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Date: May | 6 2000

TO : The Commission
Sadye E. Dunn, Secretary )
Y
FRCOM : Michael S. Solender, General Counsel l
Stephen Lemberg, Asst. General Counsely{
Harleigh Ewell, Attorney, GCRA {ext. 2217) }/f-

SUBJECT : Whether to Propose PPPA Rule for Oral Drugs Switched
from Prescripticn to OTC Status

This vote sheet concerns options raised by the staff's
briefing package on whether the Commission should propose to
require child-resistant packaging under the Poison Prevention
Packaging Act of 1970, as amended, (“PPPA”) for products that
are subject to the Commission’s rule requiring special packaging
for oral prescraption drugs (16 C.F.R. §§ 1700.14(a) (10)) and
that are then granted over-the-counter (“OTC”) status. If the
Commission votes to propose such a rule, the Cffice of the
General Counsel and the staff will prepare a notice of proposed
rulemaking for the Commission’s consideration.

Please indicate your vote on the following options.

I. PREPARE A DRAFT NPR TO PROPOSE A RULE REbUIRING SPECIAL
PACKAGING FOR OTC-SWITCHED ORAL PRESCRIPTION DRUGS FOR THE
COMMISSION'S CONSIDERATION.
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II. DO NOT PROPOSE A RULE REQUIRING SPECIAL PACKAGING FOR OTC-
SWITCHED ORAL PRESCRIPTION DRUGS.

{Signature) (Date)

IIT. TAKE OTHER ACTION (please specify).

(Signature) {Date)
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BRIEFING PACKAGE

PROPOSED RULE TO REQUIRE SPECIAL PACKAGING FOR
ORAL PRESCRIPTION DRUGS THAT ARE GRANTED OVER-THE-
COUNTER STATUS BY THE FOOD AND DRUG ADMINISTRATION

For Information Contact
Suzanne Barone, Ph.D
Directorate for Health Sciences
(301) 604-0477 ext 1196
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Executive Summary

The reguiations of the Poison Prevention Packaging Act {PPPA) require
child-resistant packaging of most oral prescription drugs  When the Food and
Drug Administration (FDA) allows an oral prescription drug to be sold over-the-
counter, child-resistant packaging of that drug i1s no longer required The staff
recommends that the Commussion propose a rule to require that the child-resistant
packaging requirements of an oral prescription drug continue when the active
chemical 1s granted OTC status by the FDA This potential rule will require that
children have the same protection when the drugs are more widely availabie as
OTC preparations as they did when the drugs were available only by prescription

Those companies that do not need to use child-resistant packaging can
provide information to the Commission, as they do currently under the PPPA cral
prescrption drug rule, to demonstrate that the drug products will not injure children
if they are marketed in non-child-resistant packaging The staff recommends that
the Commission revoke 16 CFR 1702 16(b) to allow petitions for exemptions from
child-resistant packaging to be submitted and considered by the Commission
before the NDAs are approved by the FDA This would decrease the potential
financial and regulatory burdens to the drug company associated with a post-
marketing package change

Child-resistant packaging for these products i1s technically feasible,
practicable, and appropniate These drugs are supplhed in child-resistant
packaging as prescription drugs |t is anticipated that this potential rule would not
create a financial burden on small companies
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Memorandum

Date MAY | 6 oo

TO The Commission
Sadye E Dunn, Secretary

THROUGH Michael S Solender, General Counsel | - )g
Pamela Gilbert, Executive Director p(;_

FROM Ronald L Medford, Assistant Executive Director for Hazard |dentification ﬁ’U’\
and Reduction
Suzanne Barone, Ph D Project Manager for Poison Prevention, ¢
Directorate for Health Sciences Y

SUBJECT Oral Prescription Drugs That Are Granted Over-The-Counter
Status by the Food and Drug Administration

This memorandum presents the staff's recommendation to propose that
child-resistant packaging requirements for oral prescription drugs continue when
such drugs are granted over-the-counter (OTC) status by the Food and Drug
Admunistration The recommended rule would help ensure that children have the
same protection when drugs are widely available as OTC preparations as they did
when the drugs were avatlable only by prescription

BACKGROUND

The Poison Prevention Packaging Act of 1970 (PPPA) was established to
protect children from serious personal injury or iliness resulting from handling,
using, or ingesting hazardous substances Under the PPPA, the U S Consumer
Product Safety Commission (CPSC) can require child-resistant packaging of
hazardous household chemicals, including drugs The CPSC currently requires
child-resistant packaging of oral prescription medications, unless they have been
specifically exempted from the packaging requirements
(16 CFR § 1700 14(a)(10)) In contrast, OTC drugs, which are also called
nonprescnption drugs because they can be sold to consumers without a
prescription from a licensed medical practitioner, are not regulated under the
PPPA as a class However, regulations have been 1ssued to require several
individual OTC products to have child-resistant packaging

