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RE: Petition to Alter Portions of the CR/SF Test Protocol

Dear Mr. Secretary:

By this letter, the Healthcare Compliance Packaging Council (HCPC) petitions the U.S. Consumer
Product Safety Commission (CPSC) to alter provisions of the Child-Resistant/Senior-Friendly (CR/SF)
test protocol codified under Title 16, Code of Federal Regulations, Sections 1700-1750.

Specifically, we petition CPSC to amend 16 CFR 1700.20 (a) (2) (ii) of the CR/SF protocol because it
applies a subjective pass/fail criteria which differs from that for other CR-compliant designs, and
discourages use of unit dose blister and strip packaging as manufacturers’ original packaging' with
prescription (Rx) and over-the-counter (OTC) drug products.

To make the pass/fail criteria for unit dose formats as objective as those that apply to other CR formats,
we petition CