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Attached are a draft Federal Register Notice proposing PPPA
requirements for iron preparations and memoranda from OGC
and PSOC containing recommendations on the proposal. Both
OGC and PSOC have suggested revisions in the document;
however, both agree that the proposal should be published
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however, both agree that the proposal should be published
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DATE:
0SCA, A. ﬁlmé%ff Deputy EX, and F. Barrett,

Attn: Steve Le
L. J. Sharman

: Bernard Sch Chnical Analysis Division, OSCA

Petrrasl L bray! CLC

Lemberg/Dunn Memo of /12-2-74: 'Proposed PPPA Standard for Iron

- Preparations'

The subject memorandum was circulated to the Office of the”
Medical Director and the Bureaus of Compliance, Biomedical Science,
and Economic Analysis. The comments of these PSOC units are attached
along with general observations on these comments.

- All units agree that the proposed regulation be published as
soon as possible. There are some reservations expressed on some of
the suggested changes and these are discussed below. Since this is
a proposal we can expect comments from interested parties if there
are any merits to the reservations expressed.

Office of'the Medical Director:

OMD has no reservation'), question’i, addition’, or correction .
They are satisfied with the proposed changes.

Bureau of Economic Analysis:

BEA has no obJectlon to the proposed changes. BEA expresses
some concern about the "availability’ 'of droppers for those products
administered by dropper. We now know that these are available, but
we do not know if sufficient quantities exist to supply the packages'

- requirements quantitywise. The existence of at least one dropper

assembly demonstrates the technical feasibility to produce a satis-
factory product.’ Thus, there would be no possibility for contamination
as there might be with a dropper supplied separately and intended to
be stored separately from the reservoir bottle between successive
administrations of a product requiring dropper administration. The
proposed one-year time period for the regulation to become effective
after promulgation should allow manufacturers to place orders and
obtain the requisite quantities. Perhaps a letter campaign to
manufacturers' trade associations and pharmacists' societies, as was -
done in the ethylene glycol situation, prior to or simultaneously

with the publication in the FEDERAL REGISTER, may obviate any potential
problems in this area.

«U.S. GOVERNMENT_PRI_NTING OFFICE: 1974 733-5‘33/3604 1-3




" ‘Bureau of Biomedical Scieérnce:

BBS is concerned about establlshlng the .technical fea31b111ty,
practicability, and appropriateness of packaging for other than orally
administered iron preparations. Per a discussion between’Steve Lemberg
and B. Scharf, we were unable to locate any other dosage forms of
iron preparations other than those intended for oral or.injectable
administration. (Physicians' Desk Reference, Pharmindex and Facts' and
Comparisons were consulted.)

BBS questions an apparent omission, under point four of the referenced
Lemberg/Dunn memo, of coverage of dietary supplements intended for use
in animals other than man and asks if this was intended. In the event -
that this was unintentional, BBS offers substitute wording which does
not mention either man or other animals and is consistent with OGC's
suggestions that iron preparations packaged for animal use be covered
by the subject regulation. This would be consistent with point five
of the Lemberg/Dunn memo, referenced above, and with the revised
language for paragraph (12) on page 6 of the draft regulation.

BBS further points .out that should the proposed veterinary pre-
scription drug regulation be promulgated, this would result in double
coverage. This would.also result in a ready-made exemption to the
. veterinary prescription drug regulation in that.those products containing
less than 500 mg of ‘iron per package would be exempt. The foregoing
would also apply to non-prescription drugs if a subsequent decision is
made to require non-prescription anlmal drugs to be packaged in Special
Packaging. :

BBS notes that the Technical Advisory Committee on Poison Prevention
Packaging has not been consulted on this expanded coverage but concludes
that such consultation, at this time, would further delay the standard s
promulgation.

Buteau'of Compliance:
BCM notes that the changes would make the proposed standard apply:
e to veterinary and human drugs -
e to -both prescription and non-prescription drugs
e to. ali dosage forms eﬁcept injectables (this is discussed

above - we have no knowledge that iron is given in forms other
than for oral or injectable administration). -
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BCM discusses the PPPA and the history of its application by FDA
with regard to orally administered drugs, aspirin, and controlled drugs.:
BCM points.out that 1700.14(a) (10), the regulation on oral prescription
drugs, already covers iron-containing prescription-drugs.

Although BCM objects to the changes, they feel that the regulation
should be published as soon as possible "...even in the form revised
by General Counsel." '

AttachmentsVC4)n

ce:

0S: Attn: S. Dunn
OEX: Attn: E. Besson
BEA

OMD

BBS

BCM

Signer/Preparer:BScharf/dml
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Bernie Scharf, SCAT DATE:December 10, 1974
Walter R. Hobby, DiééJ' BEA

Judith M. Pitcher,

conomgst, BEAC:ZEﬂZ . .
i

G.C. Changes to Proposed PPPA Standard for Iron Preparations.

We have no objections to the draft changes recommended
by the General Counsel's Office. Since this is a proposal,
we agree with Steve Lemberg that it is inappropriate for
the Commission to prejudge the dropper applicator situation
by including the original reference in the preamble. However,
to our knowledge, CR dropper units are still not "available"
in the sense that there exist sufficient production quantities
to meet packagers' needs. The existence of the one CR dropper
unit known to us, however, does indicate that it is technically
feasible to produce this type of special packaging. : '
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UNITED STATES GOVERNMENT

Memorandum

TO

THRU : Albert F. Esch,

FROM : Leo T. Dufvfy_, M.

Mr. Bernard Scharf,

SAFETY COMMISSION
WASHINGTON, D.C. 20207
TAD, OSCA DATE: December 6, 1974

. T
M.D., Directorq QD [[ R SR -

. D S PP 2

. sussecT: Proposed PPPA Standard for Iron Preparations

In response -to your memorandum of December 5, 1974 concerning
further proposed changes suggested by OGC in the ‘August 28,
1974 draft Federal Redister Notice on the subject, this

Office reviewed

said draft.

Following our review we find that there are no further addi-
tions, corrections, or other comments to make concerning

this subject.

d cc: Georg Maisel

, BBSPP

DEC 97574

X
Chyrey. N
i parvss O
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MEMORANDUM CONSUMER ,BRODUCT SAFETY COMMISSION
| DEC 111974

DEC 111974

Office of Sthndards Coordination and Applalsal ety
Thloughn/fzglt C. Miller, Director, D1v151on of Inspection. and. Enforcement
Robert G. Poth, BCMIWéQZ A

0GC's December 2, 1974 Memo Outlining Revisions of the Proposed PPPA
Standard for. Iron Preparations

In escence, the changes suggested by the Office of General Counsel on
the subject proposed standard would (1) make it apply to veterinary
as wvell as to human drugs; (2) make it apply to bbth prescription and
non-prescription drugs; and (3) make it apply to all dosage forms
except injectables which would include -such forms ‘as external powders,
ointments, salve, suppository, etc.

The Bureau of Compliance had originally approved of the proposed standard
as written. The Poison Prevention Packaging Act at Section 3(a) requires
the agency in promulgating child protection packaging standards, to make
a clear finding that special child-resistant packaging is necessary for
the particular substance in question in order to protect young children
from serious personal injury or serious illness and further that special
packaging to comply with the standards is technically feasible, practicable,
and appropriate for the particular substance. Prior to formation of the
Consumer Product Safety Commission, the Commissioner of FDA on the advise
of FDA's Bureau of Product Safety, had made the conclusions as follows:

(1) human experience data available from such sources as the National '
Clearinghouse for Poison Control Centers failed to support a finding that
special packaging is necessary to protect children from serious personal
injury or serious illness as a result of handling, using, or ingesting
human drugs in dosage forms intended for other than oral administration.
Also at issue at that particular time was concern over a finding that
special packaging to comply with the standards was technically feasible,
practicable, and appropriate for ointments, suppositories, injectables,
etc. Presently, BCM is unaware of any change in human experience data
that might indicate a need for special packaging of other than oral dosage
forms and is similarly unaware of any change in the state of the art in
industry to now make available special packaging which is technically
feasible, practicable, and appropriate for the non-oral dosage forms.
Further, FDA's Commissioner had similarly concluded that the variation in
size of dosage units and in the distribution and usage patterns between
human and veterinary preparations is sufficient to warrant separate
consideration under the Poison Prevention Packaging Act. Based upon those
conclusions, the Commissioner of FDA had, in April of 1973, amended the
previously promulgated standards for aspirin and controlled drugs limiting
their application to drugs for human use in dosage forms intended for oral
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 administration. Similarly, the standards for prescription drugs

promulgated in April of 1973 was limited - in application to those
for human use in dosage forms intended for oral administration.

The subject proposed standard for iron salts was limited in its
application to non-prescription drugs simply because prescription
drugs containing iron are already subject to the standards promulgated
in April 1973 at Section 1700.14(a) (10).

Steve Lemberg in the Office of General Counsel is thoroughly aware of

the reasons cited above for the proposed standard for iron preparations
being written to exclude animal drugs, non-oral dosage forms, and prescrip-
tion drugs. While the Bureazu of Compliance obviously disagrees with the
suggested revisions of the Office of General Counsel, we are more strongly
concerned with the consumer safety since this particular standard is very
badly needed as witnessed by the human experience data relative to iron

' ingestions, i.e. National Clearinghouse for Poison Control Center data

shows 543 hospitalizations of children under five years of age for the
period 1969 through 1973 while data from death certificates for the period
1969 through 1972 show 31 deaths of children under five years of age from
accidental ingestion of these products. We would therefore concur with
the publication of this proposal even in the form revised by General
Counsel as quickly as possible.



t
{
;
A
i
+
1
L
"
ki
&

e

Decenber 10, 1974

Propossd FPPA Stardard for JTron Preparations
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Teaarding e chiowes sucaested by 080 (nmorandizn of Doceriwy 2, 1974)
B5S hias no r-cb‘n:“;s with the changes = T2 would, nhovmwver, lite

to afiress points cne (1) foar (4 ) and fiva (3).

Wz hava o abjsctions to e m'zipg the coverage of this rooulation pro-
vided dHhat lack of such swporidve data does not alffect the validit
tha proro=al.,

After a I~yesr delay, it is vital tat this standard be publicizad
sconast. omm the effect of the sugsested changes in poind = 22t3 5

Vlll inclwle prenarations intendsd for other than oral afministrotion,
w2 ray nob b': abile to suzport the technical feasibility, g“ﬂr't‘.cm 1ity
and appropriateness of such proposal packaging in every case.

oint 4:

——t e e

e proposad change in tho ’.:,EJ';. ition of Nictary Supplarnts aopenrs
creit those used for animals. Is this intended?

Cince OGC suggests that special pac}-nc:irq rmela"'iomx foxr iron pre-

parations cover andirmal as well as human nuas, the following wording is
recomanded for (new) paragraph 1700.1(2) (3). :

“Dletery Susplerent’ rmeans any vitandin and/or
rireral proparation offered in tablet, capsule,
vafor or other similar waiform wnil form; in
praler, granular, f£lalte, or liquid formy; or in
the physical fom of a conventicnal food but
which is not a carentional fool: and which
parmores to b2 or is reprasented. for soocial
cdictoxy vse to sumolamont the dielt by increas-
irg the tobtal Cic""ry intaln of one or rora

of tho essintial vitonins ax/or rinerals.
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FROM ¢ D, S. Lemberg, Office of the Geneﬁﬁkjfounéeliz&éfz '

THRU : Michael A. Brown, General Counsel

SUBECTY proposed PPPA Standard for Iren Preparations

Attachedis a draft Federal Register notice proposing
to require child-resistant packaging for certain iron-
containing preparations. A PSOC briefing package with sign-
off sheets has previously been forwarded to your office.
We concur with PSOC's recommendation that this proposed
regulation be published as soon as possible. We are suggesting
several changes which we believe should be incorporated
in the final draft. However, since PSOC has not yet had
the opportunity to formally comment on our suggestions, we
recommend that you wait 10 working days before submitting
this item to the Commissioners for action. We will transmit -
a copy of this memorandum to the Executive Director informing
him that PSOC comments may be submitted to your office '
within 10 days. Any comments received may then be sent to
the Commission for consideration along with our suggestions.

The changes we suggest are as follows:

1. On page 3 of the draft, eliminate all of that
portion of the paragraph designated as "3,! following the
word "use." This paragraph will then state: '

"3. Appropriate since such special
packaging is not detrimental to the
integrity of the substance and will
not interfere with its storage or use."

The original discussion. of dropper bottles was included in
this portion of the preamble because it was believed that
dropper units were not available which were child-resistant.
However, information now indicates that such child-
resistant dropper units are available. Thus, this language
would appear to be unnecessary.

#U.S. GOVERNMENT PRINTING OFFICE: 1974 733-5‘33/3604 1-3



2. On page 4 of the draft, under "section 1700.1
Definitions", eliminate entirely the definition (3), "Non-
prescription drug". The reason for this suggestion is that
this definition is not necessary for the issuance of these
regulations, and moreover, is not consistent with the
definition of the term as used in the trade since it includes
only oral drugs.

3. On page 5 of the draft redesignate the definition
of "Dietary Supplement" to subsection (3) since it is
recommended that the present subsection (3) be eliminated.

4. On page 5 of the draft, regarding the definition
of dietary supplements, delete the word "man" on the next
to the last line and replace it with the word "humans."
Also delete the words "his diet" on the same line and
replace with the words "their diets."

5. On page 6 of the draft, delete the entire
paragraph (12), and substitute the following paragraph
therefor:

"(12) Iron preparations. Animal and human
drugs (except for injectable drugs), and

dietary supplements, as defined in section A
1700.1(a) (3), that provide an equivalent of 500
milligrams or more of elemental iron per total
package, shall be packaged in accordance with
the prov131ons of section 1700. 15(a), (b), and
(c).

This change will make definition of the term "non-prescription
drugs" unnecessary, add coverage to include animal drugs and
non-oral drugs (except for injectables), and 51mp11fy the
language. If iron preparations found around the household
present ingestion problems for young children, we see no

need for excluding products which might be just as likely

to be ingested.

6. On page 2 of draft, under Conclusion and proposal,

change the description of the substance to be regulated
to be consistent with the change suggested in 5., above.

Attachment



CONSUMER PRODU”T SAFFTY COMMISSION
116 CFR Part 1700]
:Ccrtain Prcparationo Containing Iron o

Qroposed Chlld Res;stant Packaging Standards

o The purpose of thio document is to propose chlld—resisfdnt pack—'.

ging Qtandards for oextain pxeparations containlng ixon. . The acci—
'tfkdental ingestion of such preparations has been ‘a sngniflcant cause of

f*-ho pitalizatlonq and fatalltips of children younger than 5 vears of

L

Background{' Acute accidental poisoning from iron began to .

. ocour'witﬁ greater freqoency when iron became widely used asua'
therapuetic agent for tho treatment of anemia in 1947. Since that .
fime, a significant number of iron poiscnings in children younger
than 5 years of gge has occurred. |
bAcute iroﬁ poisoning producos a corrosion oﬁ the gastreintes- ;@ ;
 tinal tract (primarily the stomach and ohe ilium). Death may oceur

from . hocL within & to 6 hours or from cardiovascular Lollapse with-

“dn 1 to 3 days,
' Data from the National Clearinghouse for Poison Control Centers

© on accidental ingestions of iron preparations of children under 5 years

‘vjof agébkor'the period 1969-1973 show 543 hospitalizaticns. Data from
‘the deaéh certificates fof 1969;1572 show 31 deaths of children young-
ier’than 5 &ears of'age'from the accidentai ingestion of these products.
.These data do not specify coe exact amounts Ingested by the children,

’7ér does the medicdl literature in the field recognize any precise




,3—gran.dose of ferrous sulfate (the most common iron salt) is fa—

-L}tal for a human being On the basis of this evidence, it has been
h;estimated that a dose of one giam of iron could produce death in a
‘,chi'd younger than 5 years of age. " This figure however, does not :

: g el drem” Ul AU UEars of T o
‘}leave room for variabi]ity in body weight Gsuch—as—the—18~pound

Conclu51on and;proposal Therefore, considering the available

data on injuries and the lack of concrete data on hazardous levels ;l i .%13

of iron, and after consultation, pursuant to section 3, with the o ;Aﬁ-i
Technical Advisory Committee established in accordance with section S

.

6 of the Poison Prevention Packaping Act of 1970, the Commlssion pro-

-

poses that any nonprescription drug for oral administration, as defined
in proposed 16 CFR 1700.1(a) (3) below, and any dietary supplement as de-
fined in proposed 16 CFR 1700. l(a)(4) below, that contains an equivalent L

of SOO milligrams or more of elemental iron per package shall requ1re

special packaging. This level provides a reasonable and necessary mar-

gin of safety in order to protect even the small toddler from serious

7

illness. Since the Commission recognizes that neither the true toxic IR

\. A . S o, L P L.

. . . A Tl

dose nor the lethal dose of iron has been established for chlldren




-:any data that would enable the Commission to establish a more
accurate level of iron below which serious illness in children
. younger than~5 years of sge would not.occur.

"f; On the basis of preliminary contact with a number of packaging

*luanufacturers, and pursuant ‘to section 3(a)(2) of the act,»the Com»l
”iﬁmission“finds that the spec1al packaging proposed herein is:
.Q;l;w Technicallv fea31ble because technology exists to produce
speciel packaging conforming to these standards.

2.‘ Practicable in_that the special packaging is susceptible
to modern mass production and assembly line techniques.

3. Appropriate since such special packaging is not detrimental
to the integritﬁ of the substance and will not interfere with its storage
or use. In the case of iron preparations requiring‘dropper applicators,
‘these standards do not require the use of a‘cap with dropper unit affixed
thet both comply with these requirements. It would be aupropriate to
utilize one of the avallable child-resistant closures that complies with
these requirements and to market the product with a separate dropper |
. unit.. | |
| ‘.Thé Commission recognizes that thebpackagiug manufacturers' ability
*to“supply closures prior to the effective date of special packaging

- standards is partially dependent upon the speed with which packagers




Zvof substances subject to the standards plare orders for packaging Gi‘ ‘
ven the number of hospitallzations and fatalities that have occurred as
dia result of the accidental ingestion of 1ron-conta1ning preparations by

'-children under 5 years of age, the .Commission suggests that packagels‘

’of iron preparations subject to these proposed requirements begin immed-

o iately to obtain ‘the necessary special packaging. Due to the serious

dangervposed by these iron preparations, the Commission intends that
these regulations, if adopted be made effective 6 months after their
"date of promulgation in the FEDERAL REGISTER and invites comments on
this intention. o | |

‘ Accordingly, pursuant to the provisions of the Poison Prevention
.Packaging Act of 1970 (sees. 2(4), 3, 5, 84 Stat. 1670-72 (15 U.S.C
1471(4), 1472, 1474 and under authority vested.in the Commission by the
Consumer Product Safety Act, the CommissionEProposes that 16 CFR Part
1700 be amended: ' | |

-“.l.: By adding new subparagraphs (3) and (4) to 8 1700 1(a), as
follows:
§ i700.l Definitions.

| .(5) * R L%

'f~;(3f "Non-prescription drug'" means anp drug for human use that-
is in a dosage form intended‘for oral administration and that is not
”reduired.by Federal law to be dispensed by or upon prescription of a

practitioner licensed by law to administer such drug.




""Dietary Supplement means any vitaan and/or mineral pre-lif

';,vparetlon offered in tablet, capsule, wafer or ctber similarvuniform

ﬁf;;unit form, in pOWder, granular, flake, or 1iquio form, or in the phys* a

'.ical form of a COnVentlonal food but WhiLh is not a conventional food'

‘v:and which purports to be or is represented for qpec1al dictary use by

,”man to supplement hLS diet by increasing the total dietary intake of

one or more of Lhe essential v1tamins and/01 mlnerals.

.}‘;f:}.,. :i>3 2, By adding a new subparagraph (12) to § 1700.14(a), as fol-
1ovis (although unchanged, the introductory text of 8 1700.14(a) is

included below for context):

b§ 1700.14 Substances requiring special packaging
| (a) Substances. The Commission has determined thet the degree

or nature of the hazard to children in the availability of thevfollow—
ing substances, by reason of their packaging,'is euch<that special
packaging is required to protect children from serious personal in-
jufy or serious il;ness resulting from handling, using, or ingestingv
" such substances, and that the special packaging herein required is‘,;
technically feesible; ptacticable, and appropriete for these substan-

- cest




Itoh pteparatﬁehs.. Nonprescription drugs, as defined in

PWW(

an
1700 l(a)(3§ 5r dietary supplements,‘as defined in § 1700 l(a)(é)

;Ethat prov1de an eculvalent of SOO milligrams or more of elemental

G;iron per to:ai,package, shall be packaged in accordance with the pfo».

P

'A‘?isions ef § lZQO.lS(a}; (b); aﬁd (c);:“

'ﬁ Interested persons arc invited to submit, on or before o

(1nscrt date that is 60 days after publicatlon hereof in

t:the‘FEDERAL REGISTER), written comments regarding this proposal. Com-
ments and'any accompanying data or material should be submitted, pre-
ferrably in five copies, addressed to the Secretary, Consumer Product
Safety Commission, Washington, D.C. 20207. Comments may be accompanied_
by a memorandum ot\brief in support thereof. Received comments may be

seen in the Office of the Secretary, 10th floor, 1750 K Street, N.W., ff

Washington, D.C., during working hours Monday through Friday.

- | S o SADYE E. DUNN,
e o 7 7 Secretary, Consumer Product
' S e Safety Commission.
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UNITED STATES GOVERNMENT U.S. CONSUMER PRODULCT

. - SAFETY COMMISSION
NMemorandum WASHINGTON, D.C. 20207
Bernie Scharf, SCAT -DATE:December 10, 1974

Walter R. Hobby,-Dl BEA

Judith M. Pitcher, *conomgst BEAC::fﬂ%7£>

G.C. Changes to Proposed PPPA Standard for Iron Preparations.

We have no objections to the draft changes recommended
by the General Counsel's Office. Since this is a proposal,
we agree with Steve Lemberg that ‘it is inappropriate for
the Commission to prejudge the dropper applicator situation
by including the original reference in the preamble. However,
to our knowledge, CR dropper units are still not "available"
in the sense that there exist sufficient production quantities
to meet packagers' needs. The existence of the one CR dropper
unit known to us, however, does indicate that it is technically

feasible to produce this type of special packaging.

DEC ;6 974
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FROM

SUBJECT : .

UNITED STATES GOVERNMENT

Memorandum

L¢S CDN$uNEm PRODUCT
CSAFETY COMMISSION
WASHINGTON, D.C. 20207
Mr. Bernard Scharf, TaD, OSCA DATE:  December 6, 1974
WD
Albert F. Esch, M.D., Directore MD(fofgthﬂﬂ
Leo T. Duffy, M.,D., OMD A 0. Do o227
—— fan

Proposed PPPA Standard for Iron Preparations

In response to your memorandum of December 5, 1974 concerning
further proposed changes suggested by OGC in the August 28,
1974 draft Federal Redister Notice on the subject, this
Office reviewed said draft. -

Following our review we find that there are no further addi-
tions, .corrections, or other comments to make concerning
this subject.

cc: Georg Maisel , BBSPP

CECEVED

BEC 97574
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MEMGCGRANDUM CONSUMER, PRODUCT SAIiE{Y“ ic_;vgz-nssx N

DATE: DEC 111974

T0 : Office of Sthu cards Coordination and Appraisal ’ ety
Thlough»/ﬂ e C, Miller, Di rector, D1v1510n of Inspection and. anorcement
FROM:  Robert G. Foth, BCMI W : .

SUBJECT: 0GC's December 2, 1974 Memo Outlining Revisions of the Proposed PPPA
Standard for Iron Preparations .

In escence, the changes suggested by the Office of General Counsel on
the subject proposed standard would (1) make it apply to veterinary
as well as to human drugs; (2) make it apply to both prescription and
non-prescription drugs; and (3) make it apply to all dosage forms
except injectables which would include such forms as external powders,
ointments, salve, suppository, etc.

The Bureau of Compliance had originally approved of the proposed standard
as written. The Poison Prevention Packaging Act at Section 3(a) requires
the agency in promulgating child protection packaging standards, to make

a clear finding that special child-resistant packaging is necessary for
the particular substance in question in order to protect voung children
from serious personal injury or sérious illness and further that special
packaging to comply with the standards is technically feasible, practicable,
and appropriate for the particular substance. Prior to formation of the
Consumer Product Safety Commission, the Commissioner of FDA on the advise
of FDA's Bureau of Product Safety, had made the conclusions as follows:
(1) human experience data available from such sources as the National
Clearinghouse for Poison Control Centers failed to support a finding that
special packaging is necessary to protect children from serious personal
injury or serious illmess as a result of handling, using, or ingesting

: human drugs in dosage forms internded for other than oral. administration.

1 Also at issue at that particular time was concern over a finding that
special packaging to comply with the standards was technically feasible,
practicable, and appropriate for ointments, suppositories, injectables,
etc., Presently, BCM is unaware of any change in human experience data
that might indicate a need for special packaging of other than oral dosage
‘ , forms and is similarly unaware. of any change in the state of the art in

| industry to now make available special packaging which is technically

: feasible, practicable, and appropriate for the non-oral dosage forms.

] Further, FDA's Commissioner had similarly concluded that the variation in
size of dosage units and in the distribution and usage patterns between
human and veterinary preparations is sufficient to warrant separate
consideration under the Poison Prevention Packaging Act. Based upon those
conclusions, the Commissioner of FDA had, in April of 1973, amended the
previously promulgated standards for aspirin and controlled drugs limiting
their application to drugs for human use in dosage forms intended for oral




Page 2

administration. Similarly, the standards for prescription drugs
promulgated in April of 1973 was limited in application to those
for human use in dosage forms intended for oral administration.

The subject proposed standard for iron salts was limited in its
application to non-prescription drugs simply because prescription
drugs containing iron are already subject to the standdrds promulgated
in April 1973 at Section 1700.14(a) (10).

Steve Lemberg in the Office of General Counsel is thoroughly aware of

the reasons cited above for the proposed standarc for iron preparations
being written to exclude animal drugs, non-oral dosage-forms, and prescrip-
tion drugs. While the Bureau of Compliance obviously disagrees with the
suggested revisions of the Office of General Counsel, we are more strongly
concerned with the consumer safety since this particular standard is very
badly needed as witnessed by the human experience data relative to iron
ingestions, i.e. National Clearinghouse for Poison Control Center data
shows 543 hospitalizations of children under five years of age for the
period 1969 through 1973 while data from death certificates for the period
1969 through 1972 show 31 deaths of children under five years of age from
accidental ingestion of these products. Ve would therefore concur with
the publication of this proposal even in the form rev1sed by General
Counsel as quickly as possible.
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vided that lack of such swpportive data does not affent the validily of
the pr o**owzl :

7z hava o abjections to c*n*w%ing the r*ovc"afm of this rcoulation pro-

ol

i Point 1:

' After a 3~year delay, it is vital that this standard he mihlicized
j sconast.  Since the effect of ths m.g*m:toﬁ changes in points 2 273 5
i vill inclwle prenaratinons intendsd for other than oral afiinistrstion

trntion,
wa ray not bc able to suwport the technical feasibility, practicability,
“and appropriatencss of such proposad packaging in every case,

Point 43

. SOt A
: _ e proposald change in thie dof if—i on of Dictary Snplesmks aopenrs 0
; ‘ et those ueed for anirenls, Is s intonded? :

Since CCC suggests that special pad 1'131:"'_] ram‘dab.m g for iron pre
i mre t:t.om, cover anirml as v 211l as hrnan Ques, the follaring wording is
: recomanded for (nesw) paxagraph 1700.1(2) (3). .

3

{

3

. “Dietary Cusplerant’ means any vitandin and/or

i rineral proparation offered in tablet, capsule,

i vafor or other similar waiform il form; in

j prler, granalar, flake, or Limudd form; or in

; - the physical fom of a conventiconal food bat

i which is ot a cenwventional fool: and widch

i pamorts to be or is repreasented. for spoecial
diotory vs? to supolermont the diet Ly incroas
Cirg e total cictory inzalne of one or rove
of tho essintial vitanins and/or rinerals,
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I’Oint 5:

As you ¥now, v have pracared a prorosal covering votarinary praserinition
druzs. Sinee the changes monticned aiove will rasult in cortain acdrl
¢rugs being incluied wier tha irven preparations proovoaal, cartzin
profucts will be coverad Iy both regulaticns. The foremming 13 for voor
inforraticn..

e rust note that the Technical 2Advisory Corritiee has not boon con-
sulted rogarding this apanded covarzge.  Such conslinticn at this
time, would further delay pralgation of this standand.

"~

cc:

C. Casper (Atin: B, Scharf) ¥
RS )

SCA File

Peading File

Central File

Sulxject File . ,
ERSPR/DCYillians  mwh , '

Revisad by: GShaisel
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Steve Lemberg, Office of the General Counsel c _
L.J. Sharman, Director, OSCA and Frederick Barrett, Executive Director -

Bernard Scharf, Technical Analysis Division, OSCA -

P

Proposed PPPA Standard For Irom Preparatioﬁs

In accordance with your réqéest for-fbe'ad@ition of definitions L
of terms and the need for editing into "FEDERAL REGISTER style”, I am
sending you the attached, edited version of the subject regulation,

. 8ign-off sheets from the Office of the Medical Director and the
Bureaus of . Economie Analysis, Biomedical Science and Compliance are
attached.

Piease arrange for the necessary ac;ién by the Coumissioners

~ and the subsequent publieation in the FEDERAL REGISTER at the earl-

lest possible time,

Attachments (2)

Distribution:

A, Dimcof€, M. Doxie
A. Esch

- R. Hehir
W. Hobby
£. Finch
eV

Q
77]



CONSUMER PRODUCT SAEEIY COMMLSSION '

{15’ FR Part 1700}

Certain Proparations Containing Iron

P oposed Child Resistant Packaging StandardsTﬁ "E

:;The purpose af thif document is to pr0pose chi}dwre31stant pack-
:aging.standarda for certain prepaxations contalning iron, The acci- e

dental ingesticn of %uch preparatlons has been a 51gnificant cause af

‘;:‘hospitalizatlons and fatalxties of chxldren younger than 5 years of

Ti;f'?g' fi‘age.v |
| Background Acute accidental poiboning from iron began to
~ occur with greater frequency when iton became widely used as a
therapuetic agent for the treatment of anemia in 1947. Since that
iime, a slgnificant ﬁumber of iron polsonings in children younger
than § years of age has occurred. | |
;Acdte iron poisoning producés a corrosion ofythe gastrointes~

',itinal tract (prlmarily the stomach and the ilium) Death may oceur

from shock thhin 4 to 6 hoars or from cardiovascular collapse with~

Cin l to 3 days. | "__3? )

Data from the National Cleariwgbouse for Poison Control Centers

on accidental ingestions of iron preparations of children under 5 years
fﬁﬁpf'aéé,for ﬁhe period 1969-1973 show 543 hospitalizétions. Data fromv
"'ﬁhe death cartificaﬁes fc; 1969~l§72 show 31 deaths of children young~
"5lér ihan 5 ygais of age'erm the)accidental ingestion of these products.

~ These data do not specify the exact amounts ingested by the children.

N
A

"_Nor does the medical literature in the field recognize any precise

Toe




.lethal or toyic dose

£3 gram dose of ferrous sulfate (the.most common iron-salt) is fa-' .f

.”fftal for a human being. On the basis of this evidence, it has been

“}estimated that a dose of one gram of iron could pioduce death in a 2,,’

This figure, however,‘does not

.child younger than SVyears of agee

,toddlers of the same size.‘

r..,

Concluslon and pioposal Therefore, considering the‘available‘w

data on inguries and the 1ack of concrete data on hazardous levels ' ld~'.3{si

o . Lo

of iron, and after consultation, pursuant to section'3, with the - ;ﬂﬂh?#"f

Technical Advisory Committee established in accordance with section R

6 of the Poison Prevention Packaging Act of 1970, the Commission pro-
'poses that any nonprescription drug for oral administration, as defined
in proposed 16 CFR 1700 l(a)(3) below, and any dietary supplement, as de-

fined in proposed l6 CFR 1700 l(a)(4) below, that contains an equivalent4

o
* N L_.., ¢ B

.of 500 milligrams or more of elemental iron per package shall require

apecial packaging.A This level prov1dec a reasonable and necessary mar—':
gin of safety in order to protect even the small toddler from serious

illness. Since the Comm1351on recogniyes that neither the true toxic

= .\
R : L ; ; .

dose nor the lethal dose of iron has been established for children th“

i - : A

younger‘than 5 years of age, interested persons are invited to submit




'"Vnany data tnnt would'enable ihe Lomm1551on co—ectablish a more
iaccurate level of iron below which serious illness 1n children f

:youngerhthan S-yeors of age‘nould not.occur. |

- On ‘the baois of preliminary contact with a number of packagzné
nnénufnccurers, and pursuant to section 3(a)(?) of the act, the Com—‘

i"mission finds that the special packaging proposed herein is‘> |

; :7il;: T°Chnlcally feas1b1e because technology exisLs to produce

-spcciol packaging conforming to these standards. “ |

2;\\Practicable inAthat the Spccial packaging is susceptiblc

'to modern mass production and assembly line techniques.

) ‘3.: Appropriate since such special packaging is not detrimental
to the integrity of the substance and will not interfere with its storage
or use. In the case of iron preparations requiring dropper applicators
these standards do mot require the use of a-cap with dropper unit affixed
'that both comply with these requirements; It would be appropriate to
, utilizezone of thé available child-resistant closures that complies with
these requirements and to market the product with a separate dropper
unit.-;: ’ '

: fThc Commiccion recognizes that the packaging manufacturers' aoilicy

to sunply closures prior to the effective date of special packaging

* standards is partially dependent upon the speed with which packagers




blﬁof'substances subject to the standards place orders for packaglng. Gi—

"7'ven the number of hospltalizations and fatalities that have occurred as

3a result of the accidental ingestlon of iron—containlng preparations by

Amﬁ. children under 5 years of age, the Commiss1on suggests ‘that packagers' o

L of iron preparations subJect to these proposed requirements begin immed—ﬁb

*iately to obtaln the necessary special packaglng. Due to the serlous -‘
'”danger posed by these iron preparations, the Commission intends that
these;regulations, if adopted, be made‘effective 6.months after their
“date of promulgetion in the FEDERAL REGISTER and invites comments.on
' this'intention. | . - 'lb' | .
- _ _ o :
Accordingly, pursuant to the provisions of the Poison Prevention

Packaging Act of 1970 (secs. 2(4),-3, 5, 84 Stat. 1670-72 (15 U.S.C.

1471(4), 1472, 1474 and under authority vested.in the Commission by the
Consumer Product Safety Act, the Commissibn'proposes that 16 CFR Part
1700 be amendea' | 'l . | 4

’1E~l, By adding new subparagraphs (3) and (4) to 8 1700. 1(a), as
follows._ .‘ o e "
§ ifdéti Definitronst

(a) * ok ok %

ﬁii:(3> "Non-prescription drug'" means any drug for human usesthat
is in a desage form intended for oral administration and that is-net
ﬂreﬁuired by Federai‘law to be dispensed by or upon prescription of a

-practitioner licensed by law to administer such drug.




4)'?"Dietary Supplement. means any v1Lamin and/or mineral pre—‘::i

X

‘ paration offeled in tablet capsule, wafer or other similar uniform )
. unit form,‘in powder, granular, flake,‘orullquid forn';or in the phys;
-lical form of a conventional food but which ib not a conventional food
"and whicn purports to be or-is represented for special dietary dee by

:man to supplement his diet by increasing the total dietary intake of

" one or more of the essential v1tam1ns and/or mlnerals.

2. By addlng a new subparagraph (12) to § 1700. l4(a), as fol-
lows (although unchanyed the introductory text of § 1700.14(a) is

included below for context):

8§ 1700.14 Substances requiring special packaging

(a) Substances. The Commission has determined that the degree
or nature of the hazard to children in the availability of the follow-
ing substances, by reason of their packaging,-is euanthat special
packaging 1s required to protect children from serious personal in-
jury or serious illness resulting from.handling, using, or ingeeting'
such substances, and that the speclal packaging herein required 1s
technically fe;sible, practicable, and appropriate for these substan~"

ces:




3Nonpreocr3ption drugs, as" defined in

1“Iron preparations.i

1700 1(3)(3), or dietary supplements, as defined in 8 1700 1(3)(4),: o

u;that provide an. equivalent of 500 milligrams or more of elemental

;flron per total-paclage, shall be packagcd in accordance with the pro—_

-t ..

.'visions of § 1700 15(a), (b), and (c)

. 5 Interested persons are. invited to submlt, on or before

(insert date that is 60 days after publication hereof in

'lthe FEDERAL REGIS STER), wrltten comments regarding this proposal. Com~ .
mente endrany accompanying dataior materiel should be submitted, pre-
ferrably in five copiles, addressed to the Secretery, Consumer Product
Safety Commission, Washington, D.C. 20207. Comments may be accompanied
by a memorandum or brief in support thereof. Received comments may be o

seen in the Office of the Secretary, 10th floor, 1750 K Street N.W.,

Washington, D.C., during working hours Monday through Friday.

Dated: - ‘ . B if‘.zjf

SADYE E. DUNN, o
"~ Secretary, Consumer Product
~ Safety Commission.
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U.S.- CONSUMER PRODUGCT
T SAFETY COMMISSION

E\/§ emor‘andum PR g._w;As:anNeToN. oG tea??-o?‘

- UNITED smres F‘DVEQNMENT .

o DATE

Augugt 16 1974

‘“?TQECT‘VProposed Chlld Re51stant Packaglng Standards for Iron
: ;TConLalnlng Prepalatlons : : S -

IR We havc rev;ewed and approved Lhe above—mentloned
i .~ .. . material subject to the 1ncorporat¢on of the follow1ng
; comments : .

% T p.1~»Data from the National Clearinghouse for Poison
o - Control Center for the period 1969-1973 show
543 hospitalizations among children under 5 years
of age due to the ingestion of iron preparations.

R

§ . 2. p.2-~Under the heading Conclusion and Proposal
' lines 6 and 7, the word "ingestion" should be
changed to"administration”and read:

.. .the Commission proposes that any nonprescription
drug for oral administration, as defined in...

3. P.5=~The definitibn that was supplied to OSCA for
"dietary supplement" (Maisel/Bracken, June 7, 1974,
copy attached) was developed after consultation

.- with the Food and Drug Administration which has
statutory responsibility for dietary supplements.

- The definition in toto (1nclud1ng the common

- names which were omitted in this proposal) is

" designed to exclude coverage of such items as
breads. In as much as "conventional foods" is

- not defined, we suggest that OGC review the

~definition as currently written in the proposal,
_and make a determination as to 1ts adequacy

‘J
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SUMMARY” A copy of a memo dated May 2§AFE;;4 from S, Lemberg to Bernie Scharf

A Package from OEX to OCC on April 15, 1974

-definition has caused some problems in the recent past with xerg regard

~ in the: interpretation of our regulations," Of course, this would be the

. contain any reference to regulations of other agencies wihich may be subject
" specific level in our regulation if our definition is .to parallel, at leaSt -

.10, 1974, so that we may arrange for any necessary changes to be completed e

 DISTRIBUTION:  OMD  Info cpys. only: OGC

W?"Taé/ me/n?{ ( /> e

Tiw V7

1s attached Mr. Le@berg makes several suggestions towards improving the
TR0 4 subject. regulation which was sent as a Briefing -

Please consider and let us have your comments on the third paragraph of
Mr. Lemberg"s memo in which he recommends wording to replace the term
"non-prescription drugs", as used in the present form of the &&¥Ey
regulation in the Briefing Package, with a longer phrase so as tobe . . -
consistent with the wording in 1700.14 (a) (10). However, it should be tworne
in mind that if this wording should b4 adopted, there might possibly be a -
need to define the term ''dosage form x% intended for oral administration"
since this term is not defined in 1700.14 (a) (10), and this lack of

<0 proper application.

He also suggeatsthat the term Rdinxxxigxu ""dietary supplements"
presently defined in our regulation by reference to FDA's regulation
80,1 in 21 CFR, be explicitly defined in our regulation to avoid
dependance on definitions of another agency which may change with time,
We may not become aware of such a change and ‘this may cause "confusion

case with all of our regulations, both past and future, should they
to future change,.
'd like to point out that the term “dietary Supplement" as used by

PDA in 21 CPFR, 80.1, depends ©n the FDAds definition of the term "United
States Recommended Dally Allowance" which should also be defined at a
initially, that of FDA's use of the term "U S. Dietary Supplement "

The point on "Federal Register style , raised in the 2nd paragraph of
Mr, Lemberg''s memo, will be handled by OSCA after we have received your
comments and/or definitions, and,wg=re xritrakidr where indicated these _
comments and/or definitions will be incorporated into the Standard/Regulationj

May we please have your comments, deflnltions,'etc , by C,0,B, June

by the Rules Division of BCM7

BBs3>-1 o8
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DATE

0

FROM:
SUBJECT:

MEMQRANDUM CONSUMER PRODUCT SAFETY COMMISSION -

1

Bernie Scharf, OSCA THRU: Executive Director

’Vf
S. Lemberg, OGCle"

Proposed PPPA Standards for Iron Preparations

By memorandum dated April 15, 1974, the Office of the General Counsel
received a briefing package recommending publication of a proposal to
require special packaging for iron preparations.

While we generally approve publication of the proposal as drafted
in Tab A of the package, we hesitate to recommend it for publication
for two reasons. First, we would suggest that the document be edited
for Federal Register style, since Mr. J. Davis is now physically located
in PSOC. Second, we would suggest that the operative language of the
proposed regulation describing the substances to be subject to speCLal

packaging be expanded. K

Instead of the term non~pre5011ptlon a?ugu, for example, we
would suggest the phrase "any drug for human use-that is in a dosage
form intended for oral administration and thdt is not required by : _
Federal law to be dispensed by or upon the plpscrlptlon of a practitioner
licensed by law to administer such drug." Instead of the term "dietary
supplements as defined in 21 CFR 80.1, '"we would suggest incorporating
the referenced definition, or something similar to it, in the paragraph.
The flrst suggestion would make the regulation parallel to paragraph
(10) of: s 1700.14(a), and the second suggestion is intended to clearly
specify the substances subject to the standard. It is noted that the
FDA definition is subject to change and that any such change could cause
confusion in the interpretation of our regulationms.
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April 15, 1974 -

' Michael Brown, Genéral.Counsel .-

Frederick Barrett, Ezecutive Director S : :
L. Jaues.Sharman, Director, Office of Standards Coardination & Appraisal

» Briefing Package on the pxoposeé ?aison Preventicn bpecial Fackaging
‘Standard for Iron Ereggrations

The referenced Briefing Package, consiatinf af a Briefing ?aper
and draft FEDERAL REGISTER hctice, is attached. . -

After you have reviewed the package, please forward it to the

-'0ffice of the Secretary so that arrangements may be made for its eon~- '.

»»sxderation by the Ccmmiss;oners. f'

.1'"

As’ indicated by the attached ”sign~0ff" sheets, the package has been

- reviewed by the Office of the Medical Director and the Bwreaus of Gam- o

»plianee, Biomedical Science and Econamic Analysis._

Attachments @

ees
~ Sadye Dunn, 08
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DATE:  Apr4l 1, 1974
TO: Those Checked Below -

FROM:Bernard Scharf. Technical Analysis Division, OSCA (Rm. 912, X7606)

Office of Standards Coordination and ?\ppralsal

SUBJECT: Sign-off for the Poison Prevention Packéging Standard

(standard, petition, etc.)

on Iron Preparations

Date March 29, 1974

(subject)

Your signature below signifies that yoﬁ have reviewed the attached material.
Please denote your approval or disapproval of the material and forward this

sign-off sheet to us by  April 4, 1974

If you do not approve

* the material, reason(s) for your not approving must be attached to the sign-of

sheet.

ORGANIZATION

Office-of -General Coumnsel -

SIGNATURE

APPROVE/DISAPPRC

Office of Field Coordination

JOffice of Medical Director

Bureau of Epidemiology

- Bureau of Engineering Sc1enc

A0
< v/ Bureau of Biomedical Sciences "d’lﬁll Hfgﬂzl‘/ /

N

Bureau of Information Educatlon

J Bureau of Compliance

Vl Bureau of Economic Analysis

(OSCA) Impact Analysis Division

(OSCA) Voluntary Standards Division



DATE:  april 1, 1974
TO: Those Checked Bélow

FROM:Bernard Scharf, Technical Analysis Division, OSCA (Rm. 912, X7606)
Office of Standards Coordination and Appraisal

SUBJECT: Sign-off for the  Poison Prevention Packaging Standard
(standard, petition, etc.)

on Iron Preparations Date March 29, 1974
—(subject)

Your signature below signifies that yoﬁ have reviewed the attached material.
Please denote your approval or disapproval of the material and forward this

sign-off sheet to us by  April &, 1974 . If you do not approve
the material, reason(s) for your not approving must be attached to the sign-off
sheet, '

ORGANIZATION SIGNATURE , APPROVE/DISAPPROVE

Office of General Counsel

Office of Field Coordination

JOffice of Medical Director

Bureau of Epidemiology

Bureau of Engineering Sciences

/ Bureau of Biomedical Sciences

Bureau of Information Education

J Bureau of Compliance : ' -, |

< ' Bureau of Economic Analysis /W
: 4

(0SCA) Impact Analysis Division

)

(0SCA) Voluntary Standards Division




DATE:  April 1, 1974
TO: Those Checked Relow

FROM:Bernard Scharf, Technical Analeis Division, OSCA (Rm. 912, X7606)
OPfice of Standards Coordination and Appraisal

SUBJECT: Sign-off for the Poison Prevention Packaging Standard
(standard, petition, etc.)

on Iron Preparations Date March 29, 1974
(subject) ‘

Your signature below signifies that yoﬁ have reviewed the attached material.
Please denote your approval or disapproval of the material and forward this

sign-off sheet to us by  April 4, 1974 . If you do not approve
the material, reason(s) for your not approving must be attached to the sign-of:
sheet.

ORGANIZATION _ SIGNATURE - APPROVE/DISAPPRQ

Office of General Counsel- -

Office of Field Coordination

v Office of Medical Director

Bureau of Epidemiology

- Bureau of Engineering Sciences

J Bureau of Biomedical Sciences

A Bureau of Information Education

</Bureau of Compliance ' M«\ 99443—\ {@/\CB (Zepch, /
. 1 )

Bureau of Economic Analysis’

(0OSCA) Impact Analysis Division

(OSCA) Voluntary Standards Division
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DATE:

April 1, 1974

TO: Those Checked Beiow

FROM: Bernard Scharf. Technical Analysis Division, OSCA (Rm. 912, X7606)
ice o tandards Coordination and Appraisal

SUBJECT: Sign-off for the

Poison Prevention Packaging Standard

(standard, petition, etc.)

on- Iron Preparations

Date March 29, 1974

(subject)

Your signature below 51gn1f1es that you have reviewed the attached material.

Please denote your approval or disapproval of the material and forward this
sign-off sheet to us by  April 4, 1974

the material, reason(s) for your not approving must be attached to the sign-of

If you do not approve

sheet.
ORGANIZATION | SIGNATURE APPROVE/DISAPPRC
Office of General Counsel
Office of Field Coordination y;
v/Office of Medical Director (/,Z;ZEi;Zi 444%/6?# \///

Bureau
~ Bureau
V/Bureau

Bureau
\//Bureau
V/ Bureau

(OSCA)

(OSCA)

of Epidemiology

of Engineering Sciences

of Biomedical Sciences

Qf Information Education

of Compliance

of Economic Analysis

Impact Analysis Division

Voluntary Standards Division




BRIEFING PAPER

ACTION ITEM

PROPOSED -SPECTAL PACKAGING REGULATION
~ FOR
TRON. PREPARATIONS

March 29, 1974

Bernard Scharf

Office of Standards Coordination
and Appraisal

496-7606



ISSUE: To propose a Special Packaging Regulation for Iron
Preparations, under the Poison Prevention Packaging Act.

BACKGROUND: Data accumulated by the National Clearinghouse

for Poison Control Centers (NCPCC) and other sources have indi-
cated that children are frequently poisoned by compounds con-
taining iron in various forms. The magnitude of these data
indicate a serious problem, and effort was instituted early in

1971 to investigate this problem. This investigation has sub- -
stantiated the need for regulation. Tab B contains a comprehensive
chronology of the evolution of this activity, culminating in the
attached proposed regulation (Tab A).

DISCUSSION: The major issues addressed during the development of

the regulation are discussed in some detail in Tab C, and are
briefly summarized here. This regulation covers both nonprescription
drugs and dietary supplements. The term "Iron Preparations' is used
in order to cover as broad a range of iron-containing products as
possible, consistent with the magnitude of the problem. The proposed
regulation contains a specific reference to an effective date of the
Final Order. The date recommended, six months, has been somewhat
controversial. (See Tab C plus additional documents in Tab D). We
believe that six months is a reasonable period, especially since

this activity has been ongoing for three years, and the affected
industry has been apprised of the effort. However, we will closely
examine all comments and data submitted on this issue, in response

to publication of this proposal.

The establishment of an acceptable limit of iron content was
considered. The level was first set on a single dosage unit basis
and finally on a total package quantity basis. (500 mg. Iron per
package). While it appears possible that children who may be parti-
cularly sensitive to iron may exhibit symptoms.of toxicity at levels
lower than 500 mg., the likelihood is very low. No documented cases
of such an occurrence have come to our attention. Ancillary docu-
ments are attached as Tab E, in addition to the Tab C discussion.

The final major issue concerned the availability of Special
Packaging to accommodate those Iron Preparations provided in dropper
bottles. This is discussed in the Summary Document of Tab C and in
the Ancillary Documents of Tab F, While satisfactory quantities of such
packaging for dropper bottles may not presently exist, it is our
judgment that sufficient quantities should be available within one
year. However, it appears that droppers could be supplied separately
with the stock bottle being provided with available special packaging,
until combination units are available.



ALTERNATIVES:

1. Publish the Proposed Regulation as written.

A hazard to children has been demonstrated. This unreasonable
risk of injury will be reduced by the promulgation and enforcement of
this regulation.

2. - Publish the Propoéed Regulation with Modifications.

_ Modifications in the effective date or the acceptable iron
level could be instituted.

3. Reject the Proposed Regulation.

This regulation could be returned to PSOC for further work,
or the project terminated. '

RECOMMENDATION:

PSOC recommends the publication of the Proposed Regulation,
as written, at the earliest possible time.. The need for the
regulation is justified and any delay does not seem warranted.



LIST OF ATTACHMENTS

Tab A - The Proposed Regulation with Preamble.

Tab B - Chronology of Documented Events Leading to the Preparation
of the Proposed Regulation.

Tab C - A Summarized Discussion of the Central Issues Considered
During the Preparation of the Proposed Standard.

Tab D -~ Documents Bearing on the "Effective Date" Issue.

Tab-E - Documents Bearing on the Quantitative Basis for Determining
Coverage Under the Standard.

Tab F - Documents Bearing on the Availability of Special Packaging.






" CONSUMER PRODUCT SAFETY COMMISSION -
16 CFR Part 1700

»CerEain Preparations Containing Iron

. Proposed Childeesisténtp?agkaging Standards .

 Thélpﬁ£p6;é}df thiS’nétiéé iéugd_proposé child—résistant
packaging standardé for'certain preparations coﬁtaining iron,
the acéidentai ingestion of which has been a.sighificant
cause of hospitalizatiéns and fatalitiesvof-children yoﬁngef ,

than 5:years oszge; S <

Acute-écéidental pdiséning-from iron beéanifdi0ccur with.
 greater'frequency when iron became widely.used as a therapeutic
.agent forvtﬁe tfeatment of anemia in 1947. Since that timé,»a
significanﬁ number of iron poisonings in éﬁildren’younger ﬁhan

5 years of age has occurred.

VAcute iron poisoning prdduces a corrosion of the gastro-
'intestina; tract (primarily the stomdch and ilium). Death .
may occur from shock within 4 to 6 hours or from cardiovascular

collapsé within 1 to 3 days.

Data from the National Clearinghouse for Poison Control
Centers on accidental ingestions of iron prepérations by child-
ren younger than 5 years of age for the period 1969-1972 show

l; 568 ingeétions and 429 hospitalizations. Data from the death’

certificates for 1969-1972 show 31 deaths of children younger



than 5 years of age from the accideﬁtal ingestion—of_these
products; “These date do not specify the exact amounts
1ngested by the chlldren. Nor does the medical literature
in the fleld recognize any precise lethal or toxic dose.
However, evidence does establish three grams of ferrous
~sulfate (the most common iren_sait) to be a fatal dose'for'
a human being and on the basis’of this evideeee, it hae 5een
estimated that a dose of oﬁe gram of irontcould prodeee
death in a chlld younger than 5 years of age° This.figﬁre,
however, does not leave room for varlablllty in body welght
(such as the 18 pound, 12 month old crawllng infant) or for
individual variability in susceptability in toddlers of the -

same size.

Therefoneplconsidering the aveilable'deta'on‘injuries
and the lack of concretetdata on hazerdous levels of iron and
aftet consultation with the Technical Advisorf Committee, the
Commiesion proposes that any non-prescription drug in doeage
form for oral administration in humans and any dietatj o
sepplemeht, as deflned in 21 CFR 80.1, which contains an -
,.equlvalent of 500 mllllgrams or more of elemental iron per
| package shall requlre spec1al packaging. .Thls_level provides
" a reasonable and necessary margin of safety in order to protect
even the small_toddler from serious illnesse However, since

“the Commission recognizes that neither the true toxic dose nor



the 1ethal dose of iron has been established for chlldren
younger than 5 years “of age, -interested persons are invited
to submit any data which would enable the.Commissibn_to
.eétéblish_é more éccurate level or iron, below thch ééfious
illness inichildreanOunger £han 5 years ofpége would nbt

~occur.

The Commission has.also made preliminary contact with
a ﬁumbep pf;packaging manufactuférs-in ordér to determine
_wﬁéther prbdgcfién capabilities are sufficient for the pro-
ducts covered by this.proposed regulation. ‘it appears that
presently ex1st1ng fonms of Spec1al packaglng are compatible
‘w1th the types of packaglng used for iron preparations at
this time. The special packaging in which products subject'
4o this régulation Qill be péékagéd ére'dapéble'of mass |
production and lend themselves to assembly line techniques.
Moreover, the special packaging will hot interfere with. the
storage"or use 6f these products. In thepcase of irqn
preparations requiring dropper applicators the'Standérds aék'
not require the use of a cap w1th dropper unit affixed which
.complles with the regulatlons. It would be approprlate to
utilize’bne of the available child-resistant closures whrch
- complies with the standards on containers and to_market a

dropper unit in conjunction with.thebpackage°



_The Commission recognizés that the packaéiﬁé manu;
=facturers“ ability to supply closures prior to ££é effec-
tive date of spec1al packaglng standards is partially
dependent upon the speed w1th whwch packagers of sub-

~ stances subJect to the stanaards place orders for packaging.
Given the‘number ofﬁhospltallzatlons~and fatalities which
have occurred eé e resultlof'the accidental ingestiqn.of
iron—containing preperations byjchildren nnder 5 years of
age, the Comm1591on suggests that packagero .of iron prepa- ~
'ratlons gﬂbjebt gole) thls propeeed standard begln 1mmed1ately
to obtain the_necessary spe01al packaging. Therefore, due
ro the seribus danger pesed by these iron_preparations, the
Commission proposes that this regulation shall become effec-
tive 6 months after publication in its final form and requests

comments from the'public addressed to this point.

.

