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T O 
Commissioners DATE: December 20, 1974 

FROM 

SUBJECT : 

Sheldon D. Btft ts , A s s i s t a n t Sec re t a ry THRU: Sady^Tl. Dunn 
S e c r e t a r y 

Vote Sheet: Proposed PPPA Standard for Iron Preparations 

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 
as soon as possible. 

Please indicate below your vote on the draft notice and 
suggested changes. 

APPROVE FR NOTICE 
AS DRAFTED (SIGNATURE) (DATE) 

APPROVE FR NOTICE 
WITH CHANGES NOTED (SIGNATURE) (DATE) 

DISAPPROVE FR NOTICE 
(SIGNATURE) (DATE) 

ABSTAIN 
(SIGNATURE) (DATE) 

COMMENTS; 
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Commissioners DATE: December 20, 1974 

Sheldon D. Birtts, Assistant Secretary THRU: Sadye^"E. Dunn 
Secretary 

Vote Sheet: Proposed PPPA Standard for Iron Preparations 

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 
as soon as possible. 

Please indicate below your vote on the draft notice and 
suggested changes. 

APPROVE FR NOTICE 
AS DRAFTED 
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WITH CHANGES NOTED 

DISAPPROVE FR NOTICE 

(SIGNATURE) 

(SIGNATURE) 

(SIGNATURE) 

(DATE) 

(DATE) 

(DATE) 
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COMMENTS 
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UNITED STATES GOVERNMENT 

Memorandum 
U.S. C O N S U M E R P R O D U C T 

S A F E T Y C O M M I S S I O N 
W A S H I N G T O N . D.C. 2 0 2 0 7 

T O 

P R O M 

SUBJECT: 

Commissioners ^̂ •̂ s' December 20, 1974 

d? . p . .a^ 
Sheldon D. Bu*tts, Assistant Secretary THRU: Sadyc^'E. Dunn 

Secretary 
Vote Sheet: Proposed PPPA Standard for Iron Preparations 

Attached are a draft Federal Register Notice proposing PPPA 
requirements for iron preparal:ions and memoranda from OGC 
and PSOC containing recommendations on the proposal. Both 
OGC and PSOC have suggested revisions in the document; 
hov;ever, both agree that the proposal should be published 
as soon as possible. 

Please indicate below your vote on the draft notice and 
suggested changes. 

APPROVE FR NOTICE 
AS DRAFTED 

APPROVE FR NOTICE 
WITH CHANGES NOTED 

(SIGNATURE) 

^;^^X|:^#:^Es^^=^:=;==== 
ATURE). 

(DATE) 

/ - / .3 -'f '̂ 
(DATE) 

DISAPPROVE FR NOTICE 
(SIGNATURE! (DATE) 

ABSTAIN 
(SIGNATURE) (DATE) 

C0>3MENTS: 
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T O 

FROM 

SUBJECT: 

Commissioners D̂ "̂ -̂ December 20, 197 4 

Sheldon D. Butts, Assistant Secretary THRU: Sadye'~E, Dunn 
Secretary 

Vote Sheet: Proposed PPPA Standard for Iron Preparations 

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 
as soon as possible. 

Please indicate below your vote on the draft notice and 
suggested changes. 

APPROVE FR NOTICE 
AS DRAFTED 

APPROVE FR NOTICE 
WITH CHANGES NOTED 

(SIGNATURE) 

' ^ ^ ^ ^ . . . 
(SIGNATURE) 

(DATE) 

/(DM ^ (DATE) 

DISAPPROVE FR NOTICE 
(SIGNATURE) (DATE) 

ABSTAIN 
(SIGNATURE) (DATE) 

COMMENTS 
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T O 

FROM 

SUBJECT: 

Commissioners DA'̂ E: December 20, 197 4 

Sheldon D. Birtts, Assistant Secretary THRU: SadyffT;. Dunn 
Secretary 

Vote Sheet: Proposed PPPA Standard for Iron Preparations 

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 
as soon as possible. 

Please indicate below your vote on the draft notice and 
suggested changes. 

APPROVE FR NOTICE 
AS DRAFTED 

APPROVE FR NOTICE 
WITH CHANGES NOTED i c ^ 

(SIGNATURE) 

QM if^ GNATURE) 

(DATE) 

(DATE) 
5=" 

DISAPPROVE FR NOTICE 
(SIGNATURE) (DATE) 

ABSTAIN 
(SIGNATURE) (DATE) 

COMMENTS 

OEC^S^Q^^ 
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SUBJECT: 

Commissioners DATE: December 20 , 197 4 

Q . 

She ldon D. B i r t t s , A s s i s t a n t S e c r e t a r y THRU: Sadye^'E. Dunn 
S e c r e t a r y 

Vote Sheet: Proposed PPPA Standard for Iron Preparations 

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 
as soon as possible. 

Please indicate below your vote on the draft notice and 
suggested changes. 

APPROVE FR NOTICE 
AS DRAFTED 

APPROVE FR NOTICE 
WITH CHANGES NOTED 

DISAPPROVE FR NOTICE 

(SIGNATURE) 

(SIGNATURE) 

(SIGNATURE) 

(DATE) 

(DATE) 

(DATE) 
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(SIGNATURE; (DATE) 

COMMENTS; 
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U.S. CONSUMER PRODUCT 
SAFETY COMMISSION 

W A S H I N G T O N . D.C. 2 0 2 0 7 

T O 

Thru 
F R O M 

D A T E : DtC 1 8 1374 : Michael Brown, 0(j| 
At tn : Steve Lei 
L. J . Sharnianj/^l,f£4, OSCA, A. ISlmq^ff, Deputy EX, and F. B a r r e t t , 

: Bernard S c h a r ^ ^ ^ c h n i c a l Analys is D iv i s i on , OSCA m .̂ 
SUBJECT: Lemberg/Dunn Memo of^2-2-74: "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), addition: , or correction . 
They are satisfied with the proposed changes. 

Bureau of Economic Analysis; 

BEA has no objectionQ 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. 

OU.S. GOVERNMENT PRINTING OFFICE: 1974 733-533/3604 1-3 
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Bureau of Biomedical Science: 

BBS is concerned about establishing the technical feasibility, 
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. (Phyisiclans' Desk Reference, Pharmiridex and Facts atid 
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 animal 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. 

Bureau of Compliance; 

BCM notes that the changes would make the proposed standard apply: 

• to veterinary and human drugs 

• to both prescription and non-prescription drugs 

• to all dosage forms except 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." 

Attachments (4) 

cc: 
OS: Attn: S. Dunn 
OEX; Attn: E. Besson 
BEA 
OMD 
BBS 
BCM 

Signer/Preparer:BScharf/dml 
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Bernie Scharf, SCAT 

Walter R. Hobby, D i t i ^ ' ^ i " / 
Judith M. Pitcher, Economist, BEA 

DATE:December 1 0 , 1974 

^ 

SUBJECT: G.C. Changos 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 knov/ledge, 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. 

m^Eî Tu 

OBCZOim 
^•^^y 

•U.S. GOVERNMENT PRINTING OFFICE; 1974 733-5J3 / J604 1-3 



UNITED STATES GOVERNMENT 
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U.S. CONSUMER P R O D U C T 

S A F E T Y C O M M I S S I O N 
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TO : 

THRU : 

FROM : 

-BL/BJECT : 

Mr. Bernard Scharf, TAD, OSCA „.-rp. r> i, r ^ e n A 
' ' DATE. December 6, 1974 

Albert F. Esch, M.D., Director<r.;-̂ ID a'-•-/" •^-'--/i— 
Leo T. Duffy, M.D., OMD ^ ' o - <i-<i-<_^^ 

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 Register Notice on the subject, this 
Office reviev/ed 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 
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DATE: 

TO 

FROM: 

SUBJECT: 

MEMORANDUM 

DEC 1 1 1 3 7 4 

CONSUMER^PRODUCT SAFETY COMMISSION 

Office of Sft'indards Coordination and Appraisal ..; ••• \ 

Throughv^^i-'S C. Mille^, Director, Division of...Inspection, and..Enforcement 

Robert G. Poth, "^^^'^'^/C{^r/?<XC ' 

OGC's Decaiiber 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 bpth 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 vjritten. 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 follov/s: 
(1) human experience data available from such sources as the National 
Clearinghouse for Poison Control Centers failed to support a finding that 
special paclcaging 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. Sijnilarly, 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 v/ritten to exclude animal drugs, non-oral dosage forms, and prescrip­
tion drugs. IJhxle the Bureau of Compliance obviously disagrees with the 
suggested revisions of the Office of General Counsel, v;e 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. 



Dr.. L. Jecxis Sliarrraii, SCA • • | C<:c<2ii>Gr 10, 1974 

1^;:^ ' Dr. :-obBrt M. I ld i i r , B33 ' 
Coorg S. Ma3.cel, FaSPP 

Froi»33-.l PPPA Stcc-tdard for Iron Froparations 

FjeKjarcll-xj -I-̂ iG c'rutrjes suggascorl by O:^ (n>3̂ .-orcViia\.-.n of D;-3Cs;'?:a: 2, 1974) 
BriS lias no problt^rs witli tl-vs diancjes suggasfexl. v:̂?> vx:>iild, lia^Wir, l i!;e 
t o adlrG3S pDint3 cno (1) fear (4) snd f ive (.S), 

ife ha%^ X̂) c^jJGc-tior.s t o e:<pDJvlii*<j tha coverage of tliir. rccriilat-ion pr<>-
vic1i!>:'l tlTat lade of sudi si^7porti.ve data •6J:>:>3 no t affsrrh tria valj.c'ilr/ of 
tJ-iD propf>sal. 

Po.lr.t 1; 

?)fter a S-yeror delay/ i t i s v i t a l t h a t tlii.s .'starxlard >je pjilrliciifrvxl 
scorK?st. Since tbo e f fec t of the sugges-ted changes i n ]x»iivt3 2 ard 5 
v.dll iiicli)do prcnarationH i!'5tGt>rlcd for otJiar tlian oraJ. ac5:i:ri.Gtrc?.ticn, 
\,>3 r.ay not ho aide t o support -fclic t ed in i ca l f.33.cibility, practicc>biliirj:'/ 
and appmpr ia tmess of cudi proposed packagir^g in every case . 

?-v.)Lnt 4: 

l t d propose?, chp^tga ii\ tijo dofijiitdon o£ r i e t a r y .9upplcH-.̂ 3i]>t3 ai>pe-ira t o 
crrlt tlit">se usoxl for animals. I s ti'iin intfl.nded? 

Gince OGC sixrgest-s t l iat spec ia l prtd'iigixig rogi.ilatior^ for i ron p ra -
j-^xrations cover anirp.a]. as wel l as hurran fl-aigs, the follc.v-iiKj vorcllng i s 
T&ocKxrcTvled for (nev.O p -̂aragraiVli 1700.1(a)(3) . 

Dietary f^^^^plcEient' neans any vitai-^Jbi anc/or 
r i r i e ra l preparat ion offered in tal~)let, capsule , 
v-af'.:a: o r o the r sirpllar u-.-dfo£Th i r d t form; in 
pry.T-Jcr, giranular, flrJ-^e, o r l iqu id fom; or in 
tJie pl-.ysical f om of a cxsnvontj.cnal fco.^ l:.iit 
vliich i s not a coir.'C.ntijar.al fooil.T and v/l-dch 
purports tjo b3 o r i s rei>r':;3cr-t:;x'i for r>p3ciaj. 
r l iotrry vse t o sir:i;:il;3r:x,:i-'jt tlv2 d i e t )jy i_ncraas-
ir.cj tha tnt'Xl t i c t a r y inta?:':; of one o r r.xjra 
of the ccs-r-TitlxL vlt,ir-iinr, a::id/or n i n e r a l s . 
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Polnh 5; 

?>s you knCT.7, v,vi hava prc=-pare!l a profo.?.al covering vt;t3rin'.iry proocrJ.p-'don 
drug.^. Giin'x: th<5 cl':ango.3 r.̂ .'intioTV3d ajXTve \7il l r^.-^iilt i n Cvjri-aiji ar^.ir.oJ 
dnign IxsLig inclu/iiocl ur.-.'ler tii3 ivcjr. prer-v^rntionr; prcrooati], car t rdn 
products v.'ill bo cxjvsr.'xl l>y hotli rc<j^.ilati.oni?. IIKJ foreaoijig i s for yo-..Tr 
Ijifon-aticn. 

\-le r u s t note t h a t the TGchrLic?J. Mvi.-^oiry Ccr:"^itt.f^a ha.T JX)t Ix^iri a^n-
snltec?4 regaj:;1i;xj thi?3 o::par!d2'il co'.fSirarj-a. Frc;h oonsu.lt-rit.icri a t thi.'i 
tlrrG, \ ^u ld firrt]ie.r delay pror-rolgation of t M s r^tanorirtl. 

cc. y ' 
C. Ca.sper (Attn: B, Scharf) ' ^ 

SCA F i l e 
Reading F i l e 
Cen-aral F i l e 
Subject F i l e 
BKTPP/IX^villiaT-s: ryrh 
RevisDd by: GSI-Iaisel 
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UNITED STATES 

Memorand 
• gov^^if t^Tfy •• 

S U B J E C T : 

DUCT 

O O W S ^ O H H ^ " ' ' 
Sadye E. Dunn, Secretary 

• J^a CpiNSUMER PRODUCT 
' SAFETY COMMISSION 

WAShi lMGTON, D.C. 2 0 2 0 7 

SAFET'f ^ ^ S A T E : DEC 2 1974 

="̂  • D. S. Lemberg, Office of the GeneraLCounsel H^^/^ 
ÎU : Michael A. Brown, General Counsel Ullx '"•'v.̂  

Proposed PPPA Standard for Iron Preparations 

AttactaJis 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. 

'HJ.S. GOVERNMENT PRINTING OFFICE: 1974 733-533/3604 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 
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 provisions 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 simplify 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 



CONSUl'IER PRODUCT SAFiCTY C014MISSI0N 

[16 CFR Part 1700] 

Certain Preparations Containing Iron 

Proposed Child-Resistant Packaging Standards 

The purpose of this document is to propose child-resistant pack-

•-'aging £3tandards for certain preparations containing iron. The acci-

' dental ingestion of such preparations has been a significant cause of 

hospitalizations and fatalities of children younger than 5 years of 

Background. Acute accidental poisoning from iron began to 

• occur with greater frequency x<rhen iron became wi.dely used as a 

therapuetic agent for the treatment of anemia in 1947. Since that 

time, a significant number of iron poisonings in children younger 

than 5 years of age has occurred. 

Acute iron poisoning produces a corrosion of the gastrointes­

tinal tract (primarily the stomach and the ilium). Death maj? occur 

from shock within 4 to 6 hours or from cardiovascular collapse with­

in 1 to 3 days. 

Data from the National Clearinghouse for Poison Control Centers 

on accidental ingestions of iron preparations of children under 5 years 

of age for the period 1969-1973 show 543 hospitalizations. Data from 

the death certificates for 1969-1572 show 31 deaths of children young­

er than 5 years of age from the accidental ingestion of these products. 

