great
expense.

(5) sSimilarly, reports of outside investigators
(toxicologists, consultants, analysts, etc.,) are all
on paper of 8-1/2" x 11" dimension and would require
retyping or other reproduction to the size prescribed.

(6) File cabinets, file folders, record boxes,
ring binders, etc., are made to accommodate 8-1/2 x 11"
paper. While 8" x 10-1/2" paper can be used in these
storage containers, 107 of storage Spgée therein is v
wasted.

(7) To the best of our knowledge, the vast majority
of prior submissions have been on 8-1/2" x 11" paper.

If 8120.9 (b) means that master files must be converted
to 8" x 10-1/2" paper '"as if it were a portion of a
petition' the task would be an impossible burden.

For the reasons stated above and probably additional
complications not yet conceived, it is suggested that
paper size requirement be deleted. Further, it is
requested that double spacing be suggestivé rather than
obligatory or the requirement modified by '"where practical."
The retyping of large amounts of available material now

in single space does not appear to be a reasonable

requisite for food additive petitions.
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§121.50 (e) I.B.2.
We request that this Section be amended to read as follows:

USE. The purpose which the additive is

to serve, including, if a direct additive,
an estimate of the average quantity of
the direct food additive to be expected

in the total daily diet of the consumer,
and where possible or practical, an
estimate of the maximum quantity to be
expected in the daily diet of the consumer.
The bases for such estimates will be
provided in this summary.

The introductory summary of use information required in
this Part B for both direct and indirect additives is not
practical as applied to indirect additives. Incidental
or indirect food additives, whether food packaging or
processing materials, do not lend themselves to mean-
ingful estimates of either the average or the maximum
levels that might be expected in the total daily diet.
Food processing and packaging materials, unlike many
direct food additives, generally can be used for across-
the-board food contact use, thus coming into contact
with countless types of foods under a variety of indus-
trial processing and packaging use situations. Indeed,

the petitioner for an indirect food additive in most

cases will have no way of knowing all of the many packaging

uses that the additive could be used for. We submit,
therefore, that estimates of either the average or
maximum quantities that might become part of the total
daily diet will always be relatively meaningless figures;
as such, this information should not be required for

indirect additives.
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for indirect additives without pointing out that FDA

We do not suggest the deletion of this requirement

has adopted and is presently following the philosophy
that the 100-fold safety factor (100 times the no-
effect level found in animals) adequately ensures the
safety of indirect food additives and can logically be
relied upon to take care of multiple variables such as
diverse use and consumption. The text "Appraisal of
the Safety of Chemicals in Foods, Drugs, and Cosmetics,"
published by the Association of Food and Drug Officials
"of the United States in 1959, was written by FDA
staff members. This publication relates the sensitivity
of man to various species of animals and reports that
the highest ratio is that man is ten times as sensitive
as the rat or cat. The safety factor of 100, then,
provides another multiple ten-fold difference to protect
man from possible adverse effects of a food additive.
The use of the factor of 100 was also endorsed by
the Joint FAO/WHO Expert Committee on Food Additives.
In the Second Report of this Committee, in the section
entitled "Procedures for the Testing of Intentional
Food Additives to Establish Their Safety for Use"
(See WHO Technical Report Series No. 144, page 17,1958),
the Committee concluded:

"From these various investigations a
dosage level can be established that
causes no demonstrable effect in the
animals used. 1In the extrapolation -
of this figure to man, some margin
of safety is desirable to allow for
any species difference in suscept-
ibility, the numerical differences
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between the test animals and the human
population exposed to the hazard, the
greater variety of complicating disease
processes in the human population, the
difficulty of estimating the human

intake and the possibility of synergistic
action among food additives.

