20048

The Commissianer ‘hereby gives notlce
that he is unaware of any prior-sanction
for the use of this ingredient-in food

- under the conditions different from those
proposed above. Any person whd Intends
to assert or rely on such a shnction shall
submit proof of its existence in response
to this proposal. The regulatigns pro-
posed above will constitute a determina-
tion-that excluded uses would result in
adulteration of the food in violation of

-section 402 of the act, and the fpilure of
any person to come forward with proof
of such an applicable prior-sanction in
response to this proposal constitutes &
walver of the right to assert or rely on
such sanction at any later time. |

This notice also constitutes a proposal
to establish a regulation under Subpart
E, incorporating the same provisions, in
the event that such a régulation is deter-
mined to be appropriate as: a result of
submission of proof of such an appli-
cable prior-sanction in response to this
proposal.

- Interested persons may, on or before
October. 24, 1973, file with- the Hearing
Clerk, Food and Drug Administration,
Rm:. 6-88, 5600 Fishers Lane, Rockville,
MD 20852, written comments (preferably
in quintuplicate) regarding this proposal.
Comments .may be accompanied by a
memorandum or brief in support thereof.
Received comments may be seen in the
above office during working hours, Mon-
day through Friday.

Dated: July 19, 1973.

. A M. Scrzmn'r
Commumoner of Food and Drugs.

[FR'Dgic.73-15214 Filed 7-25-73;8:45 am]
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. [21 CFR Part-121]
METHYL PARABEN AND PROPYL PARABE

Affirmation of GRAS Status of Direct
Human Food lngredients .

" The Food and Drug Adminiétration is

conducting a comprehensive study of di-
rect- human food ingredients classified
“ as-generally recognized as safe (GRAS)
or subject to a prior sanctiorl. Pursuant
" to'this review, the safety of methyl para-
* ben and propyl paraben has been eval-
uated! In accordance with the provisions
of 412140, the Commissioner of Food
and Drugs proposes to affirm the GRAS
status of these two ingredients. The Com-
missloner also proposes to ‘establish a
new § 121,104, under which all direct
human food ingredients aﬂirmed as
RAS will be listed.
fxs the review of GRAS and prior ~-8anc-
tioned direct human fool .ingredients
progresses, these ingredients will be pro-
posed for inclusion in new § 121.104 Sub-
stances added directly to human jood af-
firmed as generally recognized as safe
(GRAS), proposed new § 121.106 Sub-
stances prohibited from use in food, Sub-~
part D as direct human food additives,
Subpart E as prior sanctions, or Subpart
H as interim food additives. Because
§$121.101 is not limited to direct human
food ingredients, and has been regarded
also as the basis of GRASB detérminations
for indirect foéd ingredient use’ (in or

.
<

FEDERAL

- GRAS In §121.

‘on food ocntaat xmrtaces) a.nd for use in
pet food and an{mal feéd, the Commis
sloner has:conclided- that when an in-

cross-re!erengzy 1o the applicable para-
graph in new § 1 1.104: This procedure is
proposed with re jpect to methyl pamben
and propyl paral: My

Many.of the | ubstancés published as
1, or;used on a deter-
mination that they are GRAS without:
publication in § {21.101 were approved by
the United Sta Department of Agri-
culture for: use in meat or poultry, or
were approved by the Food and Drug
Adiinistration Yor use in varlous fobds
pursuant to corrgspondence, f6od stand-

ards, regulation} informal ' announce- .

ments, or.in otl pr ways, prior to 1958,
Thus, many ‘of t} mgredients are sub-
ject to specific Mrior sanctions in addi-
tion to GRAS sthtus. No comprehensive
list of such pri iong exists. To the
extent that ond'of é.ese substances is
affirmed as: GE&S for: all prior-sanc-
tioned uses, the1 'act that it may also be
subject tola pritf sanction is largely of
historical interegt and has no regulatory
significance! Tojghe extent that one of
these substances’is not afirmed.as Gi
for all- prior-sanctioned uses, any te-
strictions or limjitations imposed upon
its use couldiin a?\y event also be im:
on-the prior-saz stioned uses under the
adulterdtion p (vistons of the act as
provided in-§ 1232000, published in the
FepERAL REG % of May 15, 1973 (38 FR
12738). e

Accordmgly, 1he Commissioner has
concluded that : egulations based upon:
the review.of RAS and prior-sanc-
tioned direct h#man food ingredients
will initially: be posed on the assump-
tion that no prior sanction exists’ Be-
cause prior-sanctloned status constitutes
an exemption: from section 409 of the
Act, it should te construed narrowly,
and the burdeh v { coming forward with