These data do not specify the exact amounts Ingested by the children^ 

.̂ or does the medical literature in the field recognize any precise 
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lethal or toxic dose. Evidence does establibh, however, that a 

3-gran dose of ferrous sulfate (the most common iron salt) is fa­

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

estimated that a dose of one gram of iron could produce death in a 

chl.id younger than 5 years, of age. This figure, however, does''not 

leave room for variability in body weight̂ :(-««̂ h-as—the—l-8-=p-ound, .•;'-:?€' 

12̂ anon.th-04d-erawl'ing-lnf-antr)'~br for variable susceptibility in .•if--. 
' • C I > A J L ( * A ; ^ W V • ; • ' . • - • ' • • • • • • . . • • • : . : ' - ^ ' , ' : • ' ^ ' • ' >:• • ' ' • : -

toddlers-of the same size. • ' :•>••>•, ';:- ;:;" :';; '"••••• ; •.̂' ' f̂ V 

Conclusion and proposal. Therefore, considering the available 

data on injuries and the lack of concrete data on hazardous levels 

of iron, and after consultation, pursuant to section 3, with the '" 

Technical Advisory Committee established in accordance with section 

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 1700.1(a)(3) below, and any dietary supplement, as de­

fined in proposed 16 CFR 1700.1(a)(4) below^ that contains an equivalent 

of 500 milligrams or inore of elemental iron per package shall require 

special packaging. This level provides a reasonable and necessary mar­

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

illness. Since the Commission recognizes that neither the true toxic 

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

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



DRAFT 
-3-

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 age would not occur. 

:.' - On the basis of preliminary contact with a number of packaging 

manufacturers, and pursuant to section 3(a)(2) of the.act, the Com- . 

, mission finds that the special packaging proposed herein is: /, 

-1. Technically feasible because technology exists to produce 

special 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 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 not require the use of a cap with dropper unit affixed 

that both comply xv̂ith these requirements. It would be appropriate to 

utilize one of the available child-resistant closures that complies vjith 

these requirements and to market the product x<7ith a separate dropper 

unit. 

The Commission recognizes that the packaging manufacturers' ability 

to supply closures prior to the effective date of special packaging 

standards is partially dependent upon the speed with which packagers 



DRAFT 

of substances subject to the standards place orders for packaging. Gi­

ven the number of hospitalizations and fatalities that have occurred as 

aj.result of the accidental ingestion of iron-containing preparations by 

children under 5 years of age, the Commission suggests that packagers 

of,iron preparations subject to these proposed requirements begin immed­

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

danger posed 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. 

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 Commission proposes that 16 CFR Part 

1700 be amended: 

1. By adding new subparagraphs (3) and (4) to i 1700.1(a), as 

follows: ,;. 

§ 1700.1 Definitions. 

, .(a) * . . A , A ft 

* * * . , . . * . . • . . 

: - (3) "Non-prescription drug" means any drug for human use that 

is in a dosage form intended for oral administration and that is not 

required by Federal law to be dispensed by or upon prescription of a 

practitioner licensed by law to administer such drug. 
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(4) "Dietary Supplement" means any vitamin and/or mineral pre­

paration offered in tablet, capsule, wafer or ether slraildr uniform 

unit form; in powder, granular, flake, or liquid form; or in the phys­

ical form of a conventional food but which is not a conventional food; 

and which purports to be or is represented for special dietary use by 

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

one priiiore of the essential vitamins and/or minerals. 

2. By adding a new subparagraph (12) to I 1700.14(a), as fol­

lov/s (although unchanged, the introductory text of § 1700.14(a) is 

included below for context): 

§ 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 such that special 

packaging is required to protect children from serious personal in­

jury or serious illness resulting from handling, using, or ingesting 

such substances, and that the special packaging herein required is 

technically feasible, practicable, and appropriate for these substan-

. ces;' :.. ". ....-.-..,., ..,. . . . 
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(12) Iron preparations. Nonprescription drugs, as defined in 

§ 1700.1(a) (3)5 i>-r-dietary supplements, as defined in § 1700.1(a)(4), 

that provide an equivalent of 500 milligrams or more of elemental 

•iron per toi:al package, shall be packaged in accordance with the pro-
' '. ' . . ' , . ' - • - • • • . • - • ' i - •. • - • rt • 

visions, of § 1700.15(a), (b), and (c). :.. ; . ' 

Interested persons are Invited to submit, on or before 

(insert date that is 60 days after publication hereof in 

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 or brief in support thereof. Received com.ments may be 

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

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

Dated: 

SADYE E. DUNN, 
Secretary, Consumer Product 
Safety Commission. 



UNITED STATES GOVERNMENT 

Memoranclum 
U.S. C O N S U M E R PRODUCT 

S A F E T Y C O M M I S S I O N 

^A/ASHINGTON. D.C. 2 0 2 0 7 

TO 

THRU 
FROM 

Bernie Scharf, SCAT 

Walter R. Hobby, Dif̂ v̂ cj-'-̂  ocn .̂̂ —v,-.-, y*0 
Judith M. Pitcher, Economist, BEA<C2:G'X^^^ 

DATE: Dec ember -̂ Q ̂  ^ ^ - j ^ 

SUBJECT: 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. 

RhCEin^ 

.U.S. GOVERNMENT PRINTING Off ICE: 1974 733-533/J604 1-3 



UNITED STATES GOVERNMENT 

Memorandunn 
U.S. CONSUMER F-'-RODUCT 

S A F E T Y C O M M ! S S ! O N 
V^ASHINGTON, D.C. 2 0 2 0 7 

TO 

THRU 

F R O M 

Mr. Beniard Scharf , TAD, CGCA 

A l b e r t F . E s c h , M . D . , D i r e c t o r 

L e o T . D u f f y , M . D . , OMD ^ ' O 

DATE: D e c e m b e r 6 , 1974 

'MD C / V c:'>-^fL,-

SUBJECT: 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 Register 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 

BeCclVtD 

DCC 91974 

/ ^ . . c . ^ 
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DATE: 

TO 

FROM: 

SUBJECT: 

MRA/fORANDUiM 

Dec 111374 

CONSUMER/PRODUCT SAFETY COMMISSION 

.vc^ 
^ . 

Office of S,t':yidards Coordination and Appraisal 
ThroughV'^^MJ^'^ C. Mille^, Director, Division of.^Inspection. and..Enforcement 
Robert G. ^th, B C M I / Q ^ y ^ ^ > . ' 

OGC's December 2, 1974 Memo Outlining Revisions of the Proposed PPPA 
Standard for Iroî  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 v;ell 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 pov.̂ ders, 
ointments, salve, suppository, etc. 

The Bureau of Compliance had originally approved of the proposed standard 
as v/ritten. 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 follov;s: 
(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. Sijnilarly, 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. VJhile 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 1959 through 1973 while data from death certificates for the period 
1969 through 1972 shov/ 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. 



LI ; rvr, J^olxart H. Irlchir, T33 ' . 
Goorg .'̂ . }'ai.ncl, EDSPP 

Fro;X)3ei-3 H'PA 6t£\rtclard for Iron Preparat ions 

r^.-gaKl'jyj 1:::iG ch^'nrjes surgescGcI by or5C: (ifsĤ iD-raJTdi.-im of J>3Co::l?2r 2 , 197'!) 
BBS hsB TiO probltsrs with tlv^ di^vrvjes siKjrfasfexl. l^i \-x:«ild, ]-K:»;A2yitr, IiJ:e 
bo e&xvess points one (1) four ('') end f ive (5) . 

*X-5 hrAts :x> dojecrtiaxs bo er-rxuv'liixj th-3 coverage of tliir. rccjnlat.ion pra-
VICIKI t h a t lac'c of sudi sv^^xiridve data d>23 iiot afferrc tbD vali-diir/ of 
tl-e provc^sol. 

Pol?vc 1 ; 

?,fter a 3-yeDX ds-Liy, i t ia"vit<il t h a t thi.s s^>ar*jrard JJQ p.iblic.lr.?d 
soonest. Since t!i3 e f fec t of t}"ie Guggasbsd chcjnges i n ]x>ijit3 2 a.rd 5 
v.'iH iJiclirle preparat ions ijitefdcd for otJioar tlisn oraJ. aJ;:>iJ^i,str3.tdor?., 
\ja r.'ay not bo alO.e to support tlvi tfidinical f e a s i b i l i t y , p r a c t i c a b i l i t y , 
and appropriat.enoss of £juch propos-ad pac:-:agin<;.j i n evejry oasa. 

Point 4: 

'i'--o proiXisa"- chrtn^jo tn tljo dofij-iitlon of P ic ta ry .̂ î pplci-.̂ -̂iits ai>2.>e-ira t o 
crrdt tiii>r>Q used for ani-rals, ISJ ild.3 intjonrled? 

CLica OGC sixjgeste t l iat cpe-cial padl-iiging rr,<r.iIations for i ron p r e -
r c r a t i ons cover anirnal as wel l as h-jcraii fl)ar;3, the follcsv-iiig \%r>r:l-ing i s 
rĉ cxTi r>::ndGd for (nev) pivrag::c!ph 1700.1(a)(3) . 

'Dietciry &j.pplcfr)3nt'' nean.'S arr/ vita:~\ln ar.c/or 
r ane ra l preparat ion offered In tal-ilet, CcOsixLo, 
v.'aCor or ot}v3r sir .ular vtiiform i n i t forn; i n 
f/T./:Tcx, fpranalar, flaJu?, o r Liquid fom; o r in 
t}-se i..>I-.y3ical font of a Gon\'v:nti.cnal fco-l V'lt 
x'.xich i s not a coiivrtntior-'il firofl,; anf'. xv̂ rdch 
l.>ur["x?rts t o b:; o.r i s reorrissr! bxl for .•^pr^cial 
o io t r ry .use t o svrp-;'lcr^:i.nt tiie c'liot )jy i! \creas-
incj iî j3. tobxl c i c t a r y inc.^J:':; of ono o r r.ora 
of tho e s s e n t i a l 'vdtaninr; a r j / o r rdne.rals . 
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.A.«3 you 3ax?./, VA:; ha'/a proc-arer.! a pror-o.5.al cx^vering vtit^-rLn-tLri/ pro-^icrip'-lan 
drug-i. Since th<2 dvancje.3 r.^raitioned aJxTve ;d. l l r3."i-ilt i n corl--al::i ar!.iT\-il 
dnign I>2irig inclu.lod ur;ier tsx-̂  iroii prej.iarr.tio-i-ir! prcrooaal, c?.r':.?jln 
IpGEXxhJcts v.'ill ha ccf-'erc-d l-r/ to t l i rc<jT.ilatlon3. Txya forerph^jg ±3 for :;/(-"'Vtr 
infonvahicn., 

Vfe r'ia~b note t h a t the Technical Ar;visory CJcrrdtti^e hnr? r-^t l>3"in can-
sui ted regarilii-cg thi;5 cucpan'ifed ccr.nrjrag-s. Ftich conisaltaticn a t tliin 
tirrG, \«u ld furtjier clolay pronrolgation of tJi ls ptan;]ar!l. 

cc. 
C. Ca.sper (Attn: B. Sc^i^rf) ^ 

SCA F i l e 
Pleading F i l e 
Central F i l e 
Su}:'ject F i l e 
EBSFP/CC:Jilliar.-^31 rrrh 
Kevisod by: GS-laisel 

y 
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nEGlf iVED 

• _ • • . ' - y ' • ; ' ' ' . . ' : : - Z :..-; .pf^PETf ocyHHisi ioN,:•. . . ' . •-
Steve Lenibeirg, Office of the General Counsel 

THED : L.J. Shaman, Director, OSCA and Frederick Barrett, Execrstivc Director 

Bernard Scharf, Technical Analjrsls Division, OSCA ' 

Proposed PPPA Standard For Iron Preparations 

In accordance ̂ t h your request for the addition of definitions 
of terms and the need for editing into "FEDERAL REGISTER style", I am ' 
sending yon the attached, edited version of the subject regulation. 

Sign-off sheets from the Office of the Medical Director and the 
Bureaus of Economic Analysis, Biomedical Science and Compliance are 
attached. 

Please arrange for the necessary action by the CdBsiissioners 
and the subsequent publication in the FEDERAL REGISTER at the earl­
iest possible time. 

Attachments (2) 

Distribution: 

OEX: A. Dimcoff, M. Doxle 

OMD: A. Esch 
BBS: R. Eehir 
BEA: ^. Hobby 
BCM: E. Finch y 

. OS: S. Dunn '^ 



CONSUMER PRODUCT SAl-ETY CO^MISSION 

[16 CFR Part 1700] 

Certain Preparations Containing Iron 

Proposed Child-Resistant Packaging Standards ' ' > 

The purpone of this document is to propose child-resistant pack-

aging standards, for certain preparations containing iron. The acci­

dental ingestion of such preparations has been a significant cause of 

hospitalizations and fatalities of children younger than 5 years of 

. a g e . - • • ; " • • ; : ; : :..:. • > ; : - , N ' - , ' • . • • . , . ; ; / ; , r - , ' . ; - . : • , / " . . • ; . : • • , •• \ 

* : Background, Acute accidental poisoning from iron began to 

occur with greater frequency when iron became widely used as a 

therapuetic agent for the treatment of anemia in 1947. Since that 

time, a- significant number of iron poisonings In children younger 

than 5 years of age has occurred. 

Acute iron poisoning produces a corrosion of the gastrointes™ 

tinal tract (primarily the stomach and the ilium). Death may occur 

from shock within 4 to 6 hours or from cardiovascular collapse with­

in 1 to 3 days. . . ' 

Data froTii the National Clearinghouse for Poison Control Centers 

on accidental ingestions of iron preparations of children under 5 years 

•'of age for the period 1969-1973 show 543 hospitalizations. Data from 

the death certificates for 1969~1972 shoxi? 31 deaths of children young­

er than 5 years of age from the accidental ingestion of these products. 

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

Nor does the medical literature in the field recognize any precise 
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lethal or toxic dose. Evidence does estabJish, hov;evcr, that a 

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

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

estimated that a dose of one gram of iron could produce death in a 

child younger than 5 years of age. This figure, however, does 'not 

Heave room for variability in body weight (such as the 18-pound, 

12-month old crawling infant) or for variable susceptibility in 

toddlers of the same size. • r "̂*;.,-; V - ' ' : ̂  i ' 

Conclusion and proposal. Therefore, considering the available 

data on injuries and the lack of concrete data on hazardous levels 

of iron, and after consultation, pursuant to section 3, with the ;'. 

Technical Advisory Committee established in accordance with section 

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 1700.1(a)(3) below, and any dietary supplement, as de­

fined in proposed 16 CFR 1700.1(a)(4) below, that contains an equivalent 

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

special packaging. This level provides a reasonable and necessary mar­

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

illness. Since the Commission recognizes that neither the true toxic 

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

younger than 5 years of age. Interested persons are invited to submit 



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 age vjould not occur. 

'-On'.the basis of preliminary contact with a number of packaging 

manufacturers, and pursuant to section 3(a)(2) of the act, the Com­

mission finds that the special packaging proposed herein is: 

1. Technically feasible because technology exists to produce 

special 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 integrity of the substance and will not interfere vjith 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 

that both comply with these requirements. It would be appropriate to 

utilize one of the available child-resistant closures that complies with 

these requirements and to market the product with a separate dropper 

unit. 

The Commission recognizes that the packaging manufacturers' ability 

to supply closures prior to the effective date of special packaging 

standards is partially dependent upon the speed with which packagers 
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of substances subject to the standards place orders for packaging. Gi­

ven the number of hospitalizations and fatalities that have occurred as 

a result of the accidental ingestion of iron-containing preparations by 

children under 5 years of age, the Commission suggests that packagers 

of,iron preparations subject to these proposed requirements begin immed­

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

danger posed 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. 

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 Commission proposes that 16 CFR Part 

1700 be amended: 

1. By adding new subparagraphs (3) and (4) to § 1700.1(a), as 

follows: ,. 

§ 1700.1 Definitions. 

(a) * * . . . * A \ 

* * ft ft 

(3) "Non-prescription drug" means any drug for human use that 

is in a dosage form intended for oral administration and that is not 

required by Federal law to be dispensed by or upon prescription of a 

practitioner licensed by law to administer such drug. 
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;• • . .'. (4) "Dietary Supplement" means any vitamin and/or mineral pre-' 

paration offered in tablet, capsule, wafer or other similar uniform 

unit form; in powder, granular, flake, or liquid form; or in the phys­

ical form of a conventional food but which is not a conventional food; 

and which purports to be or is represented for special dietary use by 

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

one or more of the essential vitamins and/or minerals. : . -

2. By adding a nev7 subparagraph (12) to I 1700.14(a), as fol­

lows (although unchanged, the introductory text of § 1700.14(a) is 

included below for context): • • - • 

§ 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 such that special 

packaging is required to protect children from serious personal in­

jury or serious illness resulting from handling, using, or ingesting 

such substances, and that the special packaging herein required is 

technically feasible, practicable, and appropriate for these substan­

c e s : '-,',••• ^ ' " / ' - c • , • "' ' '•'! 

•• ft ; • , • * . ' • - • • ft. • • - • - ft • . ' • • . • ' • X _ : * • • • ! . . - • - . _ • • :-• • ft.,.« . --.-... •••• • .-



(12) Iron preparations. Nonprescription drugs, as defined in 

§ 1700.1(a)(3), or dietary supplements, as defined in § 1700.1(a)(4), 

that provide an equivalent of 500 milligrams or more of elemental 

iron per tota.l package, shall be packaged in accordance with the pro-

visions of I 1700.15(a), (b), and (c). 

i . ; Interested persons are invited to submit, on or before ' • 

_̂ (insert date that is 60 days after publication hereof in 

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 or brief in support thereof. Received comments may be 

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

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

Dated: 

SADYE E. DUNN, 
Secretary, Coiisumer Product 
Safety Commission. 
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TBOM 

L. -JameS' Sharrftan, >SCA 
ptioiO dViUckica-siihr, TAD 

DATE : 
August.16, 1974 

.̂';'̂'̂̂ '̂"̂.' P̂ roposed Child-Resistant Packaging Standards for Iron 
, • Containing Preparations . ': , . ' 

We have reviewed and approved the above-mentioned 
material subject to the incorporation of the follov;ing 
coiimients: 

. 1, p.l—Data from the National Clearinghouse for Poison 
Control Center for the period 1969-1973 shoxv 
543 hospitalizations among children under 5 years 
of age due to the ingestion of iron preparations. 

.2.. p.2—Under the heading Conclusion and Proposal 
lines 6 and 1, the word "ingestion" should be 
changed to "administration"'and read: 

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

3. P.5-~The definition 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 to to (including the coramon 

• naraes 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 v/ritten in the proposal, 
and make a determination as to its adequacy. 

4. p.6—-Ms. Dunn's first name is mispelle 

AU.S. GOVCnNMENT PRINTING OFFICE: 19V') 733-&.^3/3604 1-3 
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f4EM0 REL -D AVOID ERRORS 

PUT IT M WRJTINC 

FROM: B e r n a r d S c h a r f , OSCA HECEjV!lO,,,,,v 

TO: Distribution 
DIVISION 

SUBJECT: 
^,„ . t̂ Btv Regulation covering Iron Preparations, 

mw SUMMARY 27 19/4, from S. Lemberg to Bernie Scharf, A copy of a memo dated May 2 
is attached. Mr, Lefjberg makes several suggestions towards improving the 
d ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ subject regulation which waar sent as a Briefing 
Package from OEX to OGC on April 15, 1974. 

Please consider and let us have your comments on the third paragraph of 
Mr, Leniberg'*s memo in which he recommends wording to replace the term 
"non-prescription drugs", as used in the present form of the ^ ^ ^ 
regulation In the Briefing Package, with a longer phrase so as to be 
consistent with the wording in 1700.14 (a) (10). However, it should be laarne 
in mind that if this wording should b4 adopted, there might possibly be a 
need to define the term "dosage form ^ i intended for oral administration" 
since this term is not defined in 1700.14 (a) (10), and this lack of 
-'definition has caused some problems in th6 recent past with XRag regard 
to proper application. 

He also suggeststhat the term HAtaicsack^H "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 ©n definitions of another agency which may change with time. 
We may not become aware of such a change and this may cause "confusion 
in the interpretation of our regulations," Of course, this would be the 
case with all of our regulations, both past and future, should they 
contain any reference to regulations of other agencies wliich may be subject 
to future change,. 

I'» U^e to point out that the term "dietary supplement" as used by 
PDA in 21 CFR, 80.1, depends On the fDAis definition of the term "United 
States Recoimnended Daily Allowance" which should also be defined at a 
specific level in our regulation if our definition is to parallel, at least 
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,Tî ÊE iRdiiKHSidiH where indicated these 
comments and/or definitions will be incorporated into the Standard/Regulation 

May we please have your comments, definitions, etc., by C.O.B, June 
10, 1974, so that we may arrange for any necessary changes to be completed 
by the Rules Division of BCM? 

DISTRIBUTION; OMD 
BBS 
BCM 

Info cpys. only: OGC 
OS 

^ f ^ a < ^ x ^ 3 ^ C l ) ^^^ 
SICNATURe 

../O'- ^c< :> -
' / 

DOCUMENT NUMBER 

FD FORM 2034 (2/72) 



1-1 CONSUMER PRODUCT SAFETY COMMISSION 

DATE:, MAY 2 2 19T4 

TO 

FROM 

SUBJECT 

Bernie Scharf, OSCA THRU: Execut.ive Director 

S. Lemberg, OGC 'T) J ' 

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 V70uld suggest that the operative language of the 
proposed regulation describing the substances to be subject to special 
packaging be expanded. \ 

Instead of the term "non-prescription dirugs," for exaraple, we 
would suggest the phrase "any drug for human use that is. in a dosage 
form intended for oral administration and that is not required by 
Federal lav? to be dispensed by or upon the prescription of a practitioner 
licensed bj' 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 first 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 regulations. 



' ^ ^ 

April 15, 1974 - - ^ 

Michael BrcreWp General Counsel ;; - . '%• . 
TSRVt Frederick Barrett, Executive Director 

L. James Shacman, Director, Of flee of Stmidsrds Coordinatlion & Appralsai 

Briefing Package on the proposed Poison Preveatioa Special EacfcaglBg.."; 
Statidard for iron Preparatloni. ; 

The referenced Briefiiag Package, consistixig of a Briefing Paper 
aad draft gEDEMl REglSTER Kotlce, is attached. : 

After you have reviewed the package, please forward it to the . 
Office of the Secretary so tlmt arratigeû its nay he tsade for Its cam--
siderstlon by the Goaffijissioners. . / • 

As indicated by the attached "sign-off" sheets, the piackage has been 
reviewed by the Office of the Medical Director sad the Bureaus of Qes^ 
pliance, BloEKdical Science aid Ecmioinic Analysis. 

Attaciaaents (2) 

^ C C : ' • - • . - • . " V . :•;•. -• • 

Sadye Dumx, OS ; . 



DATE; April 1, 1974 

TO: Those Checlced Below 

FRCMtBernard Scharf. Technical Analysis Division, OSCA (Rm. 912, X7606) 
Office of Standards Coordination and /^praisal 

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

on i^°^ Preparations 
(subj ect J '' ' 

Date March 29. 1974 

Your signature below signifies that you have reviewed the attached matierial. 
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. 
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-̂'̂ TE: April 1, 1974 

TO: Those Checked Below 

FRĈ .-Bprnard Srharf, 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 
(subj ect J '' 

Date March 29, 1974 

Your signature below signifies 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 . If you do not approve 
the material, reason(s) for your not approving must be attached to the sign-off 
sheet. 
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DATE: April 1, 1974 

TO: Those Checked Below 

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 ^^O" Preparations 
(subj ect) '' 

Date March 29, 1974 

Your signature below signifies 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 . 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 Counsel 

SIGNATURE 

Office of Field Coordination_ 

V Office of Medical Director 

Bureau of Epidemiology 
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V Bureau of Economic Analysis 

(OSCA) Impact Analysis Division 

(OSCA) Voluntary Standards Division 
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DATE: April 1, 1974 

TO: Those Checked Below 

FRCM:Bernard Scharf. Technical Analysis Division, OSCA (Rm. 912. X7606) 
xOtf ice of Standards Coordination and ./^praisal '-

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

on Iron Preparations 
(subj ect) ~- [ 

Date March 29, 1974 

Your signature below signifies 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 . 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 Counsel 
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BRIEFING PAPER 

ACTION ITEM 

PROPOSED-SPECIAL PACKAGING REGULATION 
FOR 

IRON 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 svimmarized 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 Proposed 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 

Certain Preparations Containing Iron 

Proposed Child-Resistant Paclcaging Standards. 

The purpose of this notice is to propose child-resistant 

packaging standards fojr certain preparations containing iron, 

the accidental ingestion of which has been a significant 

cause of hospitalizations and fatalities of children younger 

than 5;years of ageo . ^ •. 

Acute accidental poisoning from iron began to occur with 

greater frequency when iron became v/idely used as a therapeutic 

agent for the treatment of anemia in 1947. Since that time, a 

significant ntunber of iron poisonings in children younger than 

5 years of age has occurred. 

Acute iron poisoning produces a corrosion of the gastro­

intestinal tract (primarily the stomach and ilium). = Death 

may occur from shocTc within 4 to 6 hours or from cardiovascular 

collapse within 1 to 3 days. 

Data from the National Clearinghouse for Poison Control 

Centers on accidental ingestions of iron preparations by child­

ren younger than 5 years of age for the period 1969-1972 show 

1, 568 ingestions, and 429 hospitalizations. Data from the death 

certificates for 1969-1972 show 31 deaths of children younger 



tha-n 5 years of age from the accidental ingestion of these 

products. These data do not specify the exact amounts 

ingested by the children. Nor does the medical literature 

in the field recognize any precise lethal or toxic dose. 

However, evidence does Establish three grams of ferrous 

sulfate (the most common iron salt) to be a fatal dose for 

a human being and on the basis of this evidence, it has been 

estimated that a dose of one gram of iron could produce 

death in a child younger than 5 years of age. This figure, 

however, does not leave room for variability, in body weight 

(such as the 18 pound, 12 month old cravjlihg infant) or for 

individual variability in susceptability in toddlers of the 

same size, 

Therefo.r-e, considering the available' data on injuries 

and the lacTc of concrete data on hazardous levels of iron and 

after consultation with the Technical Advisory Committee, the 

Commission proposes that any non-prescription drug in dosage 

form for oral administration in humans and any dietary 

supplement, as defined in 21 CFR 80.1, which contains an 

equivalent of 500 milligrams or more of elemental iron per 

package shall require special packaging. •This level provides. 

a reasonable and necessary margin o.f safety in order to protect 

even the small toddler from seri.ous illness. However, since 

the Commission recognizes that neither the true toxic dose nor 

-2-



the lethal dose of iron has been established for children 

younger than;5 years of age, interested persons are invited 

to submit any data which would enable the Commission to 

establish a more accurate level or iron, below which serious 

illness in children younger than 5 years of age would not 

occur. • 

The Commission has also made preliminary contact with 

a numbe.r of .packaging manufacturers-in order to determine-

whether production capabilities are sufficient for the pro­

ducts covered by this proposed regulation. It appears that 

presently existing fo.rms of special packaging are compatible 

with the types of packaging used for iron preparations at 

this time. The special packaging in which products subject 

-to this regulation will be packaged are capable of mass 

production and lend themselves to assembly line techniques. 

Moreover, the special packaging v/ill not interfere with,the 

storage or use of these products. In the case of iron 

preparations requiring dropper applicators the standards do 

not require the use of a cap with dropper unit affixed which 

complies with the regulations. It would be appropriate to 

utilize one of the available child-resistant closures which 

complies with the standards on containers and to market a 

dropper unit in conjunction with, the package. 

-3-



The Commission recognizes that the packaging manu­

facturers' ability to supply closures prior to the effec­

tive date of special packaging standards is partially 

dependent upon the speed with which packagers of sub-

stances subject to the standards place orders for packaging. 

Given the number of hospitalizations and fatalities which 

have occurred as a result of the accidental ingestion of 

iron-containing preparations by children under 5 years of 

age, the Commission suggests that packagers-of iron prepa­

rations subject'to this proposed standard begin immediately 

to obtain the necessary special packaging. Therefore, due 

to the serious danger posed 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 tp_the provisions-of-the'-Toison 

Prevention Packaging Act of 1970 (sees. 2(4), 3, 5, 84 

Stat. 1670-1672 (15 U.S.C. 1471(4), 1472, 1474)) and the 

Consumer Product Safety Act of 1972 (sec. 30(a), 86 Stat. 

1231 (15 U.S.C. 2079(a)), a new subparagraph is proposed 

to be added to 1700.14 as follows: 

-4-



(3) Suostances. The Commission uas determined that 

the degree or nature of the hazard to children in the 

availability of the following.substances, by reason of 

their packagi^ig, is such that special packaging is 

required to protect children from serious personal 

injury or: serious illness resulting from handling, using, 

or ingesting such substances, and that the special 

packaging herein requi.red is technically feasible, 

practicable, and appropriate for these substances: 

* 

(12) Iron preparations. 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 an equivalent of 500 milligrams or more 

of elemental iron per total package, shall be packaged in 

accordance with the provisions of 1700.15(a), (b), and (c), 

Interested persons may, within 60 days after publication 

of this Notice in the Federal Register, file with the Office 

of the Secretary, Consumer Product Safety Commission, 1750 K 

Street, N.W., Washington^ D.C, 20207, written comments 

(preferably in quintuplicate) regarding this proposal. Comments 

may be accompanied by a memorandum or brief in support thereof. 

Received comments may be seen in the above office during work­

ing hours, Monday through Friday. 