To date, 12 OTC drugs have been regulated individually under the PPPA
The drugs and the effective dates of these PPPA requirements are aspirin (1972),
iquid methyl salicylate (1972), rron-containing drugs (1978), acetaminophen
(1980), diphenhydramine (1984}, ibuprofen (1992), loperamide (1993), lidocaine
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(1996), dibucamne {19986}, naproxen (1996), ketoprofen (1997), and
minoxidil (1999)

Several of the OTC drugs listed above have been sold only as
nonprescription products However, diphenhydramine, ibuprofen, loperamide,
naproxen, and ketoprofen were oral drugs available onginally only by prescription
These drugs therefore required child-resistant packaging under the oral
prescription drug regulation (16 CFR § 1700(a)}(10)) The Food and Drug
Administration (FDA) subsequently granted these drugs OTC status at specific
dosage levels, thus removing them from the chid-resistant packaging
requirements of the oral prescription drug regulation After each of these
substances was granted OTC status, the Commission promulgated a separate
regulation to require the child-resistant packaging of the drug

THE ROLE OF THE FDA

The FDA regulates which drugs and combinations of drugs ¢an beé sold in
the United States This includes determining which drugs can be sold directly to
the consumer in OTC preparations The pnimary concern of the FDA is to provide
drug products to the consumer that will be safe and effective when
self-administered in a proper manner The FDA does not base granting OTC
status on whether the drug would be toxic to a child if the drug 1s unintentionally
ingested The FDA stated In a letter to CPSC staff that “approval of an OTC
switch does not in any way imply that FDA has concluded that the product does
not continue to need child-resistant packaging " A copy of this letter 1s at Tab A

OTC “SWITCHES”

Since 1976, the FDA has permitted many drugs to be sold OTC According
to the Consumer Healthcare Products Association (CHPA) website, “more than
600 OTC products on the market today use ingredients or dosages available only
by prescription just 20 years ago “ Trade press articles speculate that this trend
will continue,” A table histing 80 drugs that have been granted OTC status since
1976 compiled by the Consumer Healthcare Products Association (CHPA) is at
Tab B It shouid be noted that of the 80 listings in the table, 22 are different oral
drugs that were previously available by prescription The other listings are topical
drugs, new uses, or new formulations for existing OTC drugs, or new approved
OTC drugs that were not previously prescrnption products

The intent of the current staff proposal 1s to maintain child-resistant
packaging of oral drug products when those products are switched from
prescription to OTC status by the FDA?, Therefore, oral drugs that are switched

' Levy, S, Several Prescnption Candidates Reported Ripe for OTC Switching, Drug Topics,

November 16, 1998, p 51

Z Trus would not apply to topical drugs because as a class, topical prescription drugs do not require child-
resistant packaging Topical drugs, either prescription or OTC, would have to be regulated separately
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from prescription to OTC status would still be subject to a child-resistant packaging
requirement.

CHILD-RESISTANT PACKAGING STATUS OF “SWITCHED” DRUGS

To date, the Commission has required child-resistant packaging of 6 of the
22 oral prescription drugs that have been approved for OTC sale The six OTC-
switched drugs that currently require child-resistant packaging, the date of OTC
approvai by the FDA, and the effective date of the child-resistant packaging
requirements are ltsted in Table 1 The other 16 drugs are discussed below

Table 1: Prescription Drugs Switched to OTC Status that Require Child-
Resistant Packaging

DRUG Year OTC Year CRP
Effective

Diphenhydramine HCL | 1982 1984
Diphenhydramine 1982 1985
monocitrate

Ibuprofen 1984 1992
Loperamide 1988 1993
Naproxen sodium 1994 1996
Ketoprofen 1995 1997

HISTORY OF CPSC STAFF APPROACH TO “SWITCHED” ORAL DRUGS

in the past, the staff focused primanly on ingestion data to recommend what
products should be in child-resistant packaging In the late 1970s the FDA
allowed the OTC sale of several antihistamines that were préviously available only
by prescription In 1982, the CPSC staff evaluated the possibility of requinng
child-resistant packaging of OTC antithistamines [ngestion data and medical
iterature reports were reviewed This effort to require child-resistant packaging of
all OTC antthistamines was discontinued because, at that time, imited available
Ingestton data showed that diphenhydramine was the antihistamine associated
with several deaths and the most senous injuries to children. Diphenhydramine
hydrochlonde was the first OTC-switched drug to be regulated under the PPPA by
CPSC FDA permitted the monocitrate salt of diphenhydramine to be sold OTC in
1982 The diphenhydramine hydrochionde packaging regulation was then
amended to cover all diphenhydramine salts