Accordingly pursuant to _the provisions- of-the«Pelson
;P;eventren Packaglng Act of 1970 (secs. 24, 3, 5, 84
Statf 1670-1672 (15 U.S.C. 1471(4), 1472, 1474)) and the
Consumer Product Safety Act of 1972 (see,430<a), 86 Stat.
1231 (15 U S.C. ‘2079(a)), a new subparagraph is proposed

" to be added to 1700 14 as follows:




(a) Supstances. The Commission uas determined that

‘the degree or nature of the hazard to childfen in the
Afavallablllty of the follow1ng substapceo, by reason of_
thelr packagrng,tls such that spec1al packaglng is )
requlred to protect chlldren from serious personal
1n3ury or serlous 1llness resultlng from handling, using,
or 1ngest1ng such substance%, and that the spec1al_‘

packaglng herein requlred is techntcally feasible,

practicable, and apprcpriate for these substances:

* . Lk *® * % ; *

(12) viron preparations. vNon—?rescription drugc which
are iﬁldcsage forms fcr oral administratioh:in humans}v
and dietafy supplemehtsiasfaefined iﬁiZl CFRVBO,l,‘eithef
- of which provideAan equivaient'of 500 milligrams or hcre

of elemental iron rer total package, shall be packaged: in

accordance with the provisions of- l%OO,IS(a), (b), and (c) .

khkkhkkkhkhdhkhkhkdhdidtdx
Interestéd persons may}'within ¢0 dayshafter publication.
of this Notice in the VFederal Regis’t_er; file with the Office
of the Secretéry, ConsﬁmervPrcduct Safety Commission,.l750 K
Street, N.W., Washington, D.C., 20207, written comments
" (preferably in quintuplicéte)-regarding this‘proposal, Coﬁments
may be accompanied by a memofandum or brief in.support thereof.
Received comments may be.seen in the above office during work-
ing hcufs, Monday through Friday;

DATED:

-

Sayde E. Dunn,'Secretary
Consumer Product Safety Commission

e e e ey s e s T U
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" OF PROPOSED FEGULATION FEC-DING SPECTAL PACKAGING

FOR HAZARDOUS dObSc,nO_D _;UBSTAHCES CONTAINING IRON

.Mar;f24"197z£

‘Basic Researc” tnztzated by the Dmvzszon of ChemzcaL

‘Hazards, BPS; on thz basis of. investigations by the “*"“

.- Food and Drug Administration irto available literature

o 173.

1970 there were 278 ferrous sulfate. ingestions and 112 - a

f’of the ar»zcles cited as- reJerences ‘include:.

and data on human ingestion and experience data. QQﬂQ_.:cb

1) ”Communtcatzons f?om the NatLonaZ Ciearznahouse fbr

~ Poison Control Centers" = "Accidental Poisoning. in
- "Young Children - The Hazards of Iron Medication" by U
© . Cann and-Verhulst, A.M.A. Journal ofrDzseases of Chzld—-”f 1’“ﬁ
- i ren, Mby 1960 Vbl 99, pp 688—691 and e A

2) "Ferrous Sulfate Pozsonzna" by T J. Covey, M’D.,.

RRR Journal of Peazatrtcs, Feb. 1964 VbZ _64 No.»2 pp ’
'vr~¢213-225 ' o , ' .

3) "y FataZ Cbse of Ferrous Sulfate Pozsonzng" by E .
Charney, -M. D., J.A. M. A 2962 Oct 21 2961, pp 172- f'“’

;mi_;Human trgestzon da*a vas provzded from records of the o
- National Clearinghouse for Poison Control .Centers wnzchlg; )

revealed that during the three year perzod from 1968 to.

hospztalzzatlons of ‘ehildren under ‘five. ‘Data obtaznedflg:?ﬂi*:

B from death certificates for thzs .same perzod show 15

deaths of children under:five. years of age resultzng

“;:jf?om férrous sulfcte preparatzons.ﬁg”

 May 26, 1971:

Initial Proposal fbr Standard azllzng fbr "tablet" andiff'
" Meapsule" Preparations containing more than 60mg.. of "

. MFeyrous Sulfate" to be packaged: in. accordance with -

. June 28, 1971:

.chzld—safety regulations. This, along with cuPPOPtIUe T

.. data was sent by mazZ on. thts datento the TAC fbr thezr:f
'avcomments. o . _ e _ ,

:By thzs date aZZ comwents had been recetved from the TAC -
. members. Only one member dtsapproved of the proposal j_,.;~“

e




-2972 Tnb Fr ;o Dw~ft o 70 St 1aard has now been mvub4 ‘"'
' : f'Lea in contc Oj notewartry changu was q reduction -
. in the -anount. 01 "ferrous sulfate' per dosage unit: to S
. .. 30mg. The proposed changed araf% was.sent ‘to tne
.jf‘Bureau of Drugs.;j- e ConEe B

L O
e

October 1971:.: Sometzne A October; after the TAC commerts had been _
g o . revzewed the proposed draft was ‘sent to the Cbmmzsszon-
-:ep of FDA via the Asscciate- Commzsszoner fbr Conplaance
o and the Genoral CounseZ AR T : S

Oct. 19, 1971 Meetzng of the beZowtng people. Commtsszoner and Devuty
.7 Commissioner.of FDA, ACC ACMA iBD GC, ‘BPS At thts._
- vijmeetzng tt was deczded . o S

T A1 proposed Standards fbrfdrugs zn;the future thZ
Y brought to.attention of ‘BD which szZ serve as.. a Zzat-
. . son with APhA and PA fbr expert'”' )
\"forganzzatzons.‘” ‘

_ -iéi Drugs and other substancesurequzrmng Speczal Packagzng}5
s will be treated on a liuited ‘¢lass bastis . (chemically as. .
,_Y‘,‘.wzth ferrous squdte) or. by type of product as: wzth deter-g

'.“Q~3 Bureau Qf Drugs to epoore feaswbzlzty of treatzng AT
all 0”C>qu_R~ drugs as being subject_to Special. Packagtng.l-e”

ef~Exemptzons are to be published at time- of orzgznal request ,5 L
“or zn response to manufbcturer 5 substantzated requests.3>f

: [4; Spec¢al Packagzng Standar’ = ge.
o .all Ry Drugs will have to awai APhA meetzng to azscuss
'f;;tts acceptabzlzty to zndustry. : L

’f'5. Future, proposed Standards must contazn a more detazl-fﬂx;ﬁ
~““ed explanation in the Action Memo and.in_the preamble as .. .~
: to the requzred packaging being: "technzcally feastole,
‘::practtcable and approprzate.f .']f:“._“

6 Consmderatzon was - to be gzven to F/R publzcatzon of -
. a list of all packaging manufacturers who have zndtcated
. the development of Special Puckagzng whtch would meetﬂf

”i"‘the testtng protocol ' R :






CApr. 18,7 1972:
R T geomoyrz jor’ C'na:rlaek 77" the Droposcd *chnaf‘*‘d

My 18, 1972F

e However, 1ron—fbrttfied vttamzns should not be ine
o . madec ¥ .

,3,” There ig admtttedly a problem atfdetermtnzng at . .
. what: level of iron econtent per dosage form to drawr"s
. ~the line. In addition to solid: dosage. forms, 'Zuquzd
-‘dosage forms should be covered. Bureau‘uf;Drua

w . opr more of "eZementaZ" iron per tablet.or caDsuZe ‘or..
. perisml. of{quod be i Special Puckagzng Five:ml. is
. the approxzmﬂte .amount . mngested at one“swallow by“a child:

o of pozsonzng-prone age._ : - o

o 4. Dzscusses sajety cZosures fbr dropper bo+tles,
. do not exist. Suggests dropper be packaged sepafatelu
© with reservoir bottle Having safety.closure. Suggests

_.that a need for.a dropper-bottle safet“'“ 3

'f~spur such development

‘In accordance mmth Bureau of . Drugs suggestzons of 4/18/72
.a new proposed F/R draft was.developed by BD containing -
zg:provzszons ‘about . the 25mg. /boZLd ‘dosage form-limitation. :
“and . the suggestzon liquids being ‘covered if . they ‘contain: -

'“f draft was sent to BPS on. 4/22/72 wzth recommendatton to
vpubltsh as soon. as poss¢ble., e

‘eA;‘the cut-off poznt 18 25mg zron per dosage untt S

Bureau of Druas maPco the fbllowzng 51 gnzficant sug—_-frim?i;;

1. Use the tenn "eZementaZ" iron rather than "Ferrous L
s Sulfate” sinee tneru are many fbrms and salts o iron
“;'avazlable. ' : : : ST

cluded sznce a findzng of szgnzfzcant*hazard cannot be. ;vfl” :

fore, recomnznds that all- Dreparatzon containing:2.

af%i'c'h

Zosure:wzll o

28mg. or more.of iron per Sml. (1 teaspoon) dose. “This "= -

E@vzsed draft to Bureau of'FbodS'fbr revtew and comments.
Some..dietary. suppZement will: presumably be.covered.if.




. May 24, .1972: In an tnternal memo, Bureau o; Foods expresses ite
SR ""5approva2 in principle with the revised draft Drppared
in accordance with BD suggestions. They suggest “that o
2ine- contatntng supplements . should have safety. closures .
. .as vell as iron supplements. They are . tnvestzaatzrg the |
jvkﬁgposszbzlzty o] suggesting that ‘copper-containing dietary- -
: fpgﬂsuppleme“ya also. bt pwckaged in Specwal PacKagzng._.‘,;.”'" .

ﬁe:fBureau of Foods does not. agree with 25mg. cut-off‘poznt il:*h“
. - They would like to see all zron~contatnzng {also zinc: -
~and copper) supplements nave safety closures.;-'i N

f*Bureau of Foods thtnks that it is zZZoawcaZ;to arbttrar—“ o
- 'ily divide supplements into those requiring:safety i
’*:packagzng and those not requiring such, parttcularlya_
o _since a number of suvplement nanufbcturers “have. aZread
'*ﬂ,fhadopted safety cZosures on thzs posszbzlzty w

© May 25, 1972: v'InternaZ Bureau of Foods Memo, suggesttng that BF. con—_?ff@lgtf
... . . tact BPS's Lomplzance Of fice to- urge that safety closureS<";"*
~be used on vztamzn—mtneral products contaznzng iroms . .

. May .22, 1372: BF in.an tnternat memo - states that the 25mg cut off

ST e j_fﬂp0tnt seems to be arbitrary,. partzcularly in. view of +
' :"the then proposed FDA/RDA's which were- 27mg.for child
i ren and adults and 36mg. fbr pregnant or’ Zactattng
B fwomen..; 1-. Lo e T -

:Juneiz;'19725iflThe Zevel proposed by BF is- Zower than BPSfcauZd supporteiulbrv
0. . BPS eamnot: justify BF's suggestion that zz"‘
products be pZaced zn safety packagzng.

: ,Jun¢;6;>197g5um 5P and Bps conwents to BD fbr comment. -

o Jﬂné;85f2973:ﬁf.BD agrees wtth BPS vzews and SMQQQStS FVR statement 83u8?97?i5

e "~;as tt 13.1 g . ST : o

”tJuﬁ€'26,42972}' change in termznolagy in proposed Standard ffoml"FerrouS"it?fi;

A Sulf&te" to “Iron Salts”" : L SEFE

| July 13, 19?2:.,Ngwly revtsed draf% i sent to Cammt Siéneffviazpeputj;7?tfﬁ”ﬁn
R gﬁ_commzsszoner, AcC. and GC.. ‘ﬂ.;¢j;;-: :7§;f77‘f‘j~l.h‘:ffgf

e :l) wa appZ Les spectficalty only to non—prescrzptzon
T “1jf.“ﬂerugs fbr oral admzntstratton.~ L ‘ ,




July 21, 1972:

July 28, 1972:

Aug.

Dec.

8, 1972:

7y 1972:

2) Bureau of Drugs does not agree with Bureau of Foods
that all <iron preparations should be in Special Pack-
aging, particularly since NCH data does not support
this view. -

FDA GC does not understand basis for iron levels set.
Questions whether level should not revolve around what
18 avatlable in the package rather than in the indi-
vidual dosage unit (tablet or capsule), including
liquids.

ACC/BPS memo pointing out GC objections and questions
on draft. ACC says the PPP Act is to protect children
from the contents of the entire package and that the
draft, unlike previous ones, does not accomplish this.
Requests comments on this from BPS re: using amount Of
contents of a package rather than quantity of irégn in
a single dosage unit or volume.

BPS sends a report to BD re: "Iron Tablets Ingested by
Children under 5 Years of Age". This reports on number
of tablets ingested by about 200 children.

Memo, Dir. BD/Dir. BPS

l. Based on a market survey it was found that numerous
products are on the market in which the entire contents
of a package would proveC::xic to a child. Thus, the
recommendation to again re-revise the draft in line with
GC remarks as to a "total dose limitation."

2. The usually accepted toxic dose which might cause

illness in a child is 150 mg/kg. Providing a margin
of safety by lowering this limit to 100 mg/kg would
place the dangerous dose to a 25 lb. "average" child

to a level approximating 1200 mg. B/D, therefore, sets
the 'toxic dose at 1000 mg. or 1 gm. -

3. Thus, BD suggested keeping the 25mg. or 5ml. limits
while adding a total dose limitation (entire package
contents) of 1Gm. The reasonzng for keeping the indi-
vidual dose limitation is:

1) Mery concentrated preparations will f&cil@}&i&}
ingestion of a potentially toxic dose by a child,
especially a very small child" and -



'-2) "COﬂCéﬁtrauea Orenarattons,’espeCtaZZu peatat-_;_
‘ri¢ drops are more. leely to be avazlasle ‘in’homes
havtnq young cnlturen RS : :

Newly revised drarv‘sent to Commmsszoner thru Deputj o
" Commissioner, GC.dnd ACC.. This now provides fbr 25mg. / [

. dosage unit cut-off or sml./ dose in oddition toilgm. -
. total package contcnts for OTC drugs with irom. (in-. =
" eluding those substmices classed dietary supplements
and vitamin preéparations). Re items to be ceverea - 10
“separately under an By Standard.in Dreparatton.A Vet~ 0 .

erinary preps. to be. covered separately The document

- now adds a Sgram non-liquid dose cut- qff ‘for:such thzngs S

as- powders, granules fZakes etc._as in spectal dietary

fefbods._*

Mar, 5, 1973:

Memo fTom Dtrector, BD to ACC suggestzng further changes.; _

.'»Z) C'hange in ‘last two sentences of Preamble to
- accurately reflect the potential toxicity .of irom”

- salts. These should read: - "On the basis of avazZ-rfffff

;ntf 1.5 to 2gm. of elemental iron. when zngested as any[
~;1wof the soZubZe Zron salts.ﬁ; _‘

. able toxicity information, serious illness in a
24 small child can be-: expected to occur from aoses of

- 8) Stnce proposal now tncludes 1etary'supplementsﬂf

;3“f7the Bureau of Foods should provide comments. per. o

Mar. 14, 1973: -

yij Statement re: dzetary supplements should read
"‘f4"dtetary supplements of vitanins and minerals as de—' S
fined in 21 CFR 80.1." This would eliminate confusion .. ...
- as-to other types of dtetary supplements such as amino - - % ..
- aeid mixtures and items’ for use:under. ‘medical super~
“ .. viston.. The. way draft is wrttten it would mean that a.
708 Ib. box of dry, enriched znfbnt cereaZ must be packAﬁ
- aged wzth a saféty cZosure.;,,-< . ‘

‘-;establzshed dosage unit. LeveZs and package sztts,f;nf:{

Memo, BF/ACC Recommends.;-;

*&iigz In Ztght of uszng ZGh qf total contents as an” T
" index of applicability of *he Standard (or better yet SR

13_500mg or 1/2gram). There is no need to use: the. arbtt—.r,{”-'
rary 25wg / dosage unzt cut—off’**'~_ e e e




Cos

3 Ppcorwcnas 500mg,/:nacPage ao the upper per po kage llf
v total Zuﬂbt.} -_ Lo : S Sk o ST EE

""4 ‘True. to&tc dose is not establzshed nor. 13 the Zethal'f”'
' f’?dose in cnzlalen or. Voaalers.*f;";a- L :

.‘115; The number of casés reoorted by tne NCE is under-v'ff
*»ﬁstated at the ve ry. aeast and 18 @ gross ‘underestinate:

_of true LuCldeuce The 1000mg.  level does not. leave:
Cmueh margin of saJety as compared-to 2200mg.. The -

. Standard should give protectzon against: s¢gn1ficant

illness as well as serious. 1ZZness with a potentva?

.‘Zethal outcome.

H

-:6. Suggests aDpZJzng tne Standard to "Iron" ratner tharjﬁi:

" "Ipon Salts" since not all sources are- salts. Suagest

1JStandard refer ‘to aZZ sources of Iron.'-:'..wl

Questzon as to who (BPS or: FDA) shouZd recezve T

riesamples. ~'],_-~ AN

M&r;f?i,_Z973: ;BPS znternal Pemo° R zfﬁiﬁfue.fi7ld15dljhi

"‘d:Z. No obaectzon to- Zowerzng total package ZeveZ to 50umg jl

. “if BF can. support it in-case of ‘challengei BeZzeveﬂ'-'-
"d*level of ZOUOmg Wnore approprzate”.r-". s

o Does not reconmend eszznattng 25mg 'cut-off since’

- Mehild seldom ingests more than 50 tablets and almost

" never more than 100" ‘and ' a product with 2mg. iron/ dooagejdl}'

A~] fbrm in. a conta%ner of 500 wouZd need a safety obusure.f-»q -

May 9, 1973: Sk
Coe ~¥"'“reference to Sect 80 z of CER 21 re: dzetary suppZements;f';

. May 14, 1973:

84 No tndzcatzon that "zron reductum" zs 1nvo7ved zr
‘1,‘”pozsonzngs., . v R S C

-

ACC is now conszdertng cnargtng the draf% to znclude a:

A review: of BF [/emo Of ‘Vm‘l. Z4 b?/ BD results ‘Ln fOZZOw*Lng‘_-"f:
*fmemo ffom BD, e o .

Z) Agree° wzth refererca to 5 80 Z in CFR 21

2) Agrees wzth "aCTOSS-und board approach" to regu-. ST
Zatzng aZZ PO” Rx tron preps._-.i;:, LT ‘




| May 18, 1973:

‘.;;857'“

.n'3) Recon“erds adoptzon of 500mg as limit per _

. package and the dropping of cut-off on individual .
- ‘dosage units at 28mg. parttcularlu in regard to il
 the conjusmna way in wvhich toxzczty aata zs pre-r»aiw_
'."sented an the therature._,_;; : . L .

'-4) Suggests cnanae in wordzng of Staxdard o zu—[ :f”f?f7
. -elude rejerence tv 80.1 CFR, 500mg. Lotal and” -
droppong of °5mg / aose Zevel &

ACC wrttes ZeLter to CPSC concurrmng wtth BD memo -

" (above) of Hay 14, 1973. This includes reference to. ST
' CFR 21, ‘Sect. 80.1 ond "across-the-board cpproach” to

all non-ﬁb iron= contaznzng preps, -elimination of arbz+—7'ﬁ33”
rary 25mg. dosage unit limit and dropptng package - ’

- content to 500mg. from L000mg. ACC requests that his

T —

 May 25, 1973:

LI N

”'-'posed reg. przor to publzcatzon in F/R S R

office be permztted to review and comment on the pro-’iff. &

'GRSC 1nternaZ memo* ”'!ﬂ"ﬁ

‘i. Ask off. of Méd Dzrector what Zevel of elemenbal f{ﬁ/

iron will cause serious 1llness in 25.1b. two, year IR

.f¥qf'dzetary supplements'_ ﬁ

“otd child; if CPSC can support coverzng aZZ .sources Qf igsfﬂ‘
- iron for Specmal Packag,ng.v ' R _

E 2 Baszng Standard on total package content ts the
' *same as. zntended for aspzrtn as to 45 grazn.agl‘_'-

.' Thznks that speczfic mentton be madé in: Standard

4 Sayu CPSC should not use Zevel of iron whtch -Jnﬁoyfff?Ty

"'be supported wzthout FDA support -

July 17, 1973

aAu9-327»"1973?“

CPSC (Med. Dmr.) Memo Supports 500 total packare z,_;;‘f

.. ‘tation.as well as other comments in Aay 28 1973 nu,oif7.< t
- »f?om ACC :

apsc Laternal bemo (BC—BBS) As, anf:'7-“*-

u TQChnzcaZ capabzlztzes of agﬁkagesniﬁ;mééting' '.

N the Iron reg. requzrements.“.}‘.5-::“,;»

2) sze needed for pacPagers to- produce necessaryjakjb
packagzng fbr zndustry und number of packagers '




:,7sép.f6,_19?3:f_

Oct. .4, 1973:

U Oct. 15, 1973

 Nov. 1, 1973:

ff;%’“*' ‘:;f:December 1973

»v'fitbze, Practlcaole and approprzaye.fs ,

»Proposed reg snnt to: TAC sveaks in’ terms of eléheﬂtelif"
t_vtron settzng szzt of 500mg per package._ IR

’7Nbb.'7,«2973;7

7. Now. 30, 1973: N
o oo eation of the Standard in Iron Preparatzons, suggesting fyA:u,

L 1that references to-the term "elemental™ iron be deleted. T
. in three places in the introductory preamble to-the =

= -;Standard while retaznzng "eZementaZ" in. the Standard
”ﬁfztself R _ BESETN _=.w.~v; e

o Jan 22 1974—!

curr ntZy mayx]aCuurLrg sucn packagpng

CPSC tnternal hemo (BBS-BC) reply to 8 27—73 memo.v;_

o Z) Packagzng 1§ same as used fbr aspprzn., Most
, other products under effectzve Standbrds.e ”3__j

| e.Z) Indu8+ry ecn ﬂeet requbrements "t*Pout new | RRLeE
. capacity. Only need 26 to 34 weeks rottce to o
: :gproduce new capaczty . AU

e
LA

. 3) 15 convanzeo can meet the pharmaceutzcal market

. demand. . Most have indicated excess capacity to -

- fit: standard screw-neck bottles especlally fbr R
i most popular arug proaucts.;' - B

4) Most irom packaaers are presently uswng upectal

'ijf Packaging for other products and have productzon’:.f ﬁ;xf;
. equipment on filling lines.. They will need ng more. . i

. than 180 days’. notzce -to convert fiZZzng 1ines:to =
" meet Standard.”  This uackagtng 18- tecnnzcally feas—;gj

Proposed reg sent by CPSC to FDA fbr canments.:er EERUEITE

39 of ZZ comments recezved f?om TAC by thzs date'-;_“f:;j f’ o

»Posztzon Paper on Iron sent to oscx by BBS.;,he

Nemo, ACC/FDA to OSC%/CPSC FDA concurs in the publz-“

Conference FDA-CPSC re :change to "equzvalent of 500mg "_»f7be

A survey of manufacturers of safety packagzng 1ndmcated o
‘that a minimum of nine months would be necessary- to- '

‘”,f'supply packagers of iron preparatzons.. “For - dropp:r'-»L” ;,_
- bottles, one year was estimated to:be’ the minimum tzwe o
L necessary to provzde chzld—resmstant packagzng R






IéSUE‘ The Commisiotiers are béing presented with a proposed Special
Packaglng Standard on Iron Preparatlons, Cllillb, prepared in accordance
with Section 3 of the Poison Preventlon Packaging Act of 1970. '

BACKGROUND;- We: have attached ‘a comprehensive chronology of the events
and various considera ions 1nvolved in the preparatlon of this Standard.\»

Work on the proposed Standard began in March of 1971 under the
.auspices of the Food and Drug Administration. The primary impetus S
towards the recognition' of the .need for the promulgatlon of-such a - -7 .~
Standard was achiéved by reference to data maintained and provided by
the National Clearlnghouse for Poison Control Centers (NCPCC) and by
reference to the- sc1ent1f1c 11terature on accidental 1ron poisonlngs
in childgen. :

With the resumption and increased use.: of iron—contalnlng prepara-'a
tionsysincesthe-thirties'and ‘forties, thewincidence .and frequency. of o
" accidental poisonings in children has been steadily r151ng. S REESE I

f‘ADISCUSSION' The preparatlons to be covered by this Standard are. those o
over—the-counter (nonprescrlptlon drugs and dietary - supplements) products
taken to counteract iron-deficiency anemia or taken: for ‘prophylactic pur— .
poses as in the case of-wvarious combinations of vitamins or multivitamlnS*'
and irom w1th other mlnerals, llver, etc. . . .;;,,f .

- The central issuesg “ in. the formulation of thls proposed
Standard ‘were four’in’ number: PR . ) L

1. "Ferrous Sulfate" versus "Iron Salts" wersus "'Iron
. Preparatlons '

. - As originally contemplated, the initial draft proposals spoke in terms
of "Fefrous Sulfate'. = Presumably, this was because much of the literature .
then extant on accidental iron poisonings spoke: in terms of ‘this most

. common of the then iron-containing preparations. It was .soon realized . o
“that ferrous sulfate.was only one of several iron salts being marketed for . -

. OTC use. Hence, the short-lived use of the term "Iron Salts" in 'subsequent
memoranda and Standard drafts. It was next realized that inorganic and s
organic compléexes of iron were being marketed in forms which could mot =~ .7 %
truly be described in terms of ''salts" as that term is commonly understood.
Hence, the adoption of the reference to "Iron Preparations"-to:cover all--.

Heventuallties and the use of the term "elemental iron" in discussing the
total amount of iron provided per package. , B :

2. The "Effective;Date" Issue.

o

This second issue, which has not yet been completely resolved, is
that revolving around' the question of how much time to allow between the



date of the promulgation of the final order, by its publication in the
FEDERAL REGISTER, and the established effective date.  Periods of six,
nine and twelve months  have been proposed and various reasons given .

: therefore SRR .

The six month period is advocated by thosé citing the facts that

_ a) The Standard has been in preparation for almost three years, and

b) Children have been poisoned during ‘the intervening time and are”

- continually being exposed to the possibility-of accidental poisoning by -

virtue of the access1bility of these products as packaged in conventional .
- packaging. - o . o

c) In consideration of the comparatively large number of hospitali— :
zations of and fatalities in children following accidental ingestions,
iron preparations should be enclosed in Special Packaging within the
shortest time p0551b1e (not sooner than 180 days after promulgation,»
--interest and for good ‘cause found, decides that.a. shorter period is neces—

sary and has ‘the‘reasons therefore published in the FEDERAL REGISTER)

‘ d) In connection with the above three points the Bureau ‘of Compliance
feels that. inasmuch as the initial availability of Special Packaging is

: ..contingeént’ upon.how! quickly ofders are placed by the users with packaging

~ manufacturers, the establishment of the shortest allowable interim period
‘will 'serve ‘as ‘a strong incentive for the affected- 1ndustry to proceed as

‘1vquickly -as pos51b1e, to obtain Special Packaging.

The twelve month period is advocated by those (Bureaus of Biomedical
Science and Economic Analy31s) who cite the facts that: -

a) Surveys of packaging manufacturers indicate ‘that quantities of
- Special Packaging, sufficient to accommodate industry's needs, would
require a minimum-of ‘nine months to one year. ‘because- of various technical
and economic considerations, and

b) Thisvlpnger period.will allow,both the packaging manufacturers
and the packagers themselves time within which to minimize changeover
costs, work off existing inventory and generally allow for an orderly
transition from the use of noncomplying (conventlonal) to. complying
packaging’ (Special Packaging)

In this connection, OSCA has determined the following relevant facts:

a)“Three month extensions were necessary in the caseS'of five of
the eight final PPP Standards Orders in which the effective date was
initially, set at six months following promulgation by their publication
in the FEDERAL REGISTER. .




b) Of the five extensions, hiatuses occurred in at. least four
instances (Aspirin, Methyl Salicylate, Turpentine and Methyl Alcohol).
These hiatuses extended to as*much as.two months, (from the effective
date until the extension could be published in the FEDERAL REGISTER)

c) "In the case of the Methyl Alcohol Standard the Commission
received twelve petitions requesting -exemptions, since even the extended
effective date could not besmet. Thesex -petitions caused the - Commission -
Staff to: expend a great deal of time and effeot before theymwereadeniedlg;

- This issue is- dealt with in the. proposed Standard by including

" a prov1s10n ‘that- the Standard ‘become effective within ‘six’ months after
promulgation of the Final- Order. The theory in doing this is that if six = -
months is indeed too short a period to accommodate ‘the needs of the affected -/
-industries, this will manifest itself in the’ comments which are being ‘
solicited and which should be forthcoming.

_ If it is found necessary to extend the effective date in the Final
Order” to one year. from the date of* promulgation, an acceptable compromise'
. may be achieved in the following way.: - S :

. " A statement might appear in’the<Final Order-to ‘the effect that "Because . "%
- of the imperative need for Special Packaging in this area we expect every ’
. firm, in good faith, to begin to use such packaging as soon as it becomes
available to a particular firm, the one year period notwithstanding

A precedent was set for this type of statement in the preambles to the ~"'fi
proposed and final orders for the Standard covering ''Human Prescription Drugs .
in Oral Dosage Forms", published respectively in the FEDERAL REGISTERS of .