- evidence of the janction properly rests

upon the person who asserts it. In the
event that any person responds to a pro-
posed regulatioq with proof of a valid

" prior-sanction, a’findl regulation will be
issued under Subpart E “Substances for
which prior ' sanctions have been
granted,” as well as under any other ap-
plicable sections''of the regulations. In
this way, all posg ple uses of the Ingredi-
ent will be fully { overed. Any regulation
promulgated pursuant to this review will
constituté 2 detedinination that excluded
uses would resulff in adulteration of the
food in violation®of section 402 of the
act, and the Iaﬂure to submit proof of
an appliceble prior sanction in response
to any proposed regulation will also con-
_stitute a;walver of the right to assert
_such sanction &t nny later point in time.
Any proposed reg Jlation will also be con-
strued as a pror osal under Subpart E
in the event that la prior sanction is as-
serted in commenés submitted on it. This
procedure is netessary because of the
unavaﬂabﬂity of any comprehenslve st
of prior snnctiom

gredient lsted - In §121.101 s’ afirmed-

" published. s}

Methyl- mra.ben
benzoa.ta) and; xmovyl, (propyl~
p-hydroxybenzoate) ;. were nsted in
§1211101(A) () a8 GRAS ke fis pre-
servatimintoodatamximumotﬂl

. -percent;’ “following 8 proposal’ published
©Inthe Peogran Rmot.‘lanuary:i
1961 (26 FE.938)

Methyl xmmben a.nd ‘proy lpmben
have ‘beén the subject of a search of the

tothepment.’rhepa.mmmmusedm

- the search”were to discover any

. articles that. comcgmered ‘(1) the chemical
toxicity, “(2) occupation

. metabolism, (4) reaction products; (5) .
degradation prodicts; (8) sny reported

‘hazards;  (3)

carcin ;. teratogenicity, or muta-

genicity; (7) dcse ‘Tesponse,- (8)..repro-. .

ductive effects, (9 histology, (10) em-
bryology, (11), behavioral  effects, (12)

detection methodology and (13) proc-,
325 "abstracts’

essing. A total of:325
parabens were reviewed. .and: 33/particu-
larly pertinent reports from the’litera-
ture isurvey have been mmmarized ina
Scientific Literature Review. ..

A representative cross-section of food
manufactarers: was ' to deter-

3 surveyed
mine 'the Specific -foods in which these -

suhstances were used and at what levels,
-Available surveys of consumer consump.-

literature from: 1920 -

(methﬂ-p-hvdmn- s
paraben

tion ; were . oblained-and’ combined . with -

the productién information to obtain an
_estimate “of “the ‘consumer exposure to
methyl paraben and propyl paraben. The
total methyl ‘parnben used in’ food in

1970 "is "reported ‘to be about 16 times’
that used in:1960. The'total propyl.para~ -

ben- used in: food in 1970.1is reported to
be about 30 times that used in 1980,

TheScienttﬂcuteratureSurveysbows
among other studies,the following in-
formation as summarived in the report
of the Select Commjtbee on GRAS Suab-~
stances.,

“Studies In rau. nbbm, dogz “cats; and

man. show that methyl and propyl pa.n.ben )

are absorbed from the

and metabolizéd. Neither is wcumula.wd in
the body. The major metabolites, In decress-
ing concentrations in the urine, are p-hy-
droxybenzoic acid and the glycine, blucuronic

acid, and: sulfuric acid conjugates—of p-hy- -

droxybenzoie acid: Most, but probably not all
of the ingested parabens, is metabolized to
the foregolng substances through normal
pathways in the liver and kidneys. The

_ Tollowing work is particularly significant,

In rabbits, 86 percent of s .single 400 mg
or 800 ‘mg dose of methy! paraben was ex-.

creted within 24 hours as p-hydroxybenzoic

ecid (39 percent), hippuric acid (15 percent),
the glucuronic ester 'and ether (23 ‘percent),

and sulfuric acid conjugates- (10 percent).-
‘In rabbits, 70 percent of a single 400 mg dose

of propyl paraben was excreted as the same

* metabolites within 9 hours, 85 percent within

24 hours, and 88 percent within 48 hours.

In dogs, 66 percent of 8 1.0 g per kg oral .

dose of methy! paraben was excreted within
24 hours (89 percent within 48 hours) as

.p-hydroxybenzoic acid ‘and glucuroriic acid

conjugates. No accumulation of etther methy!
or propyl paraben was observed when 1.0 g
per kg was administered dafly for one year;
the rate of excretion of the adminigstered dose
Increased to 98 percent each 24 hours during
that period.