In 1984, the CPSC staff evaluated the ingestion data related to ibuprofen
Ibuprofen was granted OTC status dunng that year At that time, the poisoning
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data were limited and the staff did not recommend child-resistant packaging The
two companies that first marketed OTC ibuprofen used child-resistant packaging
voluntarily on some package sizes In 1989, the CPSC staff revisited ibuprofen
toxicity because ibuprofen had become widely avallable Not all companies were
using child-resistant packaging and serious injuries to children resulted. The staff
recommended child-resistant packaging for these products and the Commussion
Issued the rule Companies that were marketing their products in non-chitd-
resistant packaging changed their packaging to comply

The experience with diphenhydramine and buprofen resulted in a change
in the staff's approach to recommendations for child-resistant packaging for
“switched” OTC products Rather than wait for deaths or injuries to children, the
staff has become more proactive in recommending child-resistant packaging
requirements for the OTC drugs For the past several years the staff has focused
on the potential toxicity of drugs that are going to be switched instead of waiting for
poisonings to occur after the drug is released and marketed The staff has made
the evaluation of potential switched drugs the first priority. As a result, separate
reguiations for loperamide, naproxen, and ketoprofen were considered by the
Commission shortly after OTC status for each drug was granted by the FDA

The CPSC staff monitors FDA's activities concerning approval of switched
OTC drugs The staff attends FDA advisory panel meetings when possible, to
better understand any 1ssues about a potential drug and the likelihood of approval
of OTC status by the FDA The FDA 1s not bound to accept the panel's
recommendations regarding OTC switches, though in most cases the FDA does
The review of the potential toxicity of the drug to young children then becomes a
priority for the CPSC staff For example, the FDA Nonprescription Drug Advisory
Panel and the Arthnitis Advisory Panel met jointly in July 1999 to discuss the
proposed OTC switch of a current prescription drug used for muscle spasms The
CPSC staff attended this meeting and continues to follow the status of this drug  If
it appears that the drug may receive OTC approval, completion of a toxicity review
will become a prionty for HS staff The staff waits for FDA approval before
proceeding with a review, to avoid expending the CPSC's mited resources if the
FDA does not approve the OTC sale of the drug This rulemaking would eliminate
the lag between OTC approval and the requirement for child-resistant packaging

As a result of the staff's focus on newly switched drugs, many of the earlier
switched drugs have not been formally reviewed to determine If they should be in
child-resistant packaging. The 16 oral prescription drugs that were switched to
OTC status and do not require child-resistant packaging are listed in Table 2 The
fact that these drugs do not currently require child-resistant packaging i1s not the
result of an affirmative determination that these drugs do not need to be in child-
resistant packaging to protect children The staff has preliminanly assessed the
toxicity of eight of these drugs Based on the toxicity of these products, the staff
would recommend child-resistant packaging for four of the drugs (indicated with a
plus sign) Five of the antihistamine drugs identified by a question mark are



currently under preliminary review by the staff These drugs are related in
structure and activity to diphenhydramine, which currently requires child-resistant
packaging

Table 2: Oral Prescription Drugs that Switched to OTC Status

DRUG Type of Drug Toxicity Year OTC
Brompheniramine maleate Antihistamine ? 1976
Chlorpheniramine maleate Antihistamine ? 1976
Pseudoephedrine HCI Decongestant + 1976
Pseudoephedrine sulfate Decongestant + 1976
Doxylamine succinate Antihistamine ? 1978
Phenylpropanolamine HCI Decongestant + 1981
Dexbrompheniramine maleate | Antihistamine ? 1982
Triprolidine HCI Antihistamine ? 1982
Pyrantel pamoate Antihelmintic ? 1985
Chlophedianol HCI Antitussive ? 1987
Clemastine fumarate Antihistamine + 1992
Dexchlorpheniramine maleate | Antihistamine ? 1992
Famotidine H, Antihistamine - 1995
Cimetidine H> Antihistamine - 1995
Ranitidine Hz Antihistamine - 1995
Nizatidine Hz Antihistamine - 1996

’

+Toxicity of the drug 1s such that the staff would recommend CR packaging
- Toxicity of the drug s such that the staff would not recommend CR packaging
? Review of the toxicity of the drug has not been completed.

The four drugs listed that the staff would not recommend child-resistant
packaging for are antihistamines used to reduce stomach acid These drugs do
not have the same toxicity assoctated with antihistamines used to treat cold
symptoms The staff would have recommended that the Commission exempt
these drugs from the child-resistant packaging requirements, had the companies
petitioned the Commission when the drugs were only available by prescription.