"~ April 27, 1972 (Vol. 37, No. 82, p. 8461/2) -and" April 16, 1973 (Vol. 38,
No. 72, p. 9431/33)

In the former case, the third paragraph in column 3 of page 8%61 reads i;.!

"The demands for special packaging are expected to be substantial and
‘will increase rapidly as implementation of the Act (PPP Act) for drugs con-
“tinues. Manufacturers. and pharmacists are encouraged to stock adequate .
‘supplies, of special packaging in order to meet the effective dates for
speclal packaging requirements for drugs. The Food and Drug Administration
encourages the pharmaceutical industry and pharmacists to cooperate and Co
start thé use of special- packaging for .all drug products where any poténtial - .
for hazard to c¢hildren exists. The .objective of the Act warrants initiatives
toward special packaging that should not await the time-consuming procedures
necessary to establish legally enforceable requirements."

In the latter case, paragraph "J." of the preamble (p. 9433) contains
this last sentence: '"The Commissioner expects, however, that persons dis-
penSing prescription ‘drugs will begin using the special packaging in the
event such packaging becomes available prior.to said effective date."

Thus, those firms able to obtain Special Packaging earlier than
" others may begin to use them earlier.



Standard.

The question arosesearly as to which preparations would be covered-
- -under, the Standard. InaSmuch as a minimum toxic, dose or a minimum . _
lethal dose. could not be established with certalnty (due to- “the con- i
fusing manner in which data was presented in the'literature and .the .
insurmountablé problem of determining how much ‘iron ‘had actually. been o
ingested and absorbed in a particular instance),. the -question was: '
- approached from the. beginnlng in an empirical manner. The initial
factor as to.whether Special Packaging would be requlred for an Iron -
"Preparation was the amount of Ferrous Sulfate in a single dosage form™ . .
or unit (tablet, capsule.or teaspoonful of liquid). - This quantity '
was_first- set at: 60 mg.- and subsequently at 30 mg. of ferrous sulfate.
' The final value was set at 25 mg. of "elemental" iron per solid dosage . - . -
unit or per teaspoon (5 cc.) of iron-containing liquids. At one point,
~ one, faction within FDA (Bureau of Foods), suggested that -all iron-
- contalning products be contained in .Special Packaglng without’ regard
to quantlty of iron per dosage unit. C

. It was subsequently agreed upon by FDA offlcials (representatives _
of the Bureaus of Foods, Drugs and the General Counsel), that the important
- factor should be the total amount of iron-contained in a patkage of an
" Iron Preparation. This reasoning was based on theé knowledge that _
children have.been known to ingest upwards of 90 to 100 tablets of a
- product and that ingestion of large numbers of tablets was not uncommon.
. Such-a quantity would, conceivably result in a child's consuming the
entire contents of a package of an Iron Preparation., «

. But the question arose:

 "What, if any, should be the quantitative, total package
level above which Special Packaging. would be required and
" below which such packaglng would not be required’" o

" .Given the variability, from person to person and from child to
child, in tolerating differing quantities of a posion, no precise
lethal dose or toxic dose could be established in iron ingestions.
One review article (MM suggested a range of 40 to 1600 mg. of
Ferrous Sulfate per kilogram of body weight as having caused death in
children. However, our Bureau of Biomedical Science has discredited
this lowér value as being incapable of support by reference to a

 specific source.



Using empirical methods, generally accepted toxicology values
of 150 mg/Kg. as a toxic iron dose for a child and the.wvalue of 25 pounds °
. for the average Chlld under»flve, FDA's staff initially set the total
- quantity per package’ limitation at 1;000 mg.” (1 Gm.) = Howevéf, in order i: . -
~to-allow for a=larger "margin of safety" the limiting amount was halved =~
~ to- 500-mg. This.was. thought to provide the desired protection when
f*considerlng such factors as: - variability in body weight, fluctuations
in the state of health.and individual differences in susceptiblllty ‘
-and reactions of a particular individual child to a given, potentially
tox1c’dose of 1ron._ Memoranda in support of this level are attached

, Admittedly, there is some uncertainty as to the 500 mg. level

set in the Proposed Standard as that level of ingestion which would-not-
cause»tox1city, sickness, injury or death. It is difficult to "draw
the-line'" with, preclsion on a "Go-No Go" basis when dealing with a

- continuum. The exception always proves the rule. A child:who, because

of an individual idiosyncrasy or because of a ‘transient or permanent-
physical. condltlon, may be particularly sensitive to Iron, may exhibit »
-gymptoms of toxicity at a much lower level than at 500 mg. However, there
are no documented cases which have come to our attention in this .respect.

K

4, AvailabilitzMQf Special Packaging to Accommodate
Dropper ‘Bottles

It would.appear that satisfactory quantities of Special Packaging
for dropper bottles, which are used in an undetermined percentage of Iron
Preparations does not presently exist.. This was one of the prime con-
siderations in the recommendations from the Bureaus of Biomedical ‘
Science and Economic Analysis that an effective date be set .for one
year’ after promulgation of the Standard.. b)) . In fact, two ‘pending
petitions ‘for exemption from compliance with the impending, effective
date for ‘the requirement of Special Packaging for Oral Prescription Drugs
~ raise the issue of the unavailability of Special Packaging incorporating a
dropper feature. Wampole Laboratories has requested an exemption for its
"Organidin' Solution while Wyeth Laboratories has requested -exemptions
for seven penicillin-type antibiotics, one of which, "Omnipen Pediatric
Drops", is also administered by dropper,




Prior to April 16, 1973 (the date of promulgation of the

Special Packaging Standard for Oral Prescription: Drugs), Sunbeam
Plastics Corporation submitted, to the Commission, a prototype child-
resistant closure;which incorporated a dropper assembly. The purpose.
of this submission was to establish the-technical feasibility of such
packaging.‘ The firm’ presumably has not put this intd production,
originally’ c1ting a lack of sufficient interest-from .potentidl users
" to warrant the expense of mold construction, any subsequently necessary

refinements and child protocol testlng. '

‘More recently (February 1974), Doherty Brothers. Company submitted
test data on their dropper unit, although the company estimates that it
will require one year before adequate supplies will be available for

industry use.

In April 1972, the FDA's Bureau.of Drugs (see chronology, Tab B)
opined that droppers could be packaged separately with -the stock or
reservoir bottle being supplied with. available Special Packaging. The
problem~of possible contamination of the product when in actual use
was not. addressed. Also not’addressed was the-practicability of physically

‘;'keeping the dropper: w1th the reservoir bottle for periodic use. .

However, the preamble to the proposed Standard’ does suggest that the
problem ‘may be handled” in this manner, failing the.-availability of
dropper assemblies which offer Special Packaging with built-in dropper
as a one-piece or multi—plece, combination unit.

o Otherwise, contactsfwithupecksgingﬁmanufacturers indicate that
. -except for dropper closures, Special Packaging is compatible ‘with the:
packaging presently being used for Iron Preparations.

- TECHNICAL ADVISORY COMMITTEE ON POISON PREVENTION PACKAGING

The proposed Standard was reviewed by the members of the TAC on PPP
during June 1971 and October 1973. - All members were in concurrence that
- the Standard was necessary and was properly written. One member, however,
: suggested'that the Standard should apply to "medical preparations only".

ALTERNATIVES

1. Accept and;publlsh the Proposed Standard as written:

-a., The Standard meets, or upon any necessary modification
thereof, (See l.c. below) can meet all the statutory tests required by
Section 3(a) of the PPP Act on the establishment, by regulation, of a
Standard: ’




(1) prior coﬁsultation with. (and incidentally,A
concurrence by) the Technical, Adyisory Committee on Poison Prevention
Packaging, : :

: (2) The degree and nature of the hazard to children
has been established and is such<that Special Packaging is required
. to protect children from serious personal 1n3ury or serious illness;

: (3) The Specxal Packaging to be. required by such
Standard is:. .

:5Techn1cally Feasible, in that technology exists: to produce such packaging‘
in conformance with the Standard.

Practicable, in that such packaging is susceptible of modern mass
production and assembly line techniques while production date indicate
a capability adequate to meet the needs of affected industries.

'Apprgpriate; in that such packaging is not detrimental to the integrity :
of the subject Iron Preparations and should not Anterfere with the S
storage and use of the affected products.

- b. In preparing this Standard the requirements of Section 3(b);
have been metvin that the following have been considered: ‘

(1) The‘regsonableness of the Standard’is established.
(2) »Available scientifie, medical:and engineering data.
‘concerning Special Packaging and childhood ingestions, illness, and
injury caused by Iron have been reviewed and justify the promulgation
of such a Standard-as this. :
-(3)7’Manufacturing'practices of the affected industry, -

(4) The nature and use of Iron preparations.

" C. Publish a modified version of the Standard ‘when the Final

- Order is- promulgated as a regulation.

(1) Nécessary because of the uncertainties described.

(2) Depending on the comments received by the Commission
following publication of the proposed Standard, there may be a need to
change some provisions in the Final Order on .the Standard. The Com-
mission may then have to publish qualificaticns.to some principles
enunciated in the Preamble to the Standard. Thus, for example, the
effective date may have to be extended to one year.




The suggestion that a preparation” administered by dropper be
enclosed in Special Packaging which does not, incorporate the dropper
" in a single unit but where the dropper is kept separately from.the
reservoir bottle may-have to: be dropped because of claims that the
product :may be contaminated in this way.-. There may be. a problem in
storing a dropper supplled separately from the. reservoir bottle.

Inasmuch as no Iron Preparatlons will be exempted under the

500 mg. per total package limiting level, and since data may be presented~i?:

in answer.to the request for such data concerning a level below which

serious illness will not occur in children, it may prove desirable to

remove this limit altogether and requlre that all Iron Preparations be
~ contained in Special Packaging.

2. Reject the Proposed Standard and do not publlsh it.

: a. The uncertalnty as to the proprlety of setting at 500 mg.
the total package quantity level of Iron above which Special Packaging
would be requlred and below which Special Packaging would not be,required.

b, The questlon as to the avallabllity, within six months of
publication of the Final Order promulgatlng the Standard, of Special
- Packaging to meet the needs-<of inudstry, particularly. as- regards the -
availability of Spec1al Packaglng needed for ‘products requlrlng delivery
by ‘dropper.«

RECOMMENDATION OF THE PRODUCT SAFETY OPERATIONS CENTER

The proposed Standard should be publlshed as wrltten, at the
-earliest possible time. It must be borne in mind, however, that
modifications may be necessary-before promulgation of the Standard

as a Final Order in the FEDWRAL REGISTER.







T%Il:, .I(:}ID ?&I\J}:}EQTTVI CONSUP" ﬁéobUCThsAFéTYfCOMﬂlssioN;i};35’7i

‘DATE:;Jaﬁuafy'zz;.I974'g;fifix,i""’

: TO’;f“Ed Finch, BC
THRU: Dr. Robert Hehir, BBSS y

- FROM: Georg Maisel, DBSPP );d ‘//r

- SUBJECTilproposed Regulatlon for: the Ch11d Re51stant Packaglng of Iron --,”:“
: ' f*Conta1n1ng Preparatlons : : . . :

© We have rev1ewed the proposal for child-resistant packaglng for 1ron
-,contalnlng preparatlons and have the f0110w1ng comments

‘ 1. We reallze that the effectlve date of six months after publlcatlon,;.:
 of ‘the final order is a proposal based-on the’hazard which iron. ‘
»contalnlng prenaratlons presents-to ‘children and is subJect to,_g~'

- change depending upon information obtained through ‘public comments
- and upon. capab111t1es of. packaglng manufacturers at ‘the:time the =
f1na1 ordéer is- publlshed e have, however, contacted pack-~uw f L

~ that ‘they would be able to supply a suff1c1ent numbeTr of unlts w1th-
- .in the six month perlod December, 1974 was’ used as. the p0551b1e
.ieffectlve date R A

The chiTd- re51stant packaglng requlred to supply packagers of 1ron_ Con
. preparatlons has been estimated at 400 m11110n un1ts annually Thls_,ﬁu
~ figure was arrived:at.through- consultation with BEA: <-While some - *.° .
manufacturers who specialize in:the’ productlon of only one type of;]ff -
. safety package —,1 e., threaded closures or’ snap caps .- indicated that S
- they would be able to devote part of their -existing-mold. capac1ty to- e
. supply packagers of iron preparatlons -and . felt ‘that a. six month " R
~ effective date was feasible if orders; were. received’ promptly after NP
- publication of the final order, the 1arger manufacturers who manu=-. -
'J-facture both prescrlptlon v1als and - threaded- closures 1nd1cated that f.'
‘a-minimum of nine.months to a year would be more:realistic. These '
“latter manufacturers, indicated that the volume of units required: " . °
_would necessitate. new toollng, a process whlch ‘requires. approx1mate1y
" six months -before equipment is on line to begln production of ..
- packaging; a sufficient number of units would' then have 'to be’ ui“ i
produced to satisfy initial demands of packagers ‘This would Tequire . e
two to three months. Time is also required to dlstrlbute ‘the flnlshed‘,"31
. packaging nationally. The .length of time necessary to .produce and’ R
.-distribute packaging is further- 1ncreased because packaglng manu-" Cﬂ-“*"'
* facturers are unwilling to bu11d new mold capac1ty until sufficient.
Qﬁorders have: been recelved to Justlfy the- expendlture for new tools




- 2. A nercentage of iron- contalnlng preparatlons are- packaged 1n_1‘
_dropper bottles. . Those manufacturers who have ‘prototype designs
for child-resistant dropper -bottles were" contacted and. 1nd1cated’p /
that subjecting the prototypes to the testlng protocol bulldlngfn"
production, macnlnery, and: produc1ng an-initial inventory. would .
Tequire a minimum of one year. - We Tealize'that, at the time of

the promulgation of the final order for prescription drugs the
adjudication was made that, ‘based on information supplied- to us.- ;
then by packaglng manufacturers,‘safety packaglng would be. develop—
ed for items in dropper bottles in time to meet the effectlve S

date of that regulatlon. Thls has not however, proven to be o
true.’; : S . :

3. We would llke to. delete the sentence on page 3 of the proposed »
' regulation stating that, "Iron containing preparations ‘are currently“
packaged 1n glass bottles with threaded neck. finishes, in vials with'
. snap or screw type elosures, and in bottles with glass or plastic™ -~
" plugs. Whlle the statement is true, iron prenaratlons could con- L
-celvably be packaged in other types of containers i.e.; bags or = -
‘cans. ' We would prefer a general statement: that 1ron—preparat10ns[,“
- can be packaged in ex1st1ng de51gns cf ch11d re51stant packag1ng.13f1:¢1;

Copy.of,Reg (attachedjzei-v
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'.”-Pre};rxiary 1;;197‘4’:{" -

i_Blll Nenza4 A L e
Valter HobuU:iF ﬁx/; Dlrect01,\BEA
.Ha&’”elsman, BLA ’

'Proposed Standard for Iron Preparatlons Under PPPA

'BEA is in complete agree en

gWe-would llke to empha51ze that our’ analy51s of the

industry also indicates. that this regulation should become
- effective one year after the flnal form of ‘the regulatlon

is publlshed,'

In order to help mlnlmlze changeover costs, work off

' ex1stlng inve ntory, and- generally ‘allow for an. orderly E
transition, a one year tlme perlod Lor compllance 1s.

recommended.

c: Georg Maisel, BBSPP ww. .

e

. lth Georg Malsel s, BBSPPf;Jfl
- memorandum of January-22; 1974. (Proposed. Regulation for the o
_‘Chlld RGSLStant Packaglng of Iron Contalnlng Preparatlons).~.
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FROM

SUBJECT:

it . COXSUMER PRODUCT SAFETY CCMMISSION

July 17, 1973

-Dale C. Miller

Through: Director, Burcau of Ccumpliance

:Albert F. Esch, M.D., Medical Dlrectoréingzg;

PPPA Proposal for Irom Salts

As requestcd the PPPA Proposal for Iron Salts has been reviewed
with reference to the hazardous childhood levels for these substances.