In a fasted man, 50 percent of a dose of 70
mg per kg of methyl paraben was excreted ss

 R-bydroxybenzolc acid and conjugates with-
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":.i1m. 12 bours, In anotber. human subject, 55
"y percent of a dally 2.0 g doas of propyl para-’
o+ ben was excreted as sulfuric acid conjugates,

; Inasmuch "as “the: authors were unable to

.+, swoount for all of the ‘administersd paraben

- Tds the foregoing excretion 'products, it wes -
| oonoluded that some oleavage of the benzense :
' ridg may occur metabolioally.: :

‘Relgvant short-term’ animals studies . (ex-
{tending for ‘less  than ‘half ‘of the life span

- of the species) and studies on man are sums

marized below. There is s dearth of closely
roontrolied experimental data, = -

LD, of both methyl pé:n.bexi“’snd

LD,, of msthyl paraben:is reported
3,000 mg per kg for the rabbit and 2,000 mg
£

. per kg for the dog; that for propyl paraben
186,000 mg per kg for the ra.phlt and 38,000
to 4,000 mg per kg for the dog.

Dogs fed as much as 1,000 mg per kg per

‘Ydaykbf-mothyl or propyl paraben’six. days

weekly for one year exhibited no toxic symp-
toms, and blood samples were normasl, One
femsle that had been receiving 500 mg per kg
‘per day of methyl paraben for one year wes
mated and delivered a lttter of healthy pups.

‘ 'In other experiments, two dogs wers unaf-

“fected by orsl methyl or propyl paraben lev-
els of 500 mg per kg per day, but évidence of

-per day of propyl paraben. : ., | ]
Growth of young rats, thbught at first to

_“be retarded by orul doses of 250 and 500 mg

: r day of methyl paraben (period of
mp:ot reported), was found to be unaf-
fected when these experiments were ‘oxten-
sively repeated’, .

Rabbits fed methyl or propyl paraben at
500 mg per kg per dey for 6:days showed no
11t “effects. With both compounds,; first dis-
tinct toxic effects were reparted to appear
when fed at 3,000 mg per kg per day.

" A human volunteer,; ingesting 2,000 mg of
methyl paraben daily for -one month was
unaffected. Simflarly, & human volunteer in-
gesting 2,000 mg of propyl paraben daily for
one month exhibited no visible toxic effects.
One experimenter reported that he ingested
2,000 mg of methyl-paraben datly for an
unstated period and “was able to ascertaln
.an Innocucusness ‘even with prolonged use
and in doses considerably greater than

the minimum  necessary in its pzjs,ctics.l :

spplication”, ~ - - .

Methy! paraben elicited no teratogenic re-
sponse in pregrant mice or rats fed up to
550 mg per kg dally for 10 consecutive days,
or in pregnant hamsters fed up to 300 mg per
kg dally for 5 consecutive days.. o

Methyl paraben or propyl paraben, dis-
solved {n propylene glycol and applled to the
skin of 50 human subjects every other day
for 10 -applications, pfoduced no frritation
at the 5 percent level (methyl) or 12 percent
level (propyl). In man, 0.1 to 0.3 percent
squeous solutions of methyl parsben, in-
stilled into the eyes of more than 100 patients,
proditced moderate hyperemia, slight lacrima.
tion, a sensation of burning which dis-
appeared within one minute. Repetition of
this procedure several times a day resulted in
no complaints from the 100 subjects. It was
noted in 1969 that eight .cases of contact

" dermatitis due to the parabens had been re-
ported in the U.8. sclentific literature.
The following long-term ‘studies of the
feeding of the parabens are relevant,

kg .per dey for 06 weeks af either

PROPOSED RULES

Wennling Wistar rats, fed 0.0 40 1.2 g per

methyl
or. propyl paraben, remsained indistinguish.-

able from' the controls. Autopsios revealed |

no-pathology ‘in kidney, liver, heart, lung,
splesn, or pancreas. When dosage of> either
compountl' was increased about four times,

. rats showed a slower rate of weight galn than

the controls, The authors estimated that the
toxic threshold for rats of both methyl! and
propyl parsben i at least 3,000 mg per kg
per day. In mice, the sameé authors stated,
“the doses required to produce toxic effects
are po large as to make it difficult to obtain
an’  entirely  satlsfactory dosage-responss
curve”, ) . .