DATED: *.;;;•• 

Sayde E. Dunn, Secretary 
Consume.r Product Safety Commission 



. CHRONOLOGY:,OF EVENTS LEADING.'TO PREPARATION •:]..:; 
OF PROPOSED REGULATION EEGAÎ DING SPECIALL PACKAGING :'' 

FOR HAZAJiDOUS HOUSEHOLD SUBSTANCES CONTAJNING IRON. 

Mar.. .I t 1971: Bas i c Researak i n i t i a t e d .by the D i v i s i o n of^.Chemical f:-: 
HasardSj EPS, on t h s b a s i s of i n v e s t i g a t i o n s by t h e 
Food and Drug A d m i n i s t r a t i o n i n t o a v a i l a b l e l i t e r a t u r e 
and d a t a on human i n g e s t i o n and e x p e r i e n c e d a t a . _Sorne _. 
of: t he a r t i c l e s c i t e d as r e fereince's . i nc lude : - •'. . . • 

" T'̂  "Communications from the N a t i o n a l C lea r inghouse f o r 
Po i son Con t ro l C e n t e r s " - " A c c i d e n t a l P o i s o n i n g i n 
loung Ch i ld ren - The Hazards o f I r o n M e d i c a t i o n " by / 
Conn and Verhuls t f A.M. A. J o u r n a l o f D i s e a s e s o f C h i l d - .: 

-~" • r r e rL , May l 9 6 0 y V o l . 9 9 j ' p p , 688-691 and \ A: :• . ; ' : ' ' • • : 

, 2) "Fe r rous S u l f a t e P o i s o n i n g " by T . J . CoveyJ M.D., 
J o u r n a l o f P e d i a t r i c s , Feb. 1964^ Vol. -£4y No^ • 2, p p . 

-218-225 .,.- .,• ,•/, , .-.,- ,̂..,.v:;v . 

;0 S) "A F a t a l Case o f Fe r rous S u l f a t e Po i s o r i i ng" by E . ' : ' 
Charrieyj M.D.J J.A.M.A. 1961, Oat . 2 1 , I 9 6 l y p p . 172-

:. ... .^''2- -

• ' ' -Euman i n g e s t i o n d a t a was p r o v i d e d from r e c o r d s o f t h e 
•. :• --̂  •-•• N a t i o n a l Clear inghouse f o r Po i son C o n t r o l C e n t e r s which ..• 

' .~~ ' ' ' / , - . . r e v e a l e d t h a t d u r i n g t h e t h r e e y e a r p e r i o d from 1968 t o 
1970 t h e r e were 278 f e r r o u s sulfcxte i n g e s t i o n s and l l 2 

; h o s p i t a l i z a t i o n s of c h i l d r e n imder f i v e . Data o b t a i n e d . 
, - from d e a t h c e r t i f i c a t e s f o r t h i s same p e r i o d show 15 

' d e a t h s o f c h i l d r e n under f i v e y e a r s o f . a g e r e s u l t i n g : : 
from f e r r o u s s u l f a t e p r e p a r a t i o n s . 

May 26, 1971: I n i t i a l P r o p o s a l f o r S tandard C a l l i n g f o r " t a b l e t " and 
" c a p s u l e " P r e p a r a t i o n s c o n t a i n i n g more t h a n 60mg., o f ' 
"Fer rous , S u l f a t e " t o be packaged-.'in aaco rdance with. '-'•.:, 

" . . ' c h i l d - s a f e t y ' r e g u l a . t i o n s . T h i s , along, with, s u p p o r t i v e : . , 
d a t a was s e n t by mai l on t h i s d a t e / t o t h e TAC f o r t h e i r 
conments . 

June 28, 1971: By t h i s d a t e ' a l l comvents had been r e c e i v e d 'from t h e TAC 
memberSi Only one member d i s app roved o f t h e p r o p o s a l . 



Sep. ,IG- , 
Oct. '4,- 1971: The Fropcsed Draf t of the Standard ĥ as now been modi- '••, 

. , f ied in context . Of noteworthy change was a reduct ion • 
• in the :amount. of "ferrous s u l f a t e " per dosage u n i t - t o .,;... 

• ::.;ZOmg. The proposedy changed: dra:ft was sent,::to the . ' ' , . : . 
•:'Bur ecai of'Drugs. ' :.'-:̂ "' ' :':'-':H-.-'..'' -~-'-'-ii-?''-' -••."•' 

October 1971:, Sometime in October,- a f t e r th&. TAC ooTjments'had'been 
reviewed, the proposed d ra f t was. sent to the Comnission-

- er of FDA v ia the Associate'CormiissionerforComplicLnce 
• cmd the General Counsel. '••••-"•''•:••...•' :--;;i.''^v • 

Oat. 19, Z97I: Meeting of the following people : Commissioner and Deputy 
/ Commissioner of FDA,. A C C , A C M A , B D , G C , B P S . A t t h i s 

'-,..'••••-' meeting i t was decided: 

Z, All proposed Standards for drugs in the future w i l l 
. ; '• i e brought to a t t e n t i o n of BD which w i l l serve as a l i a i - . 

. : . : : . son with APhA and PA fo r expert input from these two 
: ) : : . } : . o r g a n i z a t i o n s ^ ' , : :_•.. 

" •',2. Drugs arid other:.substances r equ i r ing Special Packaging 
r :v: w i l l be t r e a t e d on a.Ali>nited c l a s s bas i s (chemically as y 

,'',:'.•: with ferrous su l fa te} or by type of product as wi th .de t e r -
: g e n t s . . ' • ' " . ' } , ., -; ; ':• •'"••'f^.^;: 

. S. Biireau of Drugs to_ explore f e a s i b i l i t y of Plea t ing 
'. , all_pTC ccnd_Rx_drugs as beirig subjec t_ to Special ,Packaging. 
.•. Exemptions are to be published.<tt tirne20f:'..priginal request 

/ . . . . o r i n response: t o manufacturer'.S:':substantidted • reques t s , 

.'-.'-'•'•'•,'";••'}'"': 4. Special Pdckdging::Standards^0f blanketfcoverage for 
a l l RxDriigs w i l l have to awai t i^hAirneet ing, to discuss 

'.:. i t s accep tab i l i ty to,- industry,,:. '•; - ^ v-̂ -̂'V; -̂ Svv-.. 

5. Future, proposed Standards must contain a more d e t a i l ­
ed explanation in the Action Memo and in the preamble as 
to the required packaging being " technica l ly f e a s i b l e , 
p rac t i cab le , and a p p r o p r i a t e . " 

6, Consideration was to be given to F/R publ ica t ion of 
a l i s t of a l l packaging manufacturers who have indica ted 
the development of Specia l Packaging which would meet 
the t e s t i ng pro tocol . 
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B'̂ reoĴ ^ c'^eri^S 
Drugs '^I^. a-ugsy 

|3tan1<e ting ihis 
propos 

,.-.stsr 

at 

arc. ieA 

,̂n 
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Apr. 18, 1972: Bureau of Drugs makes the following s i g n i f i c a n t sug­
ges t ions for. change!? in the propcacd Srcmdcrd: 

1, 'Use -the term "elemental" i ron r a t h e r than "Ferrous 
Su l f a t e " since there are many forms and s a l t s of i ron 
ava i l ab le . : • • 

2, However, i r o n - f o r t i f i e d vitamins should not be i n -
•v, eluded since a f inding of s ign i f i can t , hazard cannot be 

' ' . ' . - y.v ••;.,-•;. ,: m a d e . • 

3, There i s admit-tedly a problem a t determining a t 
iShat level of i ron content per dosage form to drawr. 

:. , the l i ne . In additio-n to sqli 'd. dosage forms, l iquid 
dosage:forms should be covered,.. Bureau of Drugs, , there-

, fo re , recommends tha t a l l .preparation containing 25mg, 
or more of "elemental" i r on per: t a b l e t or capsule or 

.._..p.er-'5ml..:qf:fluid.be in Specia l Packaging. Five ml. i s 
the approximate-amaunt. inges ted a t ..one swallow by a ch i ld 
of poisoning-prone age. 

4, jDiscusses safety closuj^-es f o r dropper b o t t l e s , which 
do not ex i s t . Suggests dropper, be packaged separa te ly 

• . - • . • • ; - ^ with rese rvo i r b o t t l e having sa fe ty c losure . Suggests 
' ._-. tha t a need for a d ropper -bo t t l e safety, .closure will̂ :'̂ .̂̂ ^^^ 

•;:,:•./• . • s p u r s-Uch. d e v e l o p m e n t . - , ' • .̂.•..-''... •y;.r.;:̂ > :̂iVA-%.V .; :ŷ^̂^̂^ 

A p r . 2 0 - 2 1 , ' ^ • ,:• ''".•::>':,'.;. •;.. -- : : : - : : '^ i r : - ' '? ' : ' ''-l^^^ '̂  . ' • • ^ ' • ' ' • ^ ? ' - " - . : . . •••.•"••••" 
l972: •••--- . I n .accordcmce with Burecax: of Dmigs suggest ions pfy~4/l8/7^ 

.••':• anew proposed'F/R d r a f t was-.:developed: by BD .containing':.-] 
. . . . . provis ions : about . the 25mg.'/solid dosage form limitation.: ' . ' : 

. and the suggestion" l iqu ids being covered' i f .they 'contain; -, 
.. 25mg, or more of: i ron per 5ml. ( I teaspoon) dose. This 
: d r a f t was sent to EPS on. 4/21/72 with recommendation to 

_, publ i sh as soon as poss ib l e . 

May 18, 19721 'Revised d ra f t to Bureau of Foods fo r review and cotrments. 
.. .:.'•.'' 'Some, dietary- supplement w i l l presurrably be covered i f 

. . the cu t -of f po in t i s 25mg. i ron per dosage u n i t . 



.-.-.•'4-

May 24f 1972: : :In an i n t e r n a l memoy Bureau of .Foods expresses i t s A 
' ,. . a p p r o v a l in p r inc ip le , with the r e v i s e d d r a f t ' prepared. - -

i n accordance with BD suggest ions. They suggest t h a t , . 
z inc-conta in ing supplements, should htjoe sa fe ty -c losures -
as w e l l as / i ron supplements. They:are invest igat ing. , the. 

: . ' . - [poss ib i l i t y of. siiogesting that'co^^ 
-..,:•-. supplements a lso, be p.-uckaged-.in Spec ia l Packaging.'. .':.':'.. 

.: Bureau of Foods does, not- agree with 25mg. c u t - o f f p o i n t . : 
.They would l i ke to see all^ i r on -con ta in ing : ( a l so - z i n g : : . 
and copper) supplements have safety: closures'. '] 

•:.'•-. Bureau of Foods thinks t ha t i t i s i l l o g i c a l - t o , a r h i t r a r -
- i l y : divide-siwplements i n t o those 'Tequir ing:-safety''::^^^ 

•• y. packaging and t'hose not Teqidring:such, pc:T^:ticii'Uz^ 
':•:̂ -t: .since a:number of. supplement•manufac-tia'ers''h'av.e. already:/.-

:.{•:•'. -adopted safe ty c losures on - th i s /poss ib i l i ty , / - : : •'//'-'--:-•-:-

May 25, 1972: I n t e r n a l Bureau, o f Foods Memo, suggest ing: t h a t BF con- . . /• 
. tcuctBRS's Compliance Office t o vx>ge t h a t sa fe ty c losures 

he used on vitamin-mineral products conta in ing i ron . 

.Mzy ..22y.l372: r BF- i n -cm inte^mal-memo''States'-that t h e 25mg. cu t -o f f 
p o i n t seems t o be a r b i t r a r y , par- t icular ly i n view of 

r/-:'•:..,-''/,.-•:the then ,proposed .FDA/RDA's which were 27mg. -for c h i l d -
./ v-K - -'-'':ren and. adu l t s and-Z6mg'. f d r pregnant or l a c t a t i n g 

women. 

June: 2, 1972: .The l eve l proposed by BF i s lower than BPS could support. 
:-r'BPScannot-..justify~BF.'s'$uggesti.on.':that z inc-conta in ing 

-•;•,"',•••-; : , / . / p r o d u c t s be. placed in: .safety packaging, 

June 6y 1 9 7 2 / / B F and BPS: comments/to/'BD f o r comment. 

June 8, 1972::/ BD agrees with BPS views and suggests F/R statement i s sue 
as it is. [ ' • • - ,:••,•-'.;;..-. .̂ ' . 

Jicne 16y 1972: : Change -in terminology i n proposed Standard from "Ferrous 
S u l f a t e " t o / ' I r o n S a l t s " . - , - / ; 

Ju ly l3y 1972: -Newly rev i sed d r a f t i s s en t to/Ccmrrissioner v i a Deputy.: 
Commissioner, ACC and GC. 

t ) Now appl ies s p e c i f i c a l l y only t o non-prescr ip t ion • 
drugs f o r o ra l adminis t ra t ion. 
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2) Bureau of Drugs does not agree with Bureau of Foods 
that a l l iron preparations should be in Special Pack­
aging, pa r t i cu la r ly since NCH data does not support 
th i s view. 

July 21, 1972: FDA GC does not understand basis for iron levels se t . 
Questions whether level should not revolve around what 
i s available in the package ra ther than in the i nd i ­
vidual dosage uni t ( tab le t or capsule) , including 
l iquids . 

July 28, 1972: ACC/BPS memo pointing out GC objections and questions 
on draf t . ACC says the PPP Act i s to protec t children 
from the -contents of the en t i re package and that the 
draf t , unlike previous ones, does not accomplish t h i s . 
Requests comments on t h i s from BPS r e : using amount Qjf 
contents of a package ra ther than quantity of ir/6ji in 
a single dosage uni t or volume. 

Aug. 8, 1972: BPS sends a report to BD r e : "Iron Tablets Ingested by 
Children under 5 Years of Age". This reports on number 
of t ab le t s ingested by dbout 200 children. 

Deo. 7, 1972: Memo, Dir. BD/Dir. BPS 

1. Based on a market survey i t was found that numerous 
products are on the market in which the en t i re contents 
of a package would prove/atoxic to a chi ld. Thus, the 
recommendation to again re - rev ise the draf t in l ine with 
GC remarks as to a " to t a l dose l imi t a t ion . " 

2. The usually accepted toxic dose which might cause 
i l l n e s s in a child i s 150 mg/kg. Providing a margin 
of safety by lowering th is l imit to 100 mg/kg would 
place the dangerous dose to a 25 lb . "average" child 
to a level approximating 1200 mg. B/D, therefore, se t s 
the ' toxic dose a t 1000 mg. or I gm. 

3. Thus, BD suggested keeping the 25mg. or 5ml. l imits 
while adding a t o t a l dose l imitat ion (ent i re package 
contents) of IGm. The reasoning for keeping the ind i ­
vidual dose l imitat ion i s : 

I) "very concentrated preparations wi l l facil^i^ateJ 
ingestion of a potent ia l ly toxic dose by a chi ld, 
especial ly a very small chi ld" and 



-:-•'•-•:' 2) "concentra ted-preparat ions , : e spec ia l ly pediat-. ' . .:. 
'-'::'-:-:'/:. :.:''.:• - r ic drops arc marc . l i k e l y to be: available:- in homes : 

,:-,,:'. having young c h i l d r e n , " '•'/• •-'•'•''.•:// 

Feb. 8, 1972: Newly rev ised d ra f t sent^to Commissioner thru-Deputy .. / . 
..-./. .' Commissioner, :GC:and ACC, This now: provides fpr::25mg../.-. 