The staff does not recommend that the Commission retrospectively require
child-resistant packaging of the 16 OTC-switched drugs Iisted in Table 2 Many of



these products are already in child-resistant packaging because they are sold in
combination with other drugs that already require child-resistant packaging, for
example pseudoephedrine with ibuprofen or an antihistamine with acetaminophen
or aspinn In addition, staff 1s aware of some OTC products that are packaged
voluntarily in child-resistant packaging The staff continues to evaluate these OTC
drugs as time and priority permit  More staff time would be available to review
these previously released products f a rule to maintain packaging on future
switched OTCs 1s adopted by the Commussion

ISSUES RELATED TO SCOPE OF THE CURRENT PROJECT

The staff recommends that this potential rule extend to oral OTC drugs that
contain an ingredient that onginally required a prescription As described below,
variables such as dosages, uses, new oral formulations, and combinations with
other drugs should not affect the requirement for child-resistant packaging

Additional Uses, Forms, and Combinations of OTC-Switched Drugs

The FDA can approve a new usage or a new dosage form of an existing
OTC product The staff recommends that the new use or new dose automatically
require child-resistant packaging even If the new use or dose was not approved
when the drug was only available by prescription Currently, a new use for an oral
OTC product that 1s already PPPA-regulated does not affect the child-resistant
packaging requirement. For example, after February 11,1985, any oral product
that contained more than the equivalent of 66 mg diphenhydramine base was
required to be in child-resistant packaging At that ime, diphenhydramine was In
OTC sleep aids and hay fever preparations In 1987, when diphenhydramine was
allowed by the FDA to be sold OTC as an oral antiemetic drug, no further PPPA
regulation was necessary This same focus on the drug entity itself rather than the
approved usage ts necessary for the recommended rule to be successful If an
oral prescription drug were granted OTC status by the FDA it would automatically
require child-resistant packaging under the recommended rule If the FDA then
approved another OTC use for that same drug it would also utomatically require
child-resistant packaging

The current project would not extend child-resistant packaging
requirements to switched OTC products that are not oral formulations, even if they
contain the same drug as an oral preparation. Formulations other than oral, such
as topical preparations, or transdermal patches would still have to be regulated
separately

In some cases, after a prescription drug is approved for OTC sale by the
FDA, other forms, dosages, or combinations contatning that drug will also be
approved for OTC sale These combinations or forms may not have existed when
the drug was available by prescription only. This current project would cover these
situations if, as we recommend, any proposed rule 1s not iimited to the specifically



switched preparation, but extends to all oral products that contain a drug that was
originally switched For example, loperamide was granted OTC status in 1988
The CPSC required the packaging of any oral product that contained more than
0.045 mg of loperamide in 1993 In 1997, the FDA approved the combination of
loperamide and simethicone in an OTC product This was never a prescription
combination product. However, the combination product currently requires child-
resistant packaging because the loperamide PPPA rule is not limited to the onginal
prescription formulation It 1s important that this rulemaking include all future oral
OTC combinations that contain the switched drug

Change in Dosage Between Prescription and OTC Drugs

The prescription version of a drug may be available in different dosages,
strengths, and forms However, the FDA may place restrictions on the allowed
tevel of a drug available for OTC use Several different scenarios exist First, the
drug may be sold OTC at the lowest prescription dosage This 1s true for many of
the switched drugs, inciuding the antihistamines Second, the drug may be sold
OTC at the prescription strength but the total daily allowable dose I1s lower for the
OTC drug This s the case for OTC loperamide Lastly, a lower dosage may be
developed for the OTC preparation OTC ibuprofen and naproxen are examples
of this

The staff recommends that the Commission propose including any OTC
oral drug containing the chemical entity that was available by prescription even if
the OTC dosage is lower than the prescription strengths. This I1s consistent with
the PPPA oral prescription drug regulation, which does not specify a dose for the
individual prescription drugs In additton, the Commuission has issued rules for
OTC drugs that are available at a lower dose than the prescnption strength The
Commission’s experience with ibuprofen and naproxen demonstrate that toxic
amounts of the drugs are available even at these new lower dosages The utility
of the current potential rulemaking would decrease substantially if drugs such as
ibuprofen and naproxen had to be regulated individually.