Propyl paraben, fed to rats over an 18.
month perlod dt 150 mg per kg per day,
resulted in no Il effects and '‘some evillence
of growth stimulation’. When fed at a level

‘of 1,600 mg per kg per day there was 'a de-

drease'in growth rate, ‘but no irregular path-

_dlogical changes could be found.' No experi-

ments were reported for methyl paraben, but
ethyl paraben, fed at the foregoing levels
paralleled the experience.with propyl para-
ben. In: another. study, weanling rats, fed
ax'much as 1,430 mg per kg per day of a-
mixture of 60 parts propyl paraben and 40
parts ethyl paraben for 18 month#, showed
growth rates comparable to the controls
and'histological examination revealed no sig-
nificant pathological differences among the

_test and control rats.- -

- No oral carcinogenicity studies of the para-
bens have been reported. ThHere are two re-
ports of: carcinogenicity studies -by other
routes of paraben administration. Methyl
paraben, dissolved in polyethylene glycol and
introduced twice weekly into the vaginas of
woanling mice for. 18 months, did not intti-
ate ‘carcinomas. In other tests on mice,
methy! paraben administered intravenously
or subcutaneously exhibited no carcino-
genic activity.

! The avallable " Information reveals that
there are no short-term toxicologlcal conse-
quences in the rat, rabbit, cat, dog, or man;
and no long-term toxicological consequences
in rats, of consuming the parabens in
amounts greatly exceeding those currently
consumed in the normal diet of thé U.8.
population, "There 1s no evidence thaf con-
sumption of the parabens as food ingredi-
ents has had an adverse effect on man {n the
40 years they have been &0 used in the
Unlted States, . :

 All of the available safety informationt
has been carefully evaluated by qualified
sclentists of the Select Committee on
GRAS Substances selected by the Life
Sciences Research Qffice of the Federa-
tion of American Socleties for Experi-
mental Biology (FASEB). It is the opin-
fon of the Select Committee that there is

‘no evidence in the available information

on methyl and propyl paraben that
demonstrates a hazard to the public
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pected in the fﬁture. Based upon his own

- evaluation of this Information, the Com-

missioner concurs with this conclusion.
Copies of the Bcientific Literature Re-

- view on the parabens, the data on the

teratology experiments, and the report of

; the FASEE Committee are avallable for
. review at the office of the Hearing Clerk,
: F'ood. and Drug Administration, Depart-

1 ment of Health, Education, and Welfare,
5600 Fishers Lane, Rockville, MD 20852,
‘and may be pirchased from the National
Technical Information Service (NTIS),
;ggtllgll’ort Royal Road, Springfield, VA

« Therefore, pursuant to provislons of

:the Federal Food, Drug, and Cosmetic
Act (secs. 201(s), 409(d), 701(a), 52 Btat.
‘1055, 72 Btat. 1787; 21 U.B.C. 321(s),
348(d), 371(a)) and .under sauthority
-delegated to him (21 !CFR 2.120), the
Commissioner proposes that Part 121 be
amended as follows: |

§ 121101 [Amended] - :

1. By revising the mfroductory text of
§121.101(d) toread as follows: -

Bubstances that are generally recog-
nized as safe for their intended use within

the meaning of sectioh 409 of the act

-are . a5 follows. When. the status of a
substance has been reevaluated and af--
firmed as GRAS or delisted from this
‘paragraph, an appropriate explanation
- will be noted, e.g., “affirmed as GRAS,"
- ¥food additive regulation,” “interim food
additive regulation,” or “prohibited from
use in food,” with a reference to the ap-
propriate new regulation. Such notation
will apply only to the; specific use cov-
“ered. by the review, e.g., direct human
‘food use and/or indirect human food use
and/or animal feed and pet food use,
and will not affect its status for other
uses not specified in the referenced reg-
ulation pending a specific review of such
other uses. i ;

2. By amending the heading for the
column “Limitdtions or restrictions’” in
§121.101(d) to read ‘“Limitations, re-
strictions or ‘explanations”, and by
amending subparagraph (2) of para-
graph (d) by revising the text in the
“Limitations, restrictions or explana-
tions” column: for the items “Methyl
parabren (methy—p-hydroxybenzoate)”
and “Propyl paraben (propyl-p-.
hyroxybenzoate)” to read as follows:

§ 121.101 Substances that are gener#lly
recognized as safe. ' ;

“s s

Propyl paraben (propyl-p-hydroxy- 0.1 percent._._.._
benzoute).

® e LY

when they are used at current levels or - * * L * *
at ljevels that may reasonably be ex- = (d) * * *
’ ! - Product .Tolerance Limitstions, restrictions or
i B explanations
Methy! aben . (methyl-p-hydroxy- 0.1 cent. ..o e — Affirmed 8s G R 21, ;
ot &f;r (methyl-p-hy .y perce rmed as ‘ AS § 121.104() (1)

cee
................... Affirmed as GRAS § {21.104(g) (2):

LI
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- 3. By adding a new section to Bub-
part B as follows:-

§121.104 Snbalanou added dxrcctly 10

human food affirmed as gener-lly
rccogmzedunfc (GRAS). - .