'_ dosage u n i t cut -off or 5ml. / dose in addi t ion to -Igm. 
:'-':. t o ta l , package contents for.:OTC drugs, -with i ron: ( in - .• 

.: eluding. tJiose: substm^.ces. c lassed dietojvj supplements . 
and vitamin preparations). . R^ items to be covered 
separa te ly under an R^ Standard. in preparat ion. . . Vet-
er inary preps to be covered separa te ly . . The document. 
now adds a.Sgram nori-liquid dose cu t -o f f :for:such things. 
as powders, granules , f lakesy e t c . as in spec ia l d i e t a r y 

' . . foods. 

Mar. 5, 1972: Memo from Direc tor , BD to ACC suggesting fu r t he r changes: 

t ) (Change i n las t : two sentences of 'Preamble to 
accura te ly r e f l e c t the p o t e n t i a l t ox i c i t y of i ron 
s a l t s . These should read : "On the bas i s of a v a i l - -
able t o x i c i t y information, ser ious i l l n e s s in a 

-::::--- , : / : s m a l l ch i ld can be expected to occur from doses of 
,.,:,- 1,5 to 2gm.. of e lementa l . i ron when ingested as any , 

l ; . . : - o f the-so luble . i r o n / s a l t s . " 

::-/::: 2) Since proposal now includes d ie ta ry supplements 
•'1'. the Biireau of Foods/should provide comments r e : 

e s t ab l i shed dosage u n i t l eve l s and package l im i t s . 

Mar., 14, 1972: - Memo, BF/ACC- Recommends: ,-: 

—-• . , Z. Statement r e : d ie ta ry supplements should r ead : 
"die tary supplemients of vitamins and minerals as de­
f ined in 21. CFR 8 0 , 1 , " This ' would elimdnate confusion 
a s to Other types of. dietcay-supplements such as amino 

. .acid -mixtures and i tems/ for use under medical super-
.•:.'.'; •.;.... v is ion; . The way d ra f t i s win-tten i t would mean t h a t a 

:••' - 6 lb , box of dry, enriched, i n fan t ce rea l must be pack­
aged w i t h d safety c losure , : . . . 

/ ' - / / 2 / / In-.l ight- of using. IGm, of to ta l~conten ts as an 
~ • • , , . • index- 'of a p p l i c a b i l i t y of the Standard (or b e t t e r ye t 

• / : SOOmg, or l/2gram). There i s no need to use the a r b i t ­
ra ry 25mg./ dosage un i t cut-off . 



2. . Recommends 'SOOmg./:package as the. upper, per package 
t o t a l . Ivmt.-'. -

. :•• • 4.: Tr-ue toxic dose i s not e s t ab l i shed nor . i s / t he . l e tha l . 
dose in chi ldren or t odd le r s . /'•.//•• 

/. 5. , The nujhber of cases repor ted by- the NCR. i s under­
s t a t e d a t the Vary l e a s t and i s : a gross underestimate .. 
of -triie i' ' '^idence. . The I00()i-ng./ level does n o t leave .// / 
-much margin of safety as- compared to iP.OOmg.- The , .'. 

: / S t a n d a r d should give p ro tec t ion aga ins t s i g n i f i c a n t : / . : : . / 
i l l n e s s as well as ser ious i l l n e s s with a p o t e n t i a l : 
l e t h a l outcome. 

6. Suggests applying the Standard to "I ron" r a t h e r then 
"Iron S a l t s " since not a l l sources a re s a l t s . Suggest .,.' 

- S t a n d a r d r e fe r to a l l sources of I ron . 

7. Question as to who (BPS or: Ft/A) should ' rece ive 
samples. '; . '^ .-''••'.' 

Mar , /21, 1972: : BPS i n t e r n a l Mew.o: . • . '.:-/'-''"-'~'.:-,"-:-,':•/,, r/-/ 

Z. No obo'ection to lowering: t o t a l : package l e v e l to 500mg, 
- , : - - i f . B F c a n : - s u p p o r - t / i t i n - c a s e of challenge^ Be'lievep /.•:. 

- . ' l eve l of-WOOmg,."-"more 'appropriate",/ . /-:/'.-•• :,'"•'//•• 

2, Does not recornnend el inr inat ing 25mg, cu t -of f s ince 
- : "chi ld seldom ingests , more than:50 -tablets and almost :'/. . 

. — ••': never more than 100" and a product -with. .2mg, ..iron/ dosage 
form in a container of 500 would need a safe ty Cucsure,/ 

, .__.; . .. . 3 . No ind ica t ion tha t "iron reductum" i s involved in / 
poisonings. 

May 9, 1972: ACC i s now considering changing the: d ra f t to /include a-
reference to Sect, 80,1 of CFR 21 r e : dietary, supplements. 

May 14, 1972: A review of BF Memo of Mar.. 14 bu BD r e s u l t s in following 
m e m o from BD. . .. ._. ;..̂ -.;̂ : • ; 

I) Agrees with reference t o S'..:L. 8 0 , 1 i n CFR 21. 

'* - ^' 2) Agrees with "across-ihe- 'board approach" to regu-
*: t a t i ng a l l Non-Rx i ron pveps. 



2) Recomnends adoption::of SOOrrig. as l i m i t per 
package and the dropping of cu t -o f f on ind iv idua l 

X dosage u n i t s a t 2Smg., p a r t i c u l a r l y i n regard to. - • 
the confusiyig. way in which t o x i c i t y - d a t a i s p r e ­
sented .in the l i t e r a t u r e . : 

. - '/- 4) Suggests change in wording.of.Standard- to . in- ; : 
elude reference t^ SO. I CFR, SOOmg. t o t a l a rd 
dropping of 25mg./ dose l eve l . . ... • ,. 

May 18, 1972: ACC wr i t es l e t t e r to CPSC aoncui'ring with BD. memo 
(above) of May 14,. 1972. This, includes reference, to 

•;•' . . . . CFR .21, /Sect. 80.1 ard: "across- the-board approach" . to ' 
. • . ; aZ-Z non-Rx i ron-conta ining preps , e l imina t ion of a r b i t ­

ra ry 25mg. dosage u n i t l imit a-nd dropping package. • 
" . content to SOOmg. from lOQOmg. ACC reques t s t ha t h is - • 
' . . o f f ice be permit ted to review: and conment on the pro,- : 

- _^. posed reg, p r i o r to publ ica t ion i n F/R, . . . . 

May 25, 1973: CPSC i n t e r n a l memo: 

' Z, Ask Off, of Med, 'Director what l eve l of elemental 
i ron w i l l cause ser ious i l l n e s s in 25:.lb, two:year • 
-•oM •child; if-.CJPSC can support .covering a l l .sources of -

' ^ ' i ron for Special Packaging, 

" 2, Basing Standard on t o t a l package content i s the ,:: 
same as intended for a sp i r i n as t o 45 g ra in , , . 

'-—^'.•.' 2. Thinks tha t spec i f i c mention be made i n Standard : 
of d i e t a r y supplements, : / 

.4i-.:Says CPSC should no t use leVel of i ron which'ccc-iy.ot 
be .supported without FDA s u p p o r t , ' - . . . . . . . 

Ju ly 17 , 1972: CPSC (Med, Dir , ) Memo Supports 500 t o t a l package Uu-i- : 
t a t i o n as wel l as other comments i n May 18,/1972 im/:io: 
from ACC, 

Aug, 27, 1972: CPSC i n t e r n a l Memo (BC-BBS) As! -• fnv: 

t ) Technical c apab i l i t i e s of .̂ .-kages in meeting 
4 the Iron reg, requirem.erits. 

2) Time needed for packagers to produce necessary 
packaging for industiy^und number of packagers 
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Sep,..6, 1972: 

Oct, 4, 1972: 

Oat. IS, 1972: 

Nov, 1, 1972: 

Nov, 7y 1972: 

Nov, 20, 1972: 

December 1972: 

Jan, 22, 1974: 

cur ren t ly mwvufacturing. such packaging. 

CPSC i n t e r n a l Memo (BBS-BC). reply to: 8-27-72 memo.:// 
- ' . - - . . - ' - . ' . . . . • - - ' < - . - . : 

- -'. I ) Packaging: i s same as used for aspirin.,:/. Most: 
other -products m d e r effect ive . Staiidards, ^ 

. 2): Industry car. r.eet requirements; without. new-
/ capaci ty. Only need 16 to 24 weeks no t ice to. 
• produce new capaci ty . .. ...... ......•.•. ̂  . 

.3) 15 companies can m^eet'the .pharmaceutical'market:, 
demand,. Most-have ind ica ted excess capaci ty -to 

: . f i t : standard sa-rew~neck b o t t l e s espec ia l ly for 
most popular drug products,:. / 

4) .Most iron':packagers are p resen t ly -us ing Special .. 
Packaging fo r .o the r products/and have production '/-

• equipment, on: f i l l i n g lines,- T h e y w i l l need no.,more. 
than ISO/days- not ice to convert f i l l i n g l i n e s / i o 

.meet Standard. This.-packaging, i s technical ly feas--
i b l e , p rac t i cab le and appropr ia te . . ' ' : :.v':•-::••, 

Proposed reg, sent'.- to • TAC speaks i n terms of "elemental 
i r o n " s e t t i n g l imi t of SOOmg. per package.: 

Proposed reg. sent by WSC to FDA for comments. .• ' 

9 of I I comments received from TAC by t h i s da te . '•-' : 

Pos i t ion Paper on I ron sent to OSCA by BBS. 

Memo, ACC/FDA t a OSCA/CPSC. • FDA/concursHn the publ i - : / 
ca t ion of th^ Standard in I ron Prepara t ions , . suggest ing ' 
t h a t references, to the term "elemental" i ron :be deleted, 
i n th ree places i n the introductory preamble ..to t h e : .. 
Standard while r e t a in ing "elemental" in the Standard \: 
i t s e l f , .....--^u 

Conference FDA-CPSC r e : change to "equivalent of SOOmg," 

A survey of manufacturers of safety.-packaging indicated 
tha t a minimum of nine months would be necessary to 
supply packagers of i ron prepdra t ions . - "For -dropper 
b o t t l e s , one year was estimated to be the minimum tim,e 
necessary to provide c h i l d - r e s i s t a n t packaging. 





ISSUE; The Commissiohers ar'e being presented with a proposed Special 
Packaging Standard on Iron Preparations, ••[̂ •lî ,, prepared in accordance 
with Section 3 of the Poison Prevention Packaging Act of 1970. 

BACKGROUND: We; have attached*a comprehensive chronology of the events 
and various considerations involved in the preparation of this Standard.-

Work oh the proposed Standard began in March of 19.71 under the 
auspices of the Food and Drug Administration. The primary impetus 
towards the recognition of the .need for the promulgation of-such a -
Standard was achieved by reference to data maintained and provided by 
the National Clearinghouse for Poison Control Centers (NCPCC) and by 
reference to the scientific literature on accidental iron poisonings 
in children. 

With the resumption and increased use of iron-containing prepara-
ti'onsi:>;Since/.othe-thirties'and forties, the-s-incidence ,and frequency-of 
accidental poisonings in children has been steadily., rising. 

DISCUSSION; The preparations to be covered by this Standard?are those . . 
over-the-counter (nonprescription drugs and dietary supplements) products 
taken to counteract iron-deficiency anemia or taken- for prophylactic pur­
poses as in the case of-various combinations of vitamins or multivitamins 
and iron with other minerals, liver, etc. ;, •> 

The central issues J B H H H H H B r in the formulation of this proposed 
Standard'were four in'number: 

1. "Ferrous Sulfate" versus "Iron Salts" versus "Iron 
Preparations". 

As originally contemplated, the initial draft proposals spoke in terms 
of "Ferrous 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 
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 
organic complexes of iron were being marketed in forms which could not 
tr,uly be described in tertis of "salts" as that term is commonly understood. 
Hence, the adoption of the reference to "Iron Preparations" to cover all ,-
eventualities and the use of the term "elemental iron" in discussing the 
total ambunt of iron provided per package. . -

2. The "Effective Date" Issue.. 

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 

The six month period is advocated by those 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 accessibility of these products as packaged, in conventional v-; 
packaging. ./-/:-, 

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 y; 
shortest time possible (not sooner than 180 days after promulgation, ; ij 
according to?; Section 9 of the PPP Act unless the Commission, in the public 
interest and, for good Cause found, decides that,a shorter period is- neces­
sary and^ha^the.;ireasqns therefore published in the FEDERAL REGISTER). 

d) In connection with the above three points the Bureau of Compliance ;̂ 1 
feels that inasmuch as the initial availability of Special Packaging is ; j 
contingent'upon:*how; quickly orders are placed by the users with packaging .j 
manufacturers, the establishment of the shortest allowable interim period ./"; 
will serve as a strong incentive for the affected industry to proceed, as ;l 
quickly as possible, to obtain Special Packaging. -fl 

- ' '-̂ i 
The twelve month period is advocated by those (Bureaus of Biomedical 2 

Science and Economic Analysis) who cite the facts that:: / 

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

b) This longer period will allow both the packaging manufacturers './q 
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 (conventional) to complying 'H 
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. 'i 



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 couid be published in the FEDERAL REGISTER). 

c) In .the icase, of thejJMethyl Alcohol Standard, the Commission 
received twelve petitions requesting.-jexeimptions, since even thie extended 
effective dat̂ e could not be:ymet. The"se-.-petitions caused the Commission 
Staff to^expend a great deal of time and effect-before, they,,werej denied..:;:. 

This issue is dealt with in the proposed Standard by including 
a provision 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,: 

A statement might appear in thesFinal Order to the effect that "Because 
of the imperative need for Special Packaging iii 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 
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: 

"The demands for special packaging are expected to be substantial and 
will increase rapidly as implementation of the Act (PPP Act) forxdrugs con­
tinues. Manufacturers, and pharmacists are encouraged to stock adequate 
supplies,,of special packaging in order to meet the, effective dates for 
special packaging requirements for drugs. The Food and Drug Administratioh 
encourages the pharmaceutical industry and pharmacists to cooperate and 
start the use of special packaging for all drug products where any potential 
for-hazard to children exists. The objective of the Act warrants initiatives 
toward special packaging that should not av7ait 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 m^y begin to use them earlier. 



3. Quantitative Basis for DeterminingH..Cbverage Und.̂ er the,. 
Standard. 

The question aroseaearly as to which preparations would be covered-"' 
imder.,.the Standard. Inasmuch as a minimum toxic^dose or a minimum , 
lethal dose could not be established with certainty (due to-the con-" ;; 
fusing manner in which data was presented in the'literature .and the , 
insurmountable problem of determining how much iron had actually been 
ingested and absorbed.in a particular instance),, the question was 
approached from the beginning in an empirical manner. The initial 
factor as to.whether Special Packaging would be required 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^vand 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-
containing products be contained in Special Packaging without regard 
to quantity of iron, per dosage iinit. 