Identification of Switched Drugs

If this potential rulemaking includes switched drugs and any future
combination, dosage, oral formulation, etc without individual action by the
Commussion as the staff recommends, it may be difficult for CPSC staff and the
drug industry to identify which drugs would require child-resistant packaging
Therefore, the staff recommends that after the FDA approves an oral prescription
drug for OTC sale, the CPSC publish an FR notice identifying the drug as requiring
special packaging under the “OTC switched” regulation 1n 16 CFR § 1400.14 This
would not involve rulemaking, it would merely consist of CPSC identifying products
that already would require child-resistant packaging under the existing reguiation.
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EXEMPTIONS

An exemption procedure exists for PPPA-reguiated products that do not
pose a nsk of senous injury or iliness to children or for which child-resistant
packaging is not technically feasible, practicable, or appropriate (16 CFR § 1702)
Companies petition the Commission to exempt products by submitting data,
descnbed in 16 CFR § 1702, to support either that the drug will not cause senous
injury or that it 1s not technically possible to develop and produce child-resistant
packaging for the drug product The exemption procedure involves rulemaking
Currently, 18 oral prescription drugs (16 CFR §1700 14(a)(10)(1)-(xx)) and several
OTC formulations of aspirin (16 CFR § 1700 14(a)(1)(1)-(11)), acetaminophen (16
CFR § 1700 14(a)(16)(1)-(n)), and iron (16 CFR § 1700 14(a){13)(1)-(n)) have been
exempted from the child-resistant packaging requirements.

This exemption procedure would be available to manufacturers of OTC
switch products If the products continued to require child-resistant packaging when
the status changed to OTC Two 1ssues related to the petition process for
exemptions that need to be considered are staff resources and timing

The first 1ssue relates to the potential expenditure of staff resources to
process petitions requesting exemptions of switched drugs The staff believes that
the number of exemptions that may be requested in the future for switched drugs
would not be high None of the 22 drugs that have switched to OTC status
requested an exemption from the child-resistant packaging standards when they
were prescription drugs Therefore, we should not assume that the makers of the
16 switched OTC drugs that do not currently require child-resistant packaging
would have petitioned for exemption if their drugs had required child-resistant
packaging at the time of the switch As stated above, many of these drugs are
already marketed in child-resistant packaging, either voluntarnly or because they
are in combination with another PPPA-regulated substance In addition, current
child-resistant packaging Is easier for adults to use because of the 1995 revisions
to the child-resistant packaging test protocols Also, companies have the option of
marketing one OTC package size that Is non-child-resistant, ‘as fong as it is
properly labeled and other popular sizes of child-resistant OTC packaging are
available (15 USC 1473)

The second issue is one of the timing of the submission of petitions for
exemption. The PPPA regulations currently specify that the Commission shall
deny a petition if the FDA has not approved the new drug application (NDA) (16
CFR § 1702 16(b)) Applications to switch drugs from prescription to OTC status
are handled by the FDA as NDAs. Therefore, if the Commussion does not grant a
petition before a drug 1s approved, companies would have to either market in child-
resistant packaging, delay marketing the approved OTC drug until the Commisston
acts, or request a stay of enforcement to allow marketing in non-child-resistant
packaging while the Commission considers the petition.



A post-marketing change in packaging of an approved new or generic OTC
drug may be more complex for the drug manufacturer than simply buying different
packaging and modifying the packaging equipment In some cases, the FDA must
approve the new packaging before the drug can be marketed® Stability testing of
the product in the new package must be completed and the results submitted to
the FDA for approval before the product can be marketed in the new package

The staff recommends that 16 CFR 1702 16(b) be revoked to allow
petitions to be submitted and considered by the Commission earlier in the process,
before the NDAs are approved by the FDA This would provide manufacturers
with the opportunity to request an exemption from the child-resistant packaging
requirements and have a decision by the Commission prior to the NDA submission
and approval

FINDINGS
Hazard to Children

Before 1ssuing a rule, the Commission must find that the degree or nature of
the hazard to children in the availabiity of these OTC drugs by reason of therr
packaging Is such that special packaging I1s required to protect children from
serious injury or illness from handling, using, or ingesting the drugs
(15U S C 1472(a)(1)) The Commission made this finding previously for oral
prescription drugs The oral prescription drug regulation does not specify a dose
for the individual prescrniption drugs

The need to continue to protect children remains when oral prescription
drugs are granted OTC status A decision by the FDA to grant OTC status for a
prescription drug I1s not determined by the lack of toxicity to a child if the drug 1s
accidentally ingested (Tab A). The drugs have the same toxicity whether they are
prescription or OTC The 1ssue 1s whether drugs switched to OTC status at a
lower dosage than was available by prescription are still hazardous to young
children The Commussion has previously issued rules for QTC drugs that are
available at a lower dose than the prescription strength The Commission’s
experiences with tbuprofen and naproxen demonstrate that toxic amounts of the
drugs are available even at the lower dosages