(a) ‘The direct human food ingredients
listed In this section have been reviewed
by the Food and Drug Administration
‘and determined to.be generally recog-

nized ‘as safe (GRAS) for the purposes .

and under the conditions prescribed. .

(b) . Any use levels included in this
section represent maximum use levels
under cwrrent good manuia,cturlng Prac-
tices. This section does not: authorize
sddition of any level of an ingredient to
a specific food above the amount reason-
sbly necessary to accomplish the in-
tended effect. . . .

{¢) The lsting of a food mgredimt

in this section does not authorize the -

use of such substance in a manner that
may lead to deception of the.consumer
or to any other violation of the act.
(d) Theé listing of more than one in-
gredient to produce the samte. techno-
logical effect” does not authorize use of

a combination of two or more ingrédi-.

ents to accomplish the same techno-
logical effect’ in any one food at a com-~
~ bined level greater than the highest

) lg:vel permitied for one of the ingredients.
" " (e) It the Commissioner of ¥ood and
Drugs is aware of any prior sanction
. for use of an ingredient under conditions
différent from those proposed to be af-
firmed as GRAS, he will concurrently
propose a separate regulation covering
such use of the ingredient under Sub-
part E of this part. If the Commissioner
is unaware of dny such applicable prior
sanction, the proposed regulation will so

" state and will require any person who

intends to assert or rely on such sanc-
tion to submit -proof of its:existe
Any regulation promulgated pursuant
this section constitutes'a determinatio
that exchided uses would result in adul-
teration of the food in violation of sec-

tion 402 of the Act, and the failure of, .
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of such an npn!.lcahle prior sarction in
i «:thenzbttoassertortﬁym
.such’ sanction L4 any. later time.” The
notice . will ﬂsclconxumte a .

proposal
to est.abush a4 julation under Bubpa.rt ;

E, mcorporatlna the sa.me prcvixlons.

of smbmission of proof of .gsuch an ap-

. plicable Prior a:a.nction m'ﬁmponse to

the proposal; ]

gredient ignd any intermediate mix of
the ingrédient for ‘use in finished food

ing requixed by { se act: :

(1) 4The nami of the ingredient. - .

) A statemeht, of the concentration
ofi the mgredient in any Intermediate
mix,

(3) Adcquabe inlormaﬂon to assure
that the rﬂnal 1604 product may comply
within any ons prescribed for the
ingredient. 5-‘ )

» ot

ingredients have been affirmed as GRAB:

(1) Methyl 6 ‘aben. (1) Methyl para-
ben is the chen lcal methyl-p-hydroxy-
benzoate; produked by estermcaﬁqn or
p-hydroxybenzole acid.

(i) "The ingredient meets the speciﬁ
tion of the Food! Chemicals ,Codex d
Bd. (1972) 1

(2) Propyl ﬂdral;en (68) Propyl para-
ben is the cherVteal, propyl-p-hydroxy-
benzoate; produ 71 by esterification of
p—hydmxyben,w yacld‘ s

.

1 Coptes may u v&bmmed from: National
Academy of Scienus<2101 Constitution Aves
NW Wuhmgwn 17 320037,

!

. Joi

.v-‘
)

'3»%«';
it

eome !orward with | prooz .

. (f) THe label and labellng of the in-

shall bear; irf'ad, lition to the other label- -
; " to this proposal. The
.poaedabo‘vewmcomtituheadetermlnn

(8 The tox'w ing cmect htiman food °

. prior sancﬁon

Ea.(um nin codexm

submit prool o! it.s exisbenoe i’ reapomse‘

PYO-
tion that” excluded ,m would result in .

notlce ‘also constitntes B prapoul to

" estalilishia regulationundersubpart B
_mcorpomtingthesameprovisions,mthe'

event: that such o’ regulation’ is. deter- . .
mined to beappropriate:as - result:of
submission of proof-6f such an applicable
sm response fto' thix‘,
proposal.

Interested nsmayonorbefom

B October 24, 1973, file with the Hearing”

| MD 20852, written commenits (preferably

in. qu:lntupncate) ‘regarding - this: pro--
posal. -Comments may ‘be ‘accompanied
by a memorandum or brief tn support
thereof. Recelved comments may be seen
in the above office dm'mg working hours,
Monday: through Frida, : )

Dated: Ju]y 19, 19’13.

L AML SCBerr
C‘ommis:ionef ol Food and Drugs.

{PR Doo.'m—zszu ?ﬂed 7-25-73;B:48 sm]