It was subsequently agreed upon by FDA officials (representatives 
of the Bureaus of Foods, Drugs and the General Counsel), that the important 
factor should be the total amount of iron'̂ ĉontained in a package of an. 
Iron Preparation. This, .reasoning .was based on the 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.uo'nceivably 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 packaging would not be required?" 

Given the variability, from person to person and fromchild 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 fHHIi^ 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 lower 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 value of 25 pounds 
for the average, child under;five, FDA's staff initially set the total 
quantity per packag.e* limitation at 1,000 mg. ' (1 Gm.) However,, in order -V, 
to allow for as larger "niarg-in'of safety" the limiting amount was halved 
to 500--mg.. This. was thought to provide the desired protection when 
considering such factors as: variability in body weight, fluctuations 
in the state of health and individual differences in susceptibility 
and reactions of a particular individual child to a given, potentially 
toxic-dose of iron. 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 toxicity, sickness, injury or death. It is difficult to "draw 
the line" with^rprecision on a "Go-No Go" basis when dealing with a 
continuum. The exception always proves the rule. A child who, because 
of ah individual idiosyncrasy or because of a transient or permanent-
physical condition, may be particularly sensitive to Iron, may exhibit 
symptoms 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. 

4. Availability of Special Packaging to Accommoiiate 
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. IBMH^.. In fact, two pending 
petitions ifor 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 feaisibility of such 
packaging. The firm presumably has not put this into production, 
originally'citing a lack of sufficient interest.from potential users 
to warrant the expense of mold construction, any subsequently necessary ' 
refinements and child protocol testing. 

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 ichronology. 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. AJ.so not'addressed was the-practicability of physically 
keeping the dropper with 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-piece, combination unit. 

Otherwise, contacts with packag'ingi»;manufacturers 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 TAG 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 publish the Proposed Standard as written; 

a. The Standard meets, or upon any necessary modification 
thereof, (See I.e. 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 consultation with.(and incidentally, . 
concurrence by) the Technical Advisory'Committee on Poison Prevention 
Packaging; 

C2) The degree a.nd nature of the hazard to children 
has been established and is such*that Special Packaging is required 
to protect children from serious personal-injury or serious illness; 

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

Technically 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. 

Appropriate, in that such packaging is not detrimental to the integrity 
of the subject Iron Preparations and should not interfere with the 
storage and use of the affected products. 

b. In preparing this Standard the requirements of Section 3(b). 
have been met in that the following have been considered: 

(1) The reasonableness of the Standard is established. 

(2) Available scientific, 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) 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) Necessary because of the uncertainties described. 

(2) Depending on the conmients 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 qualifica:tions to some principles 
enunciated in the Preamble to the Standard. Thus, for example, the 
effective date may have to be extended to one year. 

"̂y"*:̂  



The suggestion that a preparation''adminlstere'd by dropper" be 
enclosed in Special Packaging which does notj.incorporate the dropper 
in a single unit but where the dropper is kept separately from the 
reservoir bottle may- haye to. be dropped because of claims that the 
product may be contaminated in this.way.: There may.be.a problem in'-
storing-a dropper supplied Vseparately from the. reservoir bottle..,. 

Inasmuch as no Iron Preparations will be exempted under the 
500 mg. per total package limiting level, and since data may be presented 
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 require that all Iron Preparations be 
contained in Special Packaging. 

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

a. The uncertainty as to the propriety of setting at 500 mg. 
the total package quantity level of Iron above which Special Packaging 
would be required and below which Special Packaging would not b.e required. 

b. The question as to the availability., within six months of 
publication of the Final Order promulgating the Standard, of Special 
Packaging to meet the needs-of inudstry, particularly, as'regards the 
availability of Special Packaging needed for products requiring delivery 
by dropper. 

RECOMMENDATION-OF THE PRODUCT SAFETY OPERATIONS CENTER; 

The proposed Standard should be published, as written, 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 FEDERAL REGISTER. 





'MEMOT^'ANDIJM;.. CONSUM"" PRODUCT SAFETY COMMISSION: 

DATE: January 22,; 1974 

TO : Ed Finch, BC 
THRU: Dr. Robert Hehir," 
FROM: Georg Maisel, BBSPP--_^^ 

SUBJECT: Proposed Regulation for the Child-Resistant Packaging of Iron 
Containing Preparations 

We have reviewed the proposal for child-resistant packaging for iron 
containing preparations and have the following comments: ' 

1. We realize that the effective date of six months after publication 
of the final order is a proposal based on the hazard which iron 
containing preparations presents to children and is subject to 
change depending upon informatioii obtained through public comments 
and upon capabilities of packaging manufacturers at the time the 
final order is published. V.'e have, however, .contacted pack­
aging manufacturers to determine whether, at "this time, they,feel 
that they would be able to supply a sufficient number of units with­
in the six month period. December,'1974 was used as the possible 
effective date. 

The cK'iTd-resistant patkaging required to supply packagers of iron 
preparations has been estimated at 400 million units annually. This 
figure was arrived at through consultation with BEA. While some 
manufacturers who specialize in the prpductioh of only one type of 
safety package - i.e., threaded closures or snap caps - indicated that 
they would be able to devote part of their existing mold capacity to 
supply packagers of iron preparations -and felt that a,six month 
effective date was feasible if orders;were received promptly after 
publication of the final order, the larger manufacturers who manu­
facture both prescription vials and threaded closures indicated that 
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 tooling, a process which requires, approxim.ately 
six months before equipment is on line to begin production of 
packaging; a sufficient number of Units would then have to be 
produced to satisfy initial demands of packagers. This'would require 
two to three months. Time is also required to distribute the finished 
packaging nationally. The length of.time necessary to produce and 
distribute packaging is further increased because packaging manu­
facturers are unwilling to build new mold capacity until sufficient 
orders have been received to justify the expenditure for new tools. 
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2. A percentage of Iron-containing preparations are packaged in 
dropper 'bottles. Those manufacturers who have prototype designs 
for child-resistant dropper bottles were contacted and indicated 
that subjecting the prototypes to the testing protocol, building 
productionmachinery, and producing an initial inventory,would 
require a minimum of one year.' We realize: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 packaging manufacturers, safety packaging would be develop­
ed for items in dropper bottles in time to meet the effective : 
date of that regulation. This has not, however, proven to be . 
true. •; " 

3. We would like to delete the sentence on page 3 of the proposed 
regulation stating that, "Iron containing preparations are currently 
packaged in glass bottles with threaded neck,finishes, in vials with 
snap or screw type closures, and in bottles with glass or,plastic 
plugs. IVhile the statem'ent is true, iron preparations could con­
ceivably be packaged in other types of containers i.e., bags or 
cans. We would prefer a general statement that iron-preparations 
can be packaged in existing designs of child-resistant packaging. 

Copy of Reg (attached) 



'•.^lEMQ^^ANDUSi;, eof'':SU' PRODUCT • SAFETŶ  m m SS ION 

DATE: , F e b r u a r y 1,,M974 

1 u : 
THRU , : 

FROM: 

B i l l Menza 
V-Jalter Hob 

SUBJECT: 

xng : D i rec to r , -3Eh 
BEA 

Proposed Standard for Iron Preparations Under PPPA 

BEA is. in. complete agr0Heht:;7,.ith', Georg Maisel's, BBSPP,, 
meirtorandum of January ;2.2, 1974.; (Proposed. Regulation' for the, 
Child-Resistant Packaging of .Iron'Containing Preparations). 

,We would like to, emphasize that our analysis of the 
industry also indicates,that this regulation should become 
effective one year after the final forin of the regulation: • 
is- published.,'' •,; " 

In order to help minimize:changeover-costs/work off , 
existing:inventory, and generally allow for an orderly • 
.transition, a :one--year .time ..period for .compliance is, . 
recommended. • 

cc: Georg.Maisel, BBSPP 





CONSUMER PRODUCT SAFETY COMMISSION 

,„i)f\Tt:July 17, 1975 

•JO' :Uale C. Miller 
Througli: Director, Bureau of Ccrnpliance 

FROM: Albert F. Esch, M.D. , Medical Director/;' ̂ X:" 

JUBJECT: PPPA Proposal for Iron Salts 

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

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

The Bureau of Foods subsequentlyi (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 variability in body, v/eight (such as the 
18 lb, 12-ir:onth old crav.ler) of individual variability in susceptibility 

On May 14, 1973 the Bureau cf Drugs indicated their concurrence 
vdt'-i the iov.er figure, concluding that "...establishing a conservative 
upper limit of package content has merit due to the rather confusing 
manner in v.'hich data is (i.e. are) presented in the literature concerning 
the toxicity of iron." 

There is no means by v;hich v/e 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 I favor the position that, a reasonable "margin of safety" should 
be incorporated into the Coirinission's medical decisions. The other 
points outlined in the Associate Ccr.n-dssioner for Compliance memorandum 
(M.ay IS, 1275} appear to be a consensus of many corjr.ents elicited over 
the past year and should be acceptable for CPSC proposal. 



P/ii-iXvi^iv/ilN' U U iVi Di.r.\RTMi:xT OF Hi/M/ili, I : IH:CATK). \ , AXi:) \vi:i.i Aiii-: 
vv 'c III"..M;]II sr.KxiCF. 

KOOn A:,.J DJiLIG .-XUMI.N'I.Slli.VnON 

T O . Director 
Office of Standards Coordination and Appraisal 
Consumer Product Safety Commission 

DATE-. ^̂ OV 3-0 1973 

FROM : Associate Cor.-anissioner for Compliance, HFC-1 

SUBJECT: Proposed Regulation on Child Protection Packaging for Iron Preparations 

1. The Food and Drug Administration has reviewed the draft of the 
proposed child protection packaging standards for Iron preparations 
and concurs in the publishing of this proposal with the following 
recommended changes: 

(1) 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'teLCa eleiaeutal ou' page '1, 'lines 2, 4 and '6 of the 
analysis section and revision of the standard (I 1700.14 
(a)(11)) to read as follows: 

"(11) Iron preparations. 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 provisions 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 children 
younger." 

(3) Due to the complex conditions associated xJith 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 
paragraph, line 3, page 1 of-the analysis section in the 
last paragraph, line 3, page 1 of the document. 



4" 

(4) For clarity, revise the first sentence of the second 
para;;raph of the docinri.cnt to read "Acute accidental 
poisoning from iron began to occur with greater 
frequency when iron became widely used as a therapeutic 
agent." 

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

Q 
• Sam D, 

Enclosures 
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•••* , MEMO. \NDUM' CONSUML ^'RODUCT SAFETY COMMISSION 

DATE 

TO 

FROM 

SUBJECT 

January 25, 1974 • 

Dr. Albert F. Esch, Office of the Medical Director 

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

Special Packaging Standard for Iron Preparations. 

General 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 
view 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), pp. 615-619, December, 1971. On page 616, 3rd paragraph, Crothy 
quotes Arena, in part,: "He [meaning Arena] further clarifies by noting 
that the minimal lethal dose is much lower since fatalities have 
occurred with as few as ten 5-grain 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 mg, 
14.7 X 11.4 = 164.58 mg. Fe 

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 Biomedical Science 
Edward Finch, Bureau of Compliance 

file:///NDUM'
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^ . / ' • " -

Jaooary 31, 1974 

Dr. Albert Zscht Office of KedieAl Blre<i4ior 

Sr. I.. 3sa»9~Sbax&»a, Slreetor» Office of Standards C^rdlaatltm & ifprs isa l 

Special Paekagifts Staadard for Ir«» Tx&pax&tiiô as 

This ^ i l l dervo |u» eorreet Aa «rv«r in^o/mpatatixmia oar 
eteaorandraat to yea of JTatttiazy 25, 1974 ca tbo osxsa safbj^t. 

The valoo "164.58 ag. Fo"* slwtild %« r ^ l a c ^ W ti^ yai«<» "91.2 
1 3 g « «a* ._ - , - ; ' - - . ' • " - . . : ' . , • . ' ' ';..' " .'- '-. ~ - — :/' '- ' '-^•-'•-•'^: ^ - i - - - f r " , - / ' ' ' i - . 

-̂ •/" •̂,/'-:tim"etwi)nc oeexd^ed beeanso vs ' s^re saisg the p«ra prodoct» "F« ! 
SO^**|"^Km iry;dk to base ear e^apatatioas. The 9« S. ? . , bosrever, 
spetcif 1 ^ tbat tbft teptabydrate of Perroas Solfata, i . e . , Fe SO4 * 7B2O, 
s b s ^ ba tasad i a aoirafactorias Ferroas folfate Thus, iroa 
.aeouato to 202 bjr v a i e ^ <^ ^ ^ bTdratel Ferrous Salfate rather tbaa 
tba 36»ftX used la oar orlgiiial eos^atatioa. Tbe ae» calculatloas are : 

40 (ag.) X 0.20 • 8 (sg, Fe) 
" 8 X 11.4 «• 91,2 (sag, Fte) 

Tbia also iadieatea a ebange'la t ^ laat paragraph of tba anbjeet 
issBo la G m t the proposeB level of 500 Esg. total Iroa per package is 
approzioately 5̂  tlaes aa great as the lowest dosage reported to causa 
death. 

ce; Office of Geoeral Ocmasel 
Dr. Marllya Brackaa, Bareaa of Bi«Bedieal Sei^ice 
!^. Edward Fiacb, Sareao of Co&pUaace 

bcc: 

OKO Files 

Chroiu} 

Prepare: BScharf 

Signer: LJSharmaa:es8 1/31/74 



MEMORANDUM CONSUMER PRODUCT SAFETY COMMISSION 

DATE: January 31, 1974 

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

FROM: Dr. Albert F. Esch, Office of the Medical Director 6^^«2<X-

SUBJECT: Special Packaging Standard for Iron Preparations 

Since receiving 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 Cfotty of the same organization 
(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 a,nd the FDA in regard to a safe level for regula­
tory purposes. I therefore maintain my recommendation of July 17, 
1973. 