Another important consideration 1s that OTC drugs are more readily
avallable to consumers and therefore more accessible to children. The CPSC
staff concludes that the available data support the finding that child-resistant
packaging is necessary to protect children from sernous injury or iliness from
ingesting oral prescription drugs that have been granted OTC status

* Guidance for Industry, Changes to An Approved NDA or ANDA Food and Drug Administration, CMC,

November 1999
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Technical Feasibility, Practicability, and Appropriateness

The Commussion must also find that child-resistant packaging 1s technically
feasible, practicable, and appropnate The Commussion made these findings
previously for oral prescription drugs The change in status from prescription to
OTC does not change the ability of child-resistant packaging to be made, to be
mass-produced, and to maintain the shelf ife of these drugs.

in some cases the same packaging can be used for the OTC product as the
prescription product However, companies must modify the labels since the FDA
tabeling requirements for OTC drugs are different than the prescription drug
requirements Most companies develop new packaging spectfically for the OTC
market because prescription drugs are typically repackaged by the pharmacist
from containers of bulk drugs Unit dose packaging Is popular for the OTC market
especially for drugs that are sold in hmited quantities ke antihistamines Other
products are sold in bottles like the anti-inflammatory drugs such as ibuprofen or
naproxen There are child-resistant designs of reclosable packaging and unit
packaging that are commercially available

The CPSC staff concludes that the available data support the finding that it
1s technically feasible, practicable, and appropnate to produce special packaging
for oral OTC products that were onginally sold by prescription

APPLICABILITY

Since the packaging of OTC-swiiched drugs 1s determined before the
company submits the information requesting the "switch” to the FDA, the staff
recommends that this rule only apply to OTC-switched drugs subject to a new drug
application (NDA) or abbreviated new drug application (ANDA) submitted to the
FDA more than 180 days after the publication of the final rule This proposed
regulation would not affect any oral prescrption drug that i1s already approved by
the FDA for OTC sale

s

EFFECTIVE DATE

The PPPA provides that no regulation shall take effect sooner than 180
days or later than one year from the date such final regulation i1s 1ssued, except
that, for good cause, the Commission may establish an earlier effective date if it
finds that it 1s 1n the public interest to do so For the reasons discussed in the
preceding section, the staff recommends a 180-day effective date.

ECONOMIC CONSIDERATIONS

Before issuing a rule, in addition to complying with the requirements in the
PPPA, the Commission must either assess the impact of a regulation on small

-10-
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entities or certify that there will not be a significant economic effect on a
substantial number of small entities.

Histonically, marketers of a drug that transferred to OTC status develop
packaging with “shelf appeal” to attract consumers and compete with other
products in the therapeutic category The incremental costs of providing child-
resistant packaging is small {$0 005 - $0 02) depending on the choice of
packaging In addition, child-resistant packaging i1s readily avalable [t s unlikely
that this proposal will have a substantial effect on a significant number of small
businesses A more detailed discussion 1s at Tab C

ENVIRONMENTAL CONSIDERATIONS

A special packaging requirement will have no significant effects on the
environment, since these products required child-resistant packaging before the
change In status to OTC In addition, the manufacture, use, and disposal of child-
resistant packaging will present the same environmental effects as nonchild-
resistant packaging

RECOMMENDATION AND DISCUSSION

The staff recommends that the Commission propose a rule to require that
the child-resistant packaging requirements of an oral prescription drug continue
when the active chemical 1s granted OTC status by the FDA This potential rule
will require that children have the same protection when the drugs are more widely
availlable as OTC preparations as they did when the drugs were available only by
prescription The potential rule would eliminate the possibility of a drug being
available in nonchild-resistant packaging for an extended time before child-
resistant packaging ts required The need to continue to protect children does not
diminish when oral prescription drugs are granted OTC status A decision by the
FDA to grant OTC status for a prescription drug i1s not determined by the lack of
toxicity to a child if the drug I1s accidentally ingested The drugs are still toxic,
whether they are prescription or OTC .

The staff does not recommend that the rule include drugs previously
switched to OTC To the extent existing OTC-switched drugs are not already In
child-resistant packaging, the staff will continue to review these drugs and where
appropriate recommend that the Commission issue separate PPPA regulations for
those products

The CPSC staff believes that the number of OTC switches s likely to
increase In the future With this rule, child-resistant packaging of the switched oral
drugs will be maintained without a separate evaluation of each switched product
CPSC staff resources that would have been used to review each of these drugs
would be saved and could be directed towards other Commussion activities.