In commenting on an earlier version of the proposal, the Director,
Bureau of Drugs stated (December 7, 1972) - "the usually accepted iron
dose cepable of causing illness in a child is abecut 150 mg/kg. Providing
a margin of safety by lowvering this limit to 100 mg/kg. would place
the dangerous dose at about 1200 mg." From this it was concludéd that
", ..a reascnable limit would seem to be about 1 gram."

The Burcau of Foods subsequently, (March 14, 1973), indicated a
preference for an-upper limit per total package of 500 mg. 'to err on

‘the safer side.'" The rationale provided was that "The 1,000 mg. limit

does not leave much room for va*iability in body weight (such as the
18 1b. 12-month old crawler) of individual varlablllty in susceptibility
in toddle;s of the same size."

On May 14, 1973 the Eureaa ef Drugs indicated their concurrence
with the lower figure, concluding that "...establishing a conservative
upper limit of package content has merit due to the rather confusing
manner in which data is (i.e. are) presented in the literature concerning
the toxicity of iron."

There is no means by which we can arrive expeditiously at a more
precise determination of the harmful quantity of iron for a 25 lb.
two year old child other than the subjective judgments made by the
Bureau of Food and Drugs. I would endorse the lower figure (500 mg.)
since 1 favor the position that a reasonable "margin of safety' should
be incorperated into the Commission's medical decisions. The other ,
points outlined in the Asscciate Ccumissicner for Compliance memorandum
(“zy 18, 1973) appear to be a consensus of many comments elicited over

the past vear and should be acceptable for CPSC proposal.



i DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
LA AN DU IV

PU G HEALTI SERVICE
T ) ’ : FOOD A} DRUG ADMINISTRATION
e
€ - R . .
TO . Director - : ' DATE: 10V 3-0 1973

Office of Standards Coordination and Appraisal
Consumer Product Safety Commission ‘

FROM : Associate Comnissioner for Compliance, HFC-1
&ﬂgﬁcrzProposed'Régulation on Child Protection Packaging for Iron Preparations

1. The Food and Drug Admlnlstratlon has reviewed the draft of the
proposed child protection packaging standards for Iron preparations
and concurs in the publishing of thlS proposal with the follow1ng
recomnended changes.

(D The purpose of establishing a quantitative limit based
" on elemental iron content was to include not only
" . the various iron salts but also chelates and complexes
‘as well as nonionized forms of iron used in both drugs
and.dietary supplements, Therefore, we do not consider
it appropriate to refer to the use of elemental iron
in therapy or as a toxicant and recommend deletion of
“the “teiw gléwmentdl ‘on page 1, "lines 2, 4 and 6 of the
analysis section and revision of the standard (8 1700.14
(a)(11)) to read as follows

"(11) Iron preg@rations. Non-prescription drugs
which are in dosage forms for oral administration
in humans, and dietary supplements as defined in .
21 CFR 80.1, either of which provide 500 milligrams
or more of elemental iron per total package, shall
be packaged in accordance with the prov151ons of

§ 1700.15(a), (b) and (c)."

(2) For clarity, revise that portion of the sentence appearing
at line 10, page 4 of the analysis section to read "a
dose of one gram of iron could produce death in chlldren

~ younger."

(3) Due to the complex conditions associated with acute iron
poisoning and the lack of specific identification with
nervous systems, we recommend deletion of the terminology
“"affects the nervous system" appearing in the third
parazraph, line 3, paze 1 of -the analysis section in the
last paragraph, line 3, page 1 .of the document. '



(4) Tor clarity, revise the first scntence of the sccond
paragraph of the document to-read "Acute accidental
poisoning from iron began to occur with greater
frequency when iron became widely used as a therapeutic

. agent." o

N ‘ ‘ |
2. The above mentioned recommended changes have been made in the
attached draft copy of the Federal Register notice provided by CPSC.

”Sam_D. Fine

Enclosures
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. MEMO!” ANDUM CONSUME  PRODUCT SAFETY COMMISSION

DATE: January 25, 1974

TO : Dr. Albert ‘F. Esch, Office of the Medical Director

FROM:  pr. L. James Sharman, Director, Office of Standards Coordination & Appraisal
~N : .

SUBJECT: Special Packaging Standard for Iron Preparations.

Ceneral Counsel has requested that we be prepared to document
PSOC's recommendation that Special Packaging be required for all Iron
Preparations containing 500 mg. or more of elemental iron.

We have recommendations .from Drs. Done and Forbes of FDA to the
effect that 500 mg. total elemental iron per package is a reasonable
level allowing a sufficient margin of safety against toxicity. This
viéw is also supported by Dr. J. M. Arena who is quoted in a review
article by Dr. John J. Crothy of The National Clearinghouse for Poison -
Control Centers (FDA). This article, copy attached, is entitled
"Acute Iron Poisoning in Children" and appears in Clinical Toxicology,
4(4), pp. 615-619, December, 1971. On page 616, 3rd paragraph, Crothy
quotes Arena, in part,: "He. [meanlng Arena] further clarifies by noting
that the minimal lethal dose is much lower since fatalities have
occurred with as few as ten 5- graln tablets [2] (which would equal 650
mg. of elemental iron).”

However, the problem we would like to bring to your attention
is caused by a previous sentence in this same paragraph. The 3rd
sentence reads: ''Death has occurred from the ingestion of ferrous
sulfate in doses ranging from 40 to. 1600 mg./kg. body weight." This
translates out to 164.58 mg. of elemental iron (based on the fact
that Iron is 36.8% by weight of Ferrous Sulfate and that the average.
2 year old child WEIghS 25 lbs or 11.4 kg.).

40 X 36.8% = 40 X 0.368 = 14.7 ng. Fe
14.7 X 11.4 = 164.58 mg. Fe

There is no doubt that the range from 40 to 1600 mg./kg. is
quite large and that the 40 mg. value may represent an isolated,
extremely sensitive case.

We would appreciate your opinion as to the weight we should
place on this finding in view of the fact that PSOC's proposed level
of 500 mg. total Iron per package is approximately 3 times as great
as the lowest dosage reported to cause death. ‘

Attachment
cc: Office of General Counsel

Marilyn Brachen, Bureau of Blomedlcal Science
Edward Finch, Bureau of Compllance
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‘ SPecial Packaging Standard for Iren P:epmum o
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T The ettor eccm‘ced because we were uaing the pure pmducz. “Fa

. *:‘_;:*"304 ,’“uponwhieh to ‘base our’ ‘computations. - The U. 8. P., hcwmr, _

T specifies that the heptaby&rate of Ferrous Sulfate, f.e., Fa SO °* 7320,
" . shall Be used in mfacmiag Pexxous ﬁnlfata tablets. Thus, fron

'amounts to 20X by waight of the hydrated Ferrous Sulfate rather than

‘ ._the 36.82 useé 13 oux- original empa:ation m new calculations ares

ST :' - 8 X 11.‘ = 9102 (ﬁg. Fe)

: m: alsu 1ndi¢ates a change in the last paragraph of the snbjec:
sero in that the groposed level of 500 mg. total Irom per package is
approximately 5 times as great as ttm lovest dosage reparted to cause
death.
ce; Office of General Counsal
Dr. Marflyan Brackea, Burcau of Biomedical s:ieuee
Hr. BEdward F:lnch. Bureau of Coprpliance
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DATE:

T0

FROM:
SUBJECT:

MEMORANDUM " CONSUMER PRODUCT SAFETY COMMISSION

January 31, 1974

Dr. L. James Sharman, Director, Office of Standards Coordination & Appraisal

| . - |
Dr. Albert F. Esch, Office of the Medical Director (A~ Gl

Special Packaging Standard for Iron Preparations -

Since rece1v1ng your memorandum of January 25th relating to the
minimum lethal dose of ferrous sulfate, I have discussed the case
in point with Mr. Lou Verhulst of the National Clearinghouse for
Poison Control Centers, Dr. John Crotty of the same organizatlon
(and Author of the Article) and Mr. Georg Maisel of the Bureau of -
Biomedical Science.

It is my opinion that this particular literature citation does not
alter the previous conclusions reached by my Office, the Bureau of

‘Biomedical Science and the FDA in regard to a safe level for regula-

tory purposes. I therefore maintain my recommendation of July 17,
1973. | 8 ' »
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| l\'ﬁ-EMO}\ANDUM CONSUMER PRODUCT SAFETY COMMISSION

DATE: February 5, 1974

TO : Dr. L. James %harman, (0
FROM: Dr. Robert M. Hehlr, (BRS)N k

SUBJECT: Special Packaging Standards for Iron Preparations

We would like to make the following comments with respect to :
your memo of January 25, 1974, to Dr. Fsch regardlng the '
above subject.

We have reviewed the referenced article quoted hy Nr. Crotty,
from which the fatal level of ferrous sulfate in doses ranging
from 40-1600 mg/kg body weight was taken. Although this article

- contains numerous cases of reported deaths from ferrous sulfate,
it did not indicate the ages of the children involved, the amounts
ingested, nor the method of access to the product (overdosage,
therapeutic). Since this article did not give any source for the
cases cited, we are unable to Verlfy these data.

We would like to emnhasize, however, as these two articles point
out, there is much that is not well understood about iron, its
mechanlsm of a%sorptlon, and even its toxicity level. For instance,
ferrous sulfate exists in several stable forms, e.g., anhydrous
ferrous sulfate, ferrous sulfate monohydlate and ferrous sulfate
heptahydrate, whwch oxidizes in moist air to form ferric sulfate.
The heptahydrate is converted to the tetrahydrate at 56.6°C and to
the monochydrate at 65°C. Fach of these forms, depending on the
amount of hydration, have different solubility levels. There is a
"wide variance in the reported toxic levels for ferrous sulfage
(hydration unspecified), as Dr. Crotty reported.
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Toxic Level Elemental Tron Source '_ Age
Faquivalent, based
-on FeSO4LZﬂZQ_ 1/

40 mg ferrdué sulfate/kg g mg/kg . Unknown Unknown
1600 " r vf o 320 mg/kg Unkhown Unknown
o " " | 180 mg/kg . Hoppe 2 Yr. 01d
| - zoo 250 mg/kg?/ N Arena - 2 ¥Yr. 0ld

57 mg/kg 3/ . Arena 2 Yr. 01d

- 4444 mg/kg Proposed standard 2 Yr. 01d

The safety packaglng standard for iron was initiated on March 1, 1971,

by the then Bureau of Product Safety of the Food and Nrug Admlnlstratlon
and concurred in by the Bureau of Drugs. As previously noted, there is a
wide range of reported toxic levels. Consequently, there was much dis-
cussion between the Bureau of Product Safety, the Bureau of Foods, and

' the Bureau of Drugs of the Food and Drug Administration regarding the level
that ‘was set forth in this proposal. The Food and Drug Administration, the
Consumer Product Safety Commission, (0ffice of Medical Director and the
Bureau of Biomedical. Science), Wthh are staffed with expertise in medicine,
pharmacology, and toxicology, have reviewed all the available toxicity data,
and agreed that the proposed. dosage level (500 mg total elemental iron

per package) would provide an adequate margin of safety. -

There is a pressing need for this standard because of the reported fatalities
due to this substance. In view of the questionable practice of persons of
diverse non-technical background challenging the technical expertise of

the Food and Drug Administration, the Consumer Product Safety Commission
(Office of Medical DNirector and the Bureau of Riomedical Science), the
publication of this proposed regulation is being needlessly delayed.

The implication of this challenge is even more serious: future; as well
as presently drafted proposals of standards from the Food and Drug
Administration and the Bureau of Biomedical Science are based on the

. best technical knowledge and state of the art available. There may
always be suggestions of serious injury at levels below that recommended.

1/ TeSO,.7H,0 1s the form of ferrous sulfate most cormonly used in drugs
and food“supplements. These calculations are hased on a 25 pound
child (11. 410) ,

2/ Average human lethal Hose

3/ LDLWal 1eual dose
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However, until a level is set, no protection is the rule. Ve recognize
the shortcomings of -this method and are willing to adjust such_levels
as further data is developed. - If standards are set at the leve} of an
isolated report, it may be impossible to support them should this be
challenged. Once the data has been fully evaluated by the me@lgal-
biomedical staff and agreement reached on critical levels, this data
should be submitted to the Commissioners as presented. If non—Fechnlcal
Bureaus wish to present additional substantiated data recommending
different levels, then it should be added on as an addendum.

The Office of the Medical Director coricurs with these views of the
Bureau of Biomedical Science. : '
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