Fabtuaxj 5» 1974 

" Hlrftaal fttMa,y GBS, A J ^ t d* Sdmalbwr aad S« IisaEa»«g • 
^BUrs Ftederlek Ss r re t t , fica^nUva Oiraetor 

U JSassft SbaKBflU, Director, Of flea of StoisSNffida Caordlmnrfoa & if^rti iaal 

?cilee«a ^ •d'darary 10* i974» b^8«ffi» Scewa traii)«X9 asd 9« Saasum^ 
*. c-
4, -1^ ,* «. -• ft -̂  

In tibo xaferes«ed t<d@ec« «f Jlasoary l@j» 1974f ^eaffirsi Ooimsat 
^raed ghft^folleglns t8» qttH3*tlanar 

1) Caa t&e Baeaaa of Bl^eediciaS. SeS^ifio a&A/et t&9 ^ € l « » « t tiia 
fladical lHl9re«te<̂  st^^gort tito 5&9 s^*/tetai f d d b ^ Tftnltaffoft fnr Xrea 

,. J " 
"̂  -'̂  2> ̂ Cea tba Bosemi of m<qBw>d<cal Selaaca seaport t£» « l a i a titot -̂ " ^ - -
1&M xafaiSasMat of l^peeial Fadtagisg f«r &»ii Fr«^^aKati«sd l a feaelbl>» 
l^raettggbltt and a^p^Mprlate? " ' .. . 

laj^s@sr. t o tba f l r a t fgeatJoa, tbeara eei»as t o be aaaj^ d«afl5Beatattfln» 
fipiaa a t l e ^ t«d» iad^ t̂̂ BBisBt* ^^i^Sioritativa a s^ V'^Ui^lft 6oiaeeeai» to* tN» ~ -
off eat Cbat S€P9 ttsg* jrf faleffltimtal* i rea i a <» 3»s^»»kbla^ « l t b w ^ adNLt t^ l j . 
ai^itrax^t JawSL a t «lkicli t o sa t tiba fpar faeks^"" t o t ^ U s l t ^ i l<^ ^ & 1 ^ ; 

Special Fae&agias ««̂ aUI 3»»t bo «eqalz«^ fas Xros Rpq^a t toa i* : l̂ a^^adUtW 
tba t t i » laval i a arbitxasy -«ajl^ beess»a i/t wsaSbi be wî -̂iSBi t » ixB^tsaihtA,. 
to aet a i asaet l i s l t heiU» s^tieb ab&Blataly a» f a t a l i t i ^ i «r seatSa&t llXr . 
aeitffie^ ini^Ld acsar* tb ia iU» b ^ t s o ^ ef tha gr«^t '<PBrlal»iliity f̂ BB famaa . 
to hgs&a m i / ^ t m ^ i^eea eMM to «Mld, l a tibe a b i l i t y i» t^L^tsta is»»te 
folmmlii^* &8& dspe^ds ^ tba atata of bealtb of t ^ l ^ i iv i&nl oad <m 
et^t--;'^3e9t^mmBte3. aad Itenraditary fostears* Slat say ^Uo p l ^ aa ia^^&tot 
r t i l^T Botfê fiaty s l t b ^ ^ b arbitr^gr/«« b^i^^^s i » ara laaafas t a tba eoi^ 
aervati i^ vl«» l a o^fas^bas t»ea ptoteetlOQ t9i ^bllds^aa by aULsBlae f^r a 
gcaater aatgltt of 0a£ei^ ^ s » a^iailiable data ladjteiate wnmM o^artelea ba 
possiblo for ea ^ 'aet t« . - ;:".'• 

In a @»s»raffidim of !>a^Bsbar 7» 1972» t o tib»a C i r ^ t o r of F3ilL*a Baraaa 
of Prod%N5t &d^ty» !hr. Beary Si^^^ta* tbsa. Sirestcv of WM,*9 fiocaaa of 
Sbn^8« a t a t ^ tba follo»l8g oa tba b ^ i s of fix* AISA 6«sa*a xasasrebt 

'̂̂ be asQ^ly aec^ted iroa dose teiq^blo of tea^l i^ lUae^a l a a cbild 
i s £ î»tf: 120 ^»/kg* Fkovidiag a sargia ^ safety t ^ loearl^s tMa l l a i t 
t& 109 x ^ . / l ^ «»Rild place tba daagsroaa dosa a t aboat 1200 ag* for t ^ 
25-pwBBsd cMld a^c i f l ed i a tba ^P?A« Tterefore^ a reaaooable l l a i t tsould 
seem, to ba ^>oat X srse"** 



thia thesa la bro^ibad a^aia l a a Bettoraodaa of Uareb 14, 1973, 
froa Gr» AUoa rerbaa» Sapaty Dlreetor of EM'a Sivisloa of l ^ r l t i e a 
(Baraas «f f^eda) t a TBA*a Asaoeiata Gearalasle&er fot Cee^Uaacee, * ^ .L 
ttrtginally re«^&«iided tbat tba f t o ^ m ^ tesalat lea a^ply to a l l d ia ta i? ^ ' 

: <ŝ »pl«9B|mts of vftaaittgaBd alaaiala «ad to C^.dti^iJii «oat«il{ila$ itmk» aa .\i - .>'^ 
•̂•/.•'ban tfce.CwasItt«rt>"-4W''llateiM«Br.Aaarieaa.Aea^^"<rie fediattlea»vvtbla#^^-^'.1^^^ 
;'' j^altiMi^'«ad b<ii^.';ia "^att.'O^ - t^ ja i^ i t ia ty ' aataca.-of^ :aal»stl]^'tt^^vfii^|^^^^ 
: . 9jiiMii£ii 9mmM. pi/iMmk pirn v ^ 4 e ^ t^^k&m^^sMi^tasd^i t f -hea^&m^ 

a probXea »Mt b^i im t M e b I t Seaa 'aal!^ «%ted sao l t lp la u o i t i a r a jsceldeiffitallyi;^: ;' 
'- l«^;89ted»'v^^.ball<a«a ' t b a t - : ^ t b e ' 1 ^ a l a ' ^ e a t l v a i a a t t a i ^ d ^ l ^ ' tba^axy^:^^ ' ! !^ ; ; - ' - : 

d^tptoatilk o f fl^lii^tabllitsp cdF c ^ t s t a l a t i e a ^ ^ ^ Iba ^ a t l r a pa^baga ««ir^^€l^-' ' 
,̂  ^ talaiii .^:esea8a>^of-^'tf:"^^ o f . 'lrtn«^^-3b88^'^t^-'fdll«£riBS;typdi'of^^^ 
\:;: '4iel£^*^.'ea^p^Mei^^ tba'?^^.!:!^ >;'--.:̂ ' 
^;f «ife/|teBMbt,|w«r-;i^^ ; ^ ' * : l n s t e ^ ' ' o f ; 1 | # | 0 IB$;^, eM^/^}Ti:^^}^./r/^ 

' / ^ : ! / / / M M ^ ^ ^ & ^ - i ^ ^ f l k ? ^ ^ ^ ' ^^^^M S-^.5:^?^l- '̂ •/"'- •--''h •v:'"-̂ ! j>̂ f'• •:'̂ ^̂ !̂ '̂-'-̂ -v'C ^.X! "*&?>•'•" ̂ "5 •̂ irV^T' 
* ^ f | _ t ^ f t * ^ « ^ 5 ^ o f .tW^i «ffi®ie«fa*&ffli 8ii*«asi''(^*';, " ^ iia;i;:>-A5-i^r;^'«-
•',CFWrtM5J^i%^4»..w;^»s^ 'i^p<^,!3i@^t fBBt , t e t ^ 'pa^k$iss^-.9f^//f^l^,^/'''. S-
•.^/•;J(^'ii^ita:;«W':-«ffli: 'Ste ' t iaa ' toxi t dose ia i » t >sli'*ffk<^ii^;"v '̂ .z 
:i^blite^bl^]iQBB^'ii-.|^ S $ ^ ^ i^ikiT j s^ tee - ' ^ehwl j^^ 

'^^'^ir^lee^ybia^toj^bS^^ t b a t / t ^ ^ B e ^ ^ ' o f tasea te^ir ted by^.tim'l^ti(e^\%.:-;.''!^^^ ^̂ ' 
€i,ftfflrtn|(^^ i c r , % i 6 ^ Cleatrel C a t e r s la a grass sssderaatiBate of tlui : 
t r as laaidowsT (l7«^»Qatered t ^ eases l a ab l ld t^aof a eollaa^to t ^ creeks^ 
ago t^salf» prosptly i i^ i^ t^ «rltb «B^tle«« t ^ 
leave teaa^ 'veum for trarlablii ty in body waii^t (s«ttb £s tbot 10 potmd..; . 
12'''@Q&tb eld etmXex) 9 t I s^v idba l var iabi l i ty Jte suaeaptibillty l a '/ 
toddlera af tba s^@ sisa* JBbe ebjeetlva sbe^4 iaeloda pi^tactioa ai^dast 
sd^ l f l eaa t i l laaaa 69 «elX as a ^ i a s t serious i l laess »l tb a pot^ i t ia l 
le tbat <mtecKea% 

la a .̂ Sefflorao^ai f'or Fila* of Msreb 29, 1973^ Sr. Fc«fc«s sayst 
* 1 ^ l i o l t a£ S0O i^« of t o t a l ir<Mi per psclLaga, f̂Hsiv6 «M«^ safety 
closures veald ^ rofttired i s defeasibld*** 

l^« Msri'tm Fii^:al, Si^p^y B^^ector of fSA*B Ŝvaemiai » i &ta$9$ dla* 
' et^ses &r* Forbes* ^i^rai^isB (as daierlbed above) i a a ^teosaadisa of 

Hay 14« 1973» to Fl}A*s Assseiato Co^Bissloaer for Cee^liaaeas *̂ fha : 
balaoea of tba 9ê Baceai&v& reeoesteadlag tba eliMaatiim of «n arbitrary oxit 
»>Bteat of dosage ssA sstablisbijag a eoeuservatlve upper l i a i t of pacbe^a 
o^i^teat bas ^ r i t dtia to tba ratber eeafusisg asnaer ia f^bieb data is .pra* 
salted Sa tba l i t e ra ta ra coseeratag the tozdLeity of i roa . Zt i s d i f f ieal t 
to detersiaft lo t&st reperted cases whetber tbe eatbor i s referrals to 
al^^xital i r ^ or tm iroa s a l t ts'bea ba attesE^ta to presaat tfa« tosie dosa* 
If sore rel iabla data are availabla oa tbia sabject» ear p ^ l i c a t i o a of 
tbe losmr 500 ng. safe apper llssit of pacbase eoateat sbeald p r « ^ t ls ter« 
estsd perscms to preseat saeb iafonsatloa for 0£BC consideratifm prior to 
flaalisiag tba stsstdard". 



tftidez cover of bia lat tar of Bay Id, 1973, to tbaa Aetlas 
EKoestlva HireetMr o£ PSOC, Jobn {«eba, FSA*a Assoalato CesBstsaioaar 
for Coapllaaca forsardt^ Gr« Fiabel^a vmrnxmAvBOL ^ ^sf 14^ 1973 
<des«rlb«di ŝ̂ baira}, Xn tbia lettair !Sr» flaa xafera to t l» al is isat toi . 
of aa e^itracy oalt dosage eoifcoftt for Iteo fv^ffitatloas vibdiA ««>-•'• 
dtatiag tba «^ur Uni t of ^tfi^as* «^eita&t frea tba 9tovlfl^»l9^ (CopfioeA 

,b t ia l ly"»ar^di^ 1 ^ ^seES»t»..,ft%''|aA^0::i^3ir<^^ 

; lo ' i (» ' ' i^ep^ ' bf' isbleb; vm / ^ m wmi9«. ' SQ^^edltlimsly ' a t '^ wiX9 -̂̂ '"̂  
p r s e t » a 4fi^acssim^^im e ^ i S ^ o f l s i » f o e * StS s»o»id 

l@^(^n of fosd a&d l i^«^# t «o«il4 « a » ^ ^ t&o I M C * fisjdso 00ft c^.)^^^ « 
ala^o X f M r tl»» ]^»aitt(»i clbat « taafit^uiiblo ^satfila o f dafei^* <Ab8oI4 ' 

il«:;iSe^t|^»C3^fi4 P ^ tb i i l^sBdlaaiiim^o sedlat^ datlsieras* tbe otbav 
'"goli^''<wttlliaae4 f o t JkrHgllmwwt vmsaiux^xm 
i ^ q f i M ^ . l i S i ^ % % j ^ ^ o.c«p««i9^^ $i-i»my ^esssnts oHoltad ovot 

:;-'''̂ :;.'--'':Xa~'l!î ^ ia eidldfaa** (€ltBl«4d 
fo^ttitoXo^ii 4(4yt fp« $15^ lfn>» 1^* Jeba ^^etty «dt FSA*o 
Satietisl^ Cl^Flx^MEt^ fot ^ I s o a Ceatuc^ €eataro witoot *l3aatb b̂ sa 
o(eeBSi!3d fco& tba lagestloa of f a r e^ i a^Lfato l a dosas raiaslag fr^i 
4d 4^ MC^ i ^ . ^ « ^ ^ ^ i»l |^t» Isppo ^t8 edtlaatad tito fatal d^to for 
a t-ffOisef̂ M «« ymaas^ ieMl4 tf» bo 9 ^ e®«/l^»|l3«;% liura t^£<m^y ix&m 
s t a l ^ ia Ms bi)«iL» *lN»laQ î&s%. t ^ tiia a m i ^ bt̂ iapt latlbal doso i a ' 
abot^ 209 to 259 i%» of ttrnf^* fair tbo SiV̂ &î Bs t-f^^^'iA tbiUi # !^^ 
aa issastloa of t @a« of atossat^ it«a* &i f^rtbat elatlfled b j «^ ias 
tbat tba tilalsail letbal dosa la ^£sb lam&f: eSaeo fatalitlc^s liava oe^orr^ 
«dtb as f 69 a» tea 5'*^aia tablata {2| (i^ilti^ «9ald a^ml £]^ a$*̂  of 
^l€i£aeatsl i x ^ ^ Ali^o@^ sts t ls t leai data ara weme»^ l a 1953 « Britisb 
orti^tlo atatads *<^»^l«tivo ŝŝ sximi&<» dl®els«tes elosa to ^ S i^nrtallty 
in d ^ a g ^ fr«a 9-4 f^ of orally l a joa t^ Ix^a ia ebUdreo;* t3!l* Se 
IfSa, Aldtiob is«»tfIti^ tltis li^resai««i aatlas t ^ t afttar lag^t l^^ of 
l̂ ofge ^b«ui of irea tba iBi6rtal4ty tato i^^toac^^d 502 |41^* 

A ftssstloa did arlto aboat 1 ^ t̂ biafd a^ites«»k la Dr* Orotty'o 
a r t l ^ ^ t̂ bdÛ b d&<as3Ksd to iad i^ to tbat aa H t t l a $m 40 e^« ferroaa 
Salfata ^ar i;il^eaa b ^ « a i ^ t bad fre^toed deatb lo abildteeu tbia 
^>r%^ oc^ to a total o | o i v a l ^ to 91.2 a^ ̂  Id t«r@s of ^eCU^mtal** 
I r ^ u iMa m» h t m ^ t to ttm attaatioQ of Br* Albert ^ e b , ^e^ital 
^ireeter, Sffic^ of tbo Bedioal Siri^tav, la ear awwraa^taa of J^sr* 
vsry 25« 1974« After disoassing tba isattar wltb offieiala of iM^a 
Siatlemal elearli!#iOBsa for 1̂ »lsoa ^ » t r a l Geotera <<nelwdltts ^ . Crotty, 
acttbdr of tba ssbioet artlele) assd vltb offieiala of tba Sareao of 
Slo^^ieal ^ lsa«e , St. Eseb* ia bia mmxt^Asm of Jmiaary 31# 1974, 
reit€»eates bis 3(Ki s^* pe« paeba^ ree^^sadatlc«a» 