-11- 14



The potential rule should extend to all future oral OTC drugs contamning an
Ingredient that onginally required a prescnption even if the dosage or formulation
for the OTC product differs from the oniginal prescnption drugs The PPPA rules
for ibuprofen and naproxen demonstrate the need for this provision Without ¢, the
utlity of such a rule decreases because drugs such as tbuprofen and naproxen
would stil have to be regulated separately

in order to identify the drugs that would be affected by this rule, the staff
recommends that the CPSC publish an FR notice following the FDA approval of an
OTC switched oral drug This drug would then be listed under the switched
regulation in 16 CFR §1700 14 Since this process would not involve rulemaking,
the staff recommends that the Commission delegate to the CPSC staff the
authority to publish the notice listing the drugs

This potential rulemaking will make it easter for the drug industry to develop
packaging for switched OTC drugs Changing packaging in the post-matketing
stage will be unnecessary The industry will know that the drugs require child-
resistant packaging Those companies that do not need to use child-resistant
packaging can provide information to the Commussion, as they do currently under
the PPPA oral prescniption drug rule, to demonstrate that the drug products will not
imure children If they are marketed in non-child-resistant packaging The staff
recommends that the Commission revoke 16 CFR 1702 16(b} to allow petitions for
exemptions from child-resistant packaging to be submitted and considered by the
Commussion before the NDAs are approved by the FDA. This would decrease the
potential financial and regulatory burdens to the drug company associated with a
post-marketing package change

Child-resistant packaging for these products 1s technically feasible,
practicable, and appropnate These drugs are supplied in child-resistant
packaging as prescription drugs It 1s anticipated that this potential rule would not
create a financial burden on small compantes.

-12-
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heahth Service

W.:L_" L]
b A3 e Food snd Drug Adminstravon
GFHERA‘ ‘ .“‘. S I lct Rockville MD 20857

o8 DT 14 R735

Jefirey S. Bromme, Esg. 0CT 7T 1e8

General Counsel
Consumer Product Safety Commission
Washington, DC 20207-0001

Dear Mr Bromme:

Thus letter responds to your inquiry regarding whether the Food and Drug Administration
(FDA) uses as a condiuon of approval for switching orally administered drugs for human use
from prescription to over-the-counter (OTC) status. a determination that a chi]d who ingests
an accidental overdose of the product would not sustain a serious injury or iliness or that
chuldren would not have access to the product.

As you are aware, with some enumesrated exceptions, orally administered drugs when required
by law to be dispensed by prescnption are subject to a special packaging standard issued by
the FDA under the Poison Prevention Packaging Act of 1970 (PPPA), which is now
admirustered by the U.S Consumer Product Safety Commission (CPSC) 16 C.F.R.

§ 1700 14(a) (10). When the special packaging requirement was issued, the standard was
premised on a statutory finding that special packaging is required to protect children from
serious personal injury or serious illness resulting from handling, using, or ingesting orally
administered prescription drug products. 15 U.S.C. § 1472(a) (1). When such drugs are
switched from prescnption to OTC status, that special packaging requirement no longer
expressly applies.

The FDA does not condition OTC status on a determination that a child who ingests an
accidental overdose of the product would not sustain a serious injury or illness or that children
would not have access to the product Approval of an QTC switch does not in any way imply
that FDA has concluded that the product does not continue to require child-resistant

packaging.
I hope this discussion addresses your concerns. Please contact me if you have any questions

Sincerely,

0ebe, Bornsinr
Debra L. Bowen, M.D.
Acting Director
Division of Over-the-Counter

Drug Products
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Memorandum

Date- April 7, 2000
TO :  Suzanne Barone, Ph D Project Manager, HS
THROUGH  Warren J. Prunella, AED, EC u/\
Por B A
FROM Marcia P. Robins, EC

SUBJECT : Economic Considerations' Proposal to Maintain Child-Resistant Packaging
Requirements for Oral Prescniption Drugs That Have Been Granted OTC Status
by the FDA

The Directorate for Economic Analysis reviewed the economic, small business, and
environmental effects of the subject proposal Afttached are the finds of these reviews.

Attachment (s)

CPSC Hotine 1-800-638-CPSC(2772) % CPSC's Web Site http./iwww cpsc gov
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Economic Considerations: Proposal to Maintain Child-Resistant Packaging Requirements
for Oral Prescription Drugs That Have Been Granted OTC Status by the FDA

The Poison Prevention Packaging Act (PPPA) requires child-resistant (CR) packaging for
all oral drugs dispensed by prescription (Rx), unless they have been specifically exempted from
packaging requirements CR packaging 1s provided either by the drug supplier pre-packaging the
drug, or by the dispensing pharmacist repackaging the prescribed amount of the drug for the
consumer Packaging requirements can be waived based on a request by the physician
prescribing the drug or by the purchaser When over-the-counter (OTC) marketing approval for
drug ingredients onginally available Rx-only 1s granted by the Food and Drug Administration
(FDA), the PPPA oral prescription drug requirements no longer apply The ultimate packaging
of a product then becomes the responsibility of the drug marketer, and the pharmacist 1s no
longer a secondary packager.