"It will be useful to try to define here
the standard daily dietary dose. This
is taken to be the amount of the food
additive that might be expected to be
consumed by an average adult eating a
normal diet as determined from some
appropriate dietary survey. It should
be assumed in these calculations that
all the foods likely to be treated with
the additive will contain it at the level
proposed.,

"It is inescapable that some arbitrary

factor must be applied in order to provide

an adequate margin of safety. Where the
maximum ineffective dose in animals is
calculated in g/kg body-weight, a margin

of safety of the order of 100 has bcen

widely used. In the absence of any

evidence to the contrary, the Committee
believes that this margin of safety is
adequate." P

In addition to the deletion of the requirement of an
estimated quantity of daily consumption of an indirect

additive, we urge that as to direct additives, a petitioner

need only estimate the average quantity of the direct
food additive to be expected in the total daily diet of
the consumer. It should be realized that an estimate of
the average quantity will be a somewhat arbitrary figure,
but an estimate of the maximum anticipated consumption
will be even less meaningful. Again, we point out that

the safety factor of 100 in judging the safety of the
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particular direct food additive on the basis of animal
toxicity studies was designed to take care of the

variations in consumption by individual consumers.

€121.50 (e) I. B. 5.

' For consistency with this entire Section 121.50, we
request that the phrase 'daily diet" be used wherever
reference is made to the "diet of the consumer."

In addition, we request that the reference to
"several species of test animals'" in the second sentence
be amended to read "in test animals.'' As a practical
matter, normally only two species of test animals are
required by FDA.

With respect to the third sentence of this Section,
we strongly urge that it be amended to read:

The mrgins of safety between the no-effect
level in the most sensitive species of test
animals and, with respect to direct food  awmu
additives, the average level @éweli—as thec
maximum level, where practical to determine,.
likely to occur in the total daily diet of
the consumer should be stated, taking into
consideration previously approved food addi-
tive uses for the substance and any toxico-
logically comparable substance. (Underlined
language is new).

To support our request that the requirement for estimating
average and maximum quantities of food additives to be
consumed in a daily diet be limited to direct additives

we refer to our comments on Section 121.50 (e) I. B. 2.

In addition, we urge that the consideration given to
“"comparable substances' be limited to those substances

that are known to be "toxicologically comparable."
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It is well known that many substances are comparable from
the standpoint of their effect or use in food but are not

comparable from a safety or toxicity or chemical viewpoint.

§121.50 (e) IT (A) (1) ()
‘ We find this subsection confusing in that several

terms used therein appear to be descriptive of the same
thing, namely, the chemical specifications for the food
additive. Thus, “complete quantitative composition" (b.i.),
"food grade specifications” (b.v.), and "reproducibility"
(b.vi), all, we believe, mean substantially the same
thing and would be best covered by the term'food additive
specifications'" or '"food grade specifications.”" We

submit that either of these terms adequately describes

"complete quantitative composition' and ''reproducibility”

and request these items be deleted.

§121.50 (e) II. A. 1. b. iv.

It is requested that this subsection in describing

food additives be amended to read:

iv. Brief description of manufacturing

process(es) and a listing of raw materials

and their specifications,
We believe that a '"brief description' of manufacturing
process(es) should suffice for the purposes of evaluating
the safety of the food additive petition by FDA. Detailed
processing information would serve no real purpose. We
would point out that once a petition is approved and a
food additive regulation is published, any manufacturer

may produce the additive using any manufacturing process
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known, so long as the food additive meets the product
specifications established in the applicable regulation
and the manufacturer adheres to good manufacturing
practice. The question arises as to whether petitioner
would be bound to the process described in his petition.
If so, the developer of the new facet of food technology
would be placed at a severe disadvantage. We believe
that the structure of 8409 (b) of the Act, which details
the requirements for a petition, supports the argument

that production process information should be required

only in special situations and not as a matter of routine.

In this regard, 8409 (b) (2), subsections A through

E thereof, lists the basic statutory requirements of
data that must be included in a petition. No reference
is made to production process Iinformation. A separate
subsection of 8409 (b), namely, (b) (3), deals with the
problem of supplying, upon request of the Secretary,
"a full description of the methods used in and the
facilities and controls used for the production of such
additive." Thus, we believe it was the intent of
Congress to provide that the Secretary have the right
to require such information where relevant because of
special circumstances, but not merely as a matter of
routine in every petition. Otherwise, a separate
section (b) (3) would be meaningless since the require-
ment of production process information would have been
listed in subsection (b)(2) of 8409,

Finally, we also urge that the proposed requirement
in this subsection for detailing the analytical techniques

used to check the raw material specifications be deleted.
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The important consideration is the final product specific-
ation and validation of the analytical methods used for
the final product. In special situations, at the request
of FDA, the description of specific analytical techniques
could be provided to FDA but certainly they should not

be required as a routine mater.

6121.50 (e) II. A. 1. b. v.

We request that the third sentence in this section

be revised to delete the word ''production" prior to the
word 'batches." Very often, at the time that the food |
additive petition is submitted no production batches have
been prepared. Thus, it would be impossible for a
petitioner to submit data from production batches. Data
from either laboratory batches or controlled pilot plant
batches should be sufficient to show the range of impurities
and by-products to be expected and to show that the pro-

posed specifications can be met.

§121.50 (e) IT. A. 2. a. vi.

Deletion of this requirement is suggested. Methods

presently available for determining molecular weight
distribution of polymeric substances are generally complex
and difficult to reproduce. We submit that extractive
limitations for polymeric materials in selected solvents
adequately reflect low molecular weight fractions which
may be suspect toxicologically and that molecular weight

distribution adds little to the appraisal of safety.
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§121,50 (e) IT. A. 2. b. iii. \
Please refer to our comments on £120.50 (e) II. A. b. iv.

with respect to requirements for manufacturing processés
and analytical techniques used to check raw material
specifications.
With respect to the specific wording of this para-

graph, it is presumed that "adjuvants" referred to

‘ therein refers only to such adjuvants as are incorporated
in the basic polymer polymerization and not to adjuvants
in a resin formulation. To our knowledge, the final
resin formulation has not been the subject of a petition
nor is it intended that they should be. Such formulations
are comprised of the basic resin to which may be added
GRAS materials, adjuvants listed under the basic resin
regulation and adjuvants otherwise permitted under
Subpart F. as in regulations of the types represented
by #8121,2511, B121.2527 and B8121.2541 as examples,

§121.50 (e) II. A. 2. b. iv.
As in 8121.50 (e) II. A. 1. v. we submit that prod-

uction batches are normally not available at the time of

petitioning. Hence the word "production'" should be
deleted.

8£121.50 (e) II. A. 2. b. v.
As in comment on 8120.50 (e) II. A. 1. b, above,

we submit that product specificationsas given in

8121.50 (e) II. A. 2. b. iv. of the proposed regulation

are the proper measure of reproducibility.
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§121.50 (e) II. B.

For the reasons set forth in our comments under

Section 121.50 (e) I. B. 2., we ask that the second

sentence be amended to read:

The petitioner shall furnish, if a direct additive,
an estimate of the average quantity of the
direct food additive to be expected in the
total daily diet of the consumer, and where
’ possible or practical, an estimate of the
maximum quantity to be expected in the daily
diet. :

8121.50 (e) TI. B. 1.

We strongly urge that the first sentence be

amended so that the data required need only be given

"if reasonably practical or possible to determine."

This qualification should apply to all the data sought

in this Section. We point out that the use information

and specifications provided in the petition are designed
. to ensure the expected tolerable and safe level of the
Y additive. The analytical methods are designed to

S measure the levels of the additive in a particular food

& or class of foods. The requirement in this proposed
Section for showing the fate of the additive in food,
conversion information, and possible reaction with
other components of the food, is not necessary and very
often, cannot be readily determined. As a practical
matter, where final assays do not show an acceptable

level of the direct additive, a petition is not likely

to be approved by FDA.