3 



Oar reviev of iros'-contaixiiag preparatloas of a l l so r t s , as l is ted 
ia '^Foeta aad Cttaparieons", rangiag fros s traight ircm'-oeataiaiag 
prodiKta to iroa aad vi taaia ^sMaat loaa saA iroa and l iver e o ^ i a * 
atioaa, e t « . , rev«als tbat fe», i f aay, isi tbesa produeta voald bo 
4KHffî ted fzoa safeiqr j^odeAs^^ oa J ^ a basis of praseaf ^oaat i t las par 
paeb$0e aoMl a 5M eg* pae paebago to ta l tSEatast l i s i t a t loa* 

; Xa vle» of tbo eostaaslvo dooosieotatlrak aspi»rt of t ^ 500 t^« 
**al«fitdtol^ iroa par to ta l pasbana i l s i t a t l «k for lroa' 'ceatataias 
pr«^srati«as, «o reoira^sstd I t s rateatlU»a l a t£te sabject proposed 
staadard*^ • :.•-.• --.'.-//: ^ 

8»' Ce^sartO'oa <Nesti<Ma t l~- '^ - / - * % ^" ^ ' 

7 : 4 A 6 ^ #« l f73 , froa Clay Slsk, tbea of tba„^ 
iMrow of Bl<»^leal,.9olfi&e^ MvCsloa of ?olsoa Pr^vi^atloa f^seka^la^,^ 
.to'l^^'70*liaillV'^^N^^ t ^ eoateeta.vitb^ 
a'gcBgteJBg.yof 'p<^^l«g"''oaf^Hffirtt«;:'.',1^"'^t of b i s f i ^ l a g s l a tbat'tb4»»^^ 
e«^p«sdU^;a^d.«a^^e^^ alra^^y os l s t l s^ psabaglaji:.c' 
eaterialo belog ased for esplr ia sad o t b ^ predicts s l t o i ^ oov^ared W^er 
t ^ Foleoai ̂ ovea t ioa ^aeltafti^ Act iia ordat t o t ^e t ttxa i^oda ftur tba .; 
s ^ ^ i a l paslcasisig of Ir^s Ft^aratl^stS* A @iai@^ of :U &M a aii»2a^i 
of 34 «^e&a ^mld ba as^essary to a r r s « ^ for additloaal pmdvettU^ ... 
«a^eoitsr* '•,/.:^.-.. _.:--•'..'; 

Slab; i^ritea tbat vamt p^ibagers of Iroa ^teparatloao oro eaa^tsed l a 
liSiag apaeial p8eltasl.ttg for otbsr drag; predttets &eA already bava t ^ pro-
dttttiea a^aipsisst to ass^iblo tba cMld^^^eslstaat pa^^a^ges m part of 
cbalr ieor^al f i l l i s g liaoa* 

Ibe pabl^satioft <4 a prepoiKi4 atd^dard %rm3ld prevlda &»so^ lead 
ti&s to alleir a f f ^ t ^^ f l t a® to do tba aeeessary plmoix^ sad to plaeo 
orders « l t^ tbelv pscbaglag aappllers* 1 ^ paekagl^ s ^ p l i e r s oould^ 
Sa Cara» saba tbe saeessary p l ^ to espas^ predieetloa aeaordlagly. 

Tba INraaa of iSios^ical Seleses eoad^ieted a survey oa lua^es^b t̂ 12, 
1973, of 5 of tba largest esamifsettirers of safety pael;s^iag« i^ tbe 
as^s^ t ioas tbats 

a« 1 ^ pr^osed feg;olati«& «;i^ld bo pabllsbed ia Jaauaxy 1^74 { 

b* K^e f iaa l r ^ o l a t i o a tra>ald ba pablisbed l a April 1$74, ^ t b 
&k effective data of 1 year f r ^ pc^lleatloai aad 

a* Ssffieieat orders were received ia a tlssaly t ^mer i 



tbey vould sapply packaging ia sofficlaat quaatlties to seat industry's 
aeeds. Eovever* this i s based <» tba provlsloa tbat tbo fiaal order «i 
tba Stasdard eoataios as affeetlva data aot earlier tbaa ffiBo yeaar. after 
i t s poblieatloa la tl»,Jiedoral B»s$at9t•'^0/^ -'".'/!i/ ':':--,:/'̂ .-:̂  / - / 

.--''.'''A"ste&srasdQB of .<£nHiMr3r̂ 22*'lL$74a [titom:^S«^-'^tie^^., ISSiSSf.. to'- .-.-•''-.̂ -
£d V S J ^ I se, xoltiHnrtss i ^ foa^ibUi^^ pgaeflgabill^ i ^ â pn>-» 
ptiat^^da^^^'of'S^ial;l^te&^iisis^ for.-Xt̂ ..ftjipme^adjom '(<^. Sroso;.«^ ^:''// 
S^^tieii/^i^^tis^ tba Ftsal^iMQ^ #«otaias / / 

' ea aff4^MU«e..''dato pot'oarlfi^"tbaa 9 laot̂ tka to o 7a8t.̂ -Qftarr.ito.jp«&;̂ ,:'.'.< 
Hcat ioa l a tbo l'Se4aral.:B^^t«r#'l3kio''parlod«^^ praf^^]^'i^.'3^iar»~r 
'venM/aiSMm i » & ^ ^ todeveic^raafoi^^pactlce^s^^^^o^ 
-"for tbo30'^r«q^a»tii3«ta^^^ l^to'oso of'dn^slpot l>ottloo«>i>^^&.V:r!^r :''̂ ':1 

; & itO: aea^raadsai of TabCQasĵ  1# 1974 Wl^ei^a(a^lU^^s^»t ' 
tbi»ieilt:S»bl7if;S^ tbo 3«i%«m of EesQsa^i J^kalyalo 
^ » t vlebj^;1^8ws of €eeeg llelsel la bio «e»or«^d^ of J^i^^ey 22, 
1974-i'̂  tO-..̂ &3ra '̂of G6saflljmiso\.'(iN^ '^^ovo}* - SSA*o is^stx7..4^ly^^ 
indicate tbat «» Mfeetitni doto of mat year ^ti»^ j ^ l i ^ t l ^ lo tba 
getiti^";: afi^wtmr" lo' JMlled for* : tldUi « i l l oaaevo e^ sla^ytiso &aimk&ii/v&g 
e î/l»,'̂ .€M/iA:iilXiBmiB^ <«4otlag li»nm^«y t̂ ^̂  off «Bd oUov 
itft m/ot̂ kBi)A^ 1^^ pe^ioi t» aeMsi^ fal l oes^ljt^aeo l^y^^^ 

,effedti?i»>4lst̂ "'.>'̂ :'i-:--'̂ ^ - c : / ' • • • • ' • ' - ' ' ' ' - ' - : " • - - • X : :-.'• ••••.•^---:..;i>--v-??~'^":;' r •if-'i^v;':-' 

•S-VS'V 

X tS-i?!*:--' 

' 'I:'-.'^'.-

-'̂ vĉ ;./ I t ^oesas' t ^ t ^ foas lb l l l^ , . p t s e t l e ^ l l l ^ ŝtd opproftlot^ess':.-j-.-. 
of Ofsslal piesSasqi^ for iroa ptef^rotlesa baa b ^ a ostablliEdisd, Ps 
<»oald ro»^t@Bd tbat Is4i3@try bo glvat t l ^ fal l assraat of ti@a posslbla, 
1*0*, mA y e ^ , l a vbleb tO;@ £̂a appi^prlato astasji^^aata to pr^orly 
etss^ly «ltb t:ba fJaallsed otaadard. B^S&QSO of tbo Is^^iiatlva i»od for 
ape^lsl pacbagia^ la tblo o r ^ «o M^it offisaider tba p ^ l b l l l t y of 
^diog a ptovisloa to t ^ effect tbot oltl^ag^ m&"f^x ia a l l o ^ f^ 
f l n ^ t» b«^la to a:pply safot^ eXmtiŝ m to l^co pr^idsatloi^^ «a f̂omi4 
mŝ &tt All. f l r^ i , l a g^^ faif&« to boglfi to asa,moih'imietf pa^^ijag 
as o^ai ''iBSi•i.t bt^^aa .av^dl^bSo to tbeei»' tbo em, ̂ eait period Bo^sitb- ' 
oti^dteg* 7 Xbaro la a pratade^ for iBmê  a otat^s^at* fliA la I ta reg* 
olfittljga ^ Xgjpaat fiealstsaftt XBases (€Fa t l^ 3*35) atated la i t a filial 
"et&ssi'i/-^Th» t^SBsitieai t» ii3pa t̂*-«oslgit&at l̂ »s@s @ast ba expiated ao. 
pr^pt ly so posaibla; be«revor, to provide for ^ $ doveleiis^t of gsn 
a d e ^ t o ot^ply of lapaot'-gaslataat lem^. ^ ^ to fi^eilitata ^ o r d e r l y 
4BbiŜ igoo<̂  to tl^£» l^sooof oU 1 « » ^ a^Eofatterad after Jaaa^ty 31, 
ItTS^ saast b«i isi^aet-'rooioteot'^^** Jootbar* ^̂ osm. pertlaaat pr^cad^t 
@ »̂aiiaod la V^*9 ti^^^mt for ^ i s ^ a t o as^ data oa "ifotsbllsl^aat of Cbild' 
?rote«ti<m Fael^gi^ Stoadi^rds for leapraserlptlim l^rago fe« S^g»s** 
^Mx^ vm p a b U ^ ^ la i^a ?ad^el Saglstetr of J«ea 20, 1972 (?ol» 37, 
Sis* 119i,.p« 12171 aad 12172) • . f^ ^ast to tba last paragrapb reads i 



**Iba detaaads for special padcagiag are espeeted to bo etd»stsatial 
aad v lU iacraasa rapidly vhmi cbild<-preteetiott paebaglag atssdarda ; 
for seaprescri^tl«i drugs boees^s affeetlva* Xa e^isid^iBg tbo par* 
pose of tba Act, ^bltb 1« to protect eblldrra fnte pol8«iliif sceldaato* 
tba CTOgBtsBloaar bere^ r^aeata t ^ pbfflt&fKteotlealJMiost^.'^ 

-r, ' . lX,A0iy:^ii i :} ' aad ®spW tbs.oSQ of-^poclal pacbaglag to idi-^K^ec^ctyl^tlra 4 s ^ .̂ ,̂ 
predacto i ^ r o «aiy i ^ t ^ t l a l for b a a ^ tei obll^^^^^^^ diioa 
&9att tti^ Hss '̂-^ii^^ to establish logdliyOiat-> 
foreeablo re^alreaMfflto". tbaa, t ^ s o firao able to obtaltt aafoty aloseres 
earlier tbea otbers v&y begia t9 ase tb^i earlier* 

cei , , 
Dr* Albert Se^* Slroetor* Offleo of tbo Medical eitoetor 
Us* fiobart WsSiix* Baraa«i of Bloe^idioal Selsaea, Attat Ibr* 8r«eb«B 
Sdvard Flatib, ]61r^tor» Boreas of Ce^Uaoco 

\ t 

cs^esmmcs ma 

Albert iseb, Siteeter, ^ f i c e of tba Sato 
l̂ ^edieal Mrector 

>^"^"7» 
liS>Mrt̂ ''&bir»'Mre«^fi;:.,̂ ^ !."" • ,• .;•; """"ISto" 

^ j i n i i r w i j i . 
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MEMORANDUM CONSUMER PRODUCT SAFETY COKMISSION 

DATE: February 5, 1974 

TO : Dr. L. James Sharman^ (nsCAO"̂  

FROM: nr. Robert M. Hehir, (BBsV^ 

SUBJECT: Special Packaging Standards for Iron Preparations 

VJe would like to make the following conments with respect to 
your memo o£ January 25, 1974, to Dr. Psch, regarding the 
above subject. 

IVe have reviewed the referenced article quoted by Dr. Crotty, 
from which the fatal level of ferrous sulfate in doses ranging 
from 40-1600 mg/kg body weight was tal<:en. 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 verify these data. 

We would like to emphasize, hois'ever, as these t\\'o articles point 
out, there is much that is not well understood about iron, its 
mechanism of absorption, and even its toxicity level. For instance, 
ferrous sulfate exists in several stable forms, e.g., anhydrous 
ferrous sulfate, ferrous sulfate m.onohydrate, and ferrous sulfate 
heptaliydrate, which oxidizes in m.oist air to form ferric sulfate. 
The heptahydrate is converted to the tetrahydrate at S6*6°C and to 
the m.onohydrate at 6S°C. Fach of these forms, depending on the 
ajDOunt of hydration, have different solubility levels. There is a 
\\dde variance in the reported toxic levels for ferrous sulfate 
(hydration unspecified), as Dr. Crotty reported. 

file:////dde
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Toxic Level 

40 mg ferrou^ sulfate/kg 

1600 

900 " " 

Elemental Iron 
Fauivalent, based 
on FeSQ^ . 7H.̂ 0 1/ 

8 mg/kg 

320 mg/kg 

180 mg/kg 

200-250 mg/kgl/ 

57 mg/kg V 

, 44 mg/kg 

Source 

Unknown 

T Unknown 

Hoppe 

Arena 

Arena 

Proposed standard 

Age 

UnJoiown 

Unknown 

2 Yr. Old 

2 Yr. Old 

2 Yr. Old 

2 Yr. Old 

The safety packaging standard for iron was initiated on March 1, 1971, 
by the then Bureau of Product Safety of the Food and Drug Admnistration 
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 
Consum.er Product Safety Commission, (Office of Medical Director and the 
Bureau of Biomedical Science), which are staffed \rd.th expertise in medicine, 
pharmacology, and toxicology, have revieived 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 vj.ew of the questionable practice of persons of 
diverse non-teclmical background challenging the technical eî D̂ertise of 
the Food and Drug A.djninistration, tbe Consumer Product Safety Commission 
(Office of Medical Director and the Bureau of Biomedical Science), the 
publication of this proposed regulation is being needlessly delayed. 

'T\-\e im.plication of this challenge is even m.ore serious: future^ as well 
as presently drafted proposals of standards from the Food and Di"ug 
Adm.ijiistration and the Bureau of Biomedical Science are based on the 
best technical knowledge and state of the art available. Tliere may 
always be suggestions of serious injury at levels beloA-/ that recomip.ended. 

1/ FeSO^. 7H^0 is the form of ferrous sulfate most cor-snonly used in drugs 
and food suppleiDents. Tliese calculations are ha.sed on a 25 poiuid 
child ril.4i:g). 

2/ .Average human lethal dose 

3/ >-'inim;al lethal dose 
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However, until a loÂ el is set, no protection is the rule. V'e recognize 
the shortcomings of this method and are mlling to adjust such.^levels 
as further data is developed. If standards are set al the level of an 
isolated report, it may be impossible to support them should this be 
challenged. Once the data has been fully evaluated by the medical-
biom.edical staff and agreement reached on critical levels, this'data 
should be submitted to the Commissioners as presented. If non-technical 
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 concurs with these views o£ the 
Bureau of Biomedical Science. 