CPSC can promulgate packaging requirements for OTC products if the Commission finds
that the degree or nature of the hazard to children n the availability of such substance, by reason
of 1ts packaging, is such that special packaging s required to protect children from serious
personal injury or senous 1llness resulting from handling, using, or ingesting such substance
The Commuission made such findings for products formerly marketed as oral Rx drugs and now
available OTC that contain ingredients such as tbuprofen, loperamide, naproxen, and ketoprofen
The staff recommends that the Commussion propose the continuation of PPPA requirements for
oral drug products containing ingredients transferred by the FDA from Rx to OTC marketing
status.

FDA Procedures for Transferring Drugs from Rx to OTC Status

The FDA transfers ingredients from Rx to OTC marketing status through the approval of
a New Drug Application (NDA) imitiated by the manufacturer and,with the concurrence of an
Advisory Panel, Approvals are for specific ingredient dosages and specific therapeutic usage
An ingredient can be transferred for multiple purposes The ingredient review program started 1n
1972; the first Rx/OTC transferred ingredients were marketed in 1976. An estimated 63
ingredients and dosages were transferred from 1975 to May 1996, including ingredients used in
topical preparations.! No one knows exactly how many ingredients/dosages are in, or may soon
enter, the transfer "pipeline" However, a July 1998 article in the trade press citing Consumer
Healthcare Products Association (CHPA) data listed 28 potential transfers, including some for
topical use as well as for oral use.?

lPharmaceutical and Medical Packaging News, September 1596.
*prug Topics, July 20, 1998,
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Packaging Rx/OTC Transferred Products

Historically, when a drug product’s ingredients transfer from Rx to OTC status, the
marketer provides packaging with “shelf appeal” in an effort to attract consumers and compete
with other products 1n the therapeutic category. Marketers must chose some form of packaging
but are no longer bound by PPPA requirements and can provide nonCR packaging for transferred
products The incremental cost of providing basic CR packaging is usually small ($0 005-$0 02)
depending upon the choice of package. The cost may be somewhat higher 1f more elaborate
packaging is provided. Marketers are required to perform one-time stability and other testing to
meet FDA requirements when changes in packaging are made.

It is unlhikely that packaging manufacturers would have difficulty supplying the needed
CR packaging that might result from this rule Based on past experience, there is only a
relatively small number of ingredients for oral prescription drugs that would be transferred from
Rx to OTC in any given year. Consequently, CR packaging for newly transferred drug
ingredients is expected to be readily available for new product introductions. Moreover, because
most packaging firms already produce both CR and nonCr packaging, and because the
production differences between CR and nonCR packages are minimal, packaging manufacturers
would, if necessary, be able to increase the relativ: production of CR packages within a short
time.

Small Business Effects

The proposal to continue PPPA requirements for ingredients transferred by the FDA from
Rx to OTC marketing status will affect an unknown number of small businesses. However, as
described above, packagers of products with transferred mgredients will have to choose some
form of packaging Since the incremental cost of CR packaging 1s mimimal, and because these
costs (if any) are likely to be passed on to consumers, it seems unlikely that the proposal will
have a substantial effect on a significant number of small businesses.

’
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Preliminary Environmental Assessment of the Proposal to Maintain Child-Resistant
Packaging Requirements for Oral Prescription Drugs That Have Been Granted
Over-the-Counter Status by The Food And Drug Administration

Pursuant to the National Environmental Policy Act, and 1n accordance with the Council
on Environmental Quality regulations and CPSC procedures for environmental review, the
Commission has preliminanly assessed the possible environmental effects associated with the
proposed Poison Prevention Packaging Act (PPPA) packaging requirements for mamtaining
child-resistant (CR) packaging requirements for oral prescription drugs that have been granted
over-the-counter (OTC) status by the Food and Drug Administration.

The Commuission’s regulations at 16 CFR Sec. 1021 5 [C] [3] state that the rules requinng
special packaging for consumer products normally have little or no potential for affecting the
human environment Preliminary analysis of the impact of this proposed rule indicates that
maintaiming CR packaging requirements for the production of marketers of oral prescription drug
ingredients under the proposed rule will have no significant effects on the environment The
contmued manufacture, use, and disposal of CR packaging will not present environmental
effects.
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