§121.50 (e) II, B. 2.
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Although migration data using actual and simulated
foods will determine extent of transfer of a food
additive in terms of milligrams per square inch of food
contact surface under conditions of use, we submit
that it will not provide information from which the
average or maximum daily dietary intake can be calculated
for reasons stated in §121.50 (e) I. B. 2. above.
Accordingly, comments there are equally applicable to
this subsection.

Y

8121.50 (e) II. D. 2,

{

This subsection requires that in the case of the
food additive needing a tolerance the regulatory
method (analytical procedure) ", . . be satisfactory
for application to the raw, processed, and/or finished
food." This requirement is presumably intended for
direct additives or those substances incidentally present
in a final food product because of addition for functional
use elsewhere in the production operation. We trust that
this subsection is not intended to cover indirect addi-
tives as represented by extractives migrating from
packaging materials. These extractives are multicomponent
in character and in many cases it would be extremely
difficult if not impossible to determine accurately
amounts of individual components in food per se. Accord-
ingly, it is suggested that this requirement be limited
to direct additives and incidental additives ( those
substances incidentally present in a final food product

because of addition for functional use elsewhere in the

food production operation).
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For the reasons set forth below we request that

this Section be amended to read:

Data in a petition regarding any method or
process entitled to protection as a trade secret
will be held confidential and will not be
revealed unless it is necessary to do so

in a regulation, and the petitioner approves

of such regulation or in the alternative

chooses to withdraw his petition, or in an
administration hearing preliminary to any .
judicial proceedings under the Act. The R

analytical methods which do not reveal con- _ g ‘ p;
fidential processing information and the ;"'“:V'
general summary of the toxicological basis  “,* ./

on which a food additive regulation is based,
as such general summary was presented and so
designated in the petition, are not considered
confidential or entitled to protection as trade
secrets. Detailed descriptions of toxico-
logical studies and the raw data of such
studies will be considered confidential and
entitled to protection from general disclo-
sure. (Underlined language is new.) /

It is our unified belief that §in.process} analytical
methods and toxicological- data should be entitled to

protection as are trade secrets and remain confidential-
The development of toxicological data and analytical
methods are two of the most costly aspects of food

etlthlle knowledge of ‘flnal producti

anal ytical techniques may be necessary for enforcement

addltlve

purposes by FDA, and as such, ultimately disclosed in
an enforcement action no real need is seen for author-

izing general pub11c disclosure of such knowledge.

,;a Tox1colog1ca1 data, and-enen-a-é&éﬁery’theﬂeef ig not

necessary for enforcement purposes and should not under
any circumstances be released as public information,

unless the petitioner consents to such release
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Tf it is deemed necessary to publish information

concerning analytical methods in a regulation, the
petitioner should be given the opportunity, prior to
publication, to decide whether he wishes to have such

information published or wishes to withdraw his petition.
We take particular note of the fact that Section
301 (j) of the Federal Food, Drug, and Cosmetic Act
makes it an offense for any person to use to his own
advantage or reveal to other than the secretary ¢ﬂtf
officers or employees of the department or to courts
under certain circumstances any information acquired
under Sections 404, 409, 505, 506, 507, 704 or 706
concerning any method or process which as a trade secret
is entitled to protection. We believe that the arbitrary
designation of analyt1ca1 methods and tox1co%ugzﬂft

&
non-confidential

fﬁﬁEElon ;Erzgz-couftgrand gOEE“§§§on5“Ehe aufﬁﬁﬂzty
gggﬁzgg'tggﬁﬁszy the IEE;QTEZure.

We must strongly request that Section 121.9 (c) be
deleted, since the development of methodology may be a
major expense involved in the development of a marketable
food additive and in addition, we see no reason that the
toxicological information in support of a food additive
petition, also developed at a major expense to the
petitioner, be released for public disclosure. If this
request is not honored, we would ask that this Section

be amended in accordance with the language set forth above.
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§121.51 (c)

If further information or sample is requested by
FDA "a reasonable time in advance of 180 days, but is
not submitted within such 180 days after filing the
petition, the petition will be considered withdrawn
without prejudice.'" It is suggested that 'reasonable
' time in advance of 180 days" is too indefinite and that
‘ 180 days" implies that if added data are required the
petitioner has no hope for a regulation within the 90
days provided by Section 409 (c) (2) of the Food, Drug
and Cosmetic Act and little hope of obtaining a regulation
within the statutory limit of 180 days. While we would
hope that request for sample and/or additional data be
made within 45 days after date of filing,a limit of 90
days would appear equitable., It must be recognized that
the time required to provide information or sample may
{ vary from days to months depending upon nature of the
request. The petitioner should not be penalized by
withdrawal of petition when, in fact, notice in advance

of 180 days is not adequate to fill request.

§121.51 (d)
It is respectfully requested that petitioner be

gxprovided an opportunity to review language of a proposed

} regulation prior to publication in the Federal Register

j if it differs from that proposed by petitioner (8121.50(e)II.F.)
{ and that this subsection be so revised.

o

\
N

\
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October 24, 1967

FDCC Subconmittee on FDA Procedural Regulations

TO: Dr. George P. Vincent
Mr. James W. Hulse

Photoprints of Eastmen lettar of
October 11 and attachment thereto sre enclosad.
I do not balieve comments of Mr. Bernard Astill
will affect our brief but believe you should
heve complete file of comments.

Original Signed
A.. A. Enapp

W. A. Knapp

WAK: dmk
Encl.
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October 20, 1967

Mr. Morgan M. Hoover

Food, Drug and Cosmetic Chemicals
Committee

Manufacturing Chemists' Associstion, Inec.

1825 Connecticut Avenue, N.W.

Washington, D.C. 20009

Dear Morgan:

Enclosed bexewith are original and one copy of drafts -
of (1) comments on FDA proposed Procedural Regulations and
(2) letter of transmittal to Hearing Clerk. In the fimal
document we balieve it may be more suitabls to follow
transaittal comments with comments on proposed regulation
in letter proper rather than as attachmeat but to avoid
re~typing and further delay we vequest that it be sent to
the full committes in present form.

To meet the deadline of Movember 6 we request that
comeittee review immediately and return any further comments
by Monday, October 30th, with copies to you and subcommittee
members. We assume that MCA staff review can be made simul-
taneously.

We also assums that MCA office will type final submis-
sion and, 1f mesessary, deliver to Hearing Clerk unless you
advise differently.

Sincerely yours,

Orfetnay 5
) leneq
i A Kna_pp

W. A. Knapp

WAK : dmk

Encls.

cc: Dr, G. P. Vincent
Mr. Jo W. Hull.




October 13, 1967

FDCC Subcommittee on FDA Procedural Regulations

TO: Dr. George P. Vincent

Mr. James W, Hulse

Attached second draft of comments on FDA
Procedural Regulations includes, I believe, all
comments not definitely deleted at our last meeting.

1 suggest a meeting in latter part of week

of October 15th and that Dr. Vincent mention date
which might coincide with his weekly visit to New York.

Very truly yours,

Original Signed
¥.. A. Enapp

W. A. Knapp

WAK ;: dale
Encl.
cc: Mr., Morgan Hoover

P.S: Mr, Hoover:
These drafts to you to indicate we are working.
Suggest thay be destroyed whensver final draft
is produced.
WAK
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October 4, 1967

FDCC Subcommittee on FDA Procedural Regulations

TO: Dr. George P. Vincent
Mr, James W. Hulse

The attached compilation of comments of FDA ,
Procedural Regulations includes more points of discussion
than were agreed to at our last meeting because on
reconsideration I felt that the MCA commentary should
include all questions we could not ourselves resolve.
Also, I felt it would be easier to delete than to compose
language at our next meeting now set for Wednesday,
October 11 at Morristown if we find no opportunicy to
meet earlier,

Will you please contemplate tone of introductory
remarks to FDA, :

Very truly yours,

W. A. Knapp

WAK ; dmk
Encl.
cc: Mr., Morgan Hoover
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\ TELEPHONE HUDSON 3.6126

" Manufacturing Chemists’ Association, Inc.
(FOUNDED 1872)
1825 ConNNECTICUT AVENUE, N. W,
JAMES R. CARNES WasHiNGgTON, D. C. 20009

SECRETARY-TREASURER Oct O})e r 1 l , l 967

Mr. M. C. Stone

Assistant Secretary
Tennessce Eastman Company
Kingsport, Tennessase 375662

Doear Mr. stoae:

Thank you Ifor your letter of Cctober 6 which gives
us your comments on the Proposed Food \dditives Proce=-
dural Regulations.

These should be of considerable interest to tha
task group within the ICA Feod, Drug, and Cosmetic
Chemicals Committee which is preparing our comments.
Soc I am sending them along to the chairman of this
task group, Dr. William A. Knapp of Allied Chemical,
along with his copy of this letter. As you probably
kaow by now, the deadline for filing comments has
keen oxtended 30 Jays until November 5,

Sincerely yours,

%éféz‘wm::w
JRC:8jg

ccs W. A. xnappl////
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
FOOD AND DRUG ADMINISTRATION
WASHINGTON, D.C, 20204

October 6, 1967

'AA
/&‘
Mr. F. H. Carman
Manufacturing Chemists' Association, Inc.

1825 Connecticut Avenue, N, W,
Washington, D.C, 20009

Dear Mr. Carman:

pr. Goddard has asked us to reply to your letter of September 18, 190A7,
which requests an extension of time for filing comments on the proposed
food additive procedural regulations published in the FEDERAL REGISTER
of August 7, 1967.

We believe that the proposed revision will aid in the preparation of
petitions so that the resultant FDA reviews can be completed more rap-
idly and with fewer requests to petitioners for clarification of
submitted material., Comments so far received have responded favorably
to the more detailed descriptions provided by the proposal.

In order to permit your members additional time, we are extending the
time for comments for another 30 days or until November 6, 1967.

A notice to this effect will appear in the FEDERAL REGISTER shortly.

_—

Sincerely yours,

,%’(41;,124\J

ssociate Commissioner - -
for Compliance

AST 00001791 - \_\




er CHAS. PFIZER & CO,INC.

ESTABLISHED 1849
235 EAST 42728 STREET

NEW YORK, N Y. 10017

3

LEGAL DIVISION

October Lk, 1967

",
] “'4 ). l"
Dr. William Knapp f' et Lt
Allied Chemical Corporation S llﬂ‘ &7
P-On BOX J"-O5 (0‘ : ) '-"

Morristown, New Jersey 07960 >
Dear Dr. Knapp:

As agreed upon at our recent meeting, I have drafted comments on
numerous sections of the proposed food additive regulations which
prompted comment from many member companies of the FDCC Committee.

I have attempted to incorporate the comments of the member com-
panies, following the guidelines agreed upon at our meeting. On those
sections where you agreed to draft comments, I have so indicated this
fact.

I think that one area we should take a further look at is the
area dealing with indirect additives and the maay requirements for same
in the body of the petition. If at all possible prior to our next meet-
ing, you might discuss the quite detailed requirements for indirect
additives with a member of the committee that is more directly concerned
with indirect additives than are either your company, Dr. Vincent's, or
Pfizer.

I hope this draft will be helpful to you and that we can soon put
together a final draft.

Very truly yours,

JWH:mw //5:’;/7

s W. Hulse
Enclosure

ce ¢ G. P. Vincent, Olin Mathieson
M. Hoover, MCA
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- INDU TRIAL CHEMICALS DIVISION

{Corporation

La'a.;‘.. e

RESEARCH LABORATORY + P. O, BOX 405 « MORRISTOWN, NEW JERSEY 07960
TEL. (201) 538-8000 °

October 4, 1967

FDCC Subcommittee on FDA Procedural Regulations

TO: Dr. George P. Vincent
Mr, James W. Hulse

The attached compilation of comments of FDA
Procedural Regulations includes more points of discussion
than were agreed to at our last meeting because on
reconsideration I felt that the MCA commentary should
include all questions we could not ourselves resolve.
Also, I felt it would be easier to delete than to compose
language at our next meeting now set for Wednesday,
October 11 at Morristown if we find no opportunity to
meet earlier.

Will you please contemplate tone of introductory
remarks to FDA.

Very truly yours,

Heee

W. A. Knapp

WAK ; dmk
Encl.
cc: Mr. Morgan Hoover
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INDUSTRIAL CHEMICAL DIVI 1ON

F Allied: .
: . Corporation
- (_hemical

RESEARCH LABORATORY « P. O. BOX 405 » MORRISTOWN, NEW JERSEY (7960
TEL. (201} 538-8000

September 18, 1967

TO: F.D.C.C, Sub-Committee on F,.D.A, Procedural Regulations

Gentlemen:

Attached are comments submitted to S$.P,I, Food
Packaging Materials Committee for consideration in
connection with new F.D.A. Procedural Regulations.
The language therein is from one committee member to
another and will require revision if presented to
F.D.A,

As I see our situation it will be very difficult,
if not impossible, to submit comments by October 7
deadline, if they are to be approved by the full
committee via letter ballot.

As discussed with you, Jim, we will hold meeting
in your office as shortly after September 26 as is
convenient for Dr. Vincent, possibly September 28 or
29. This, of course, presumes that we will have some
comments from members to discuss.

Morgan Hoover expects to issue letters today:
(1) to F.D.A. requesting extension and (2) to committee
members requesting comments by September 25.

Very truly yours,

e

W. A. Knapp
WAK : dmk
Attachment
"~ _eec: Mr. M. Hoover,M,C.A,,1825 Connecticut Ave ,N.W.Washington,D.C. 200C
b Mr. J. W. Hulse, C.Pfizer & Co.,235 East 42nd.St.,N.Y. 10017
Dr. G.P. Vincent, 0lin Mathieson Chem.Corp.1730 K.St.N.W.
Washington, D.C. 20006

v "‘.., ’ ‘ | oo
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TELEPHONE HUDSON 36126

v . [] . .
Manufacturing Chemists’ Association, Inc.
. (FOUNDED 1872)
{ 1825 CONNECTICUT AVENUE, N. W,
k WASHINGTON, D. C. 20009

September 18, 1967

TO: Members of the Food, Drug, and Cosmetic Chemicals Committee

SUBJECT: Proposed Revised FDA Food Additives Procedural Regulations

Gentlemen:

At the September 12, 1967 meeting of the FDCC Committee, it was
voted unanimously to prepare a recommendation as to what MCA should
do regarding the notice of Proposed Rule Making sent to you on August
11l which appeared in the Pederal Register, Vol. 32, No. 152 - August
8, 1967 (21 CFR Part 121).

In line with this, your chairman requests that you review this

notice immediately and mail your comments no later than Septemb r 25
(Monday) to the chairman of the task group appointed to handle this

: matter: Dr. William A. Knapp (Allied Chemical Corporation, P.0. Box
405, Morristown, New Jersey 07960) with copies to task group members
James Hulse (Chas. Pfizer & Co., 235 E. 42nd Street, New York, New
York 10017) and Dr. George P. Vincent (0Olin Mathieson Chemical
Corporation, 1730 K Street, N.W., Washington, D. C. 20006). Please
send a copy to me also.

It is planned to send the recommendation of the task group to
the full committee for letter ballot.

It is most important that your comments be sent in promptly so
as to give the task group time to prepare a recommendation and ballot
the committee prior to the deadline of October 7. We are requesting
an extension of time, but of course have no way of knowing whether
or not it will be granted.

As you can see, there is very little time for the task group to
do its work and for a letter ballot to be made.

Sincerely yours,

oy o - WY
organ M. Hoover

MMH:5jg

ASI 00001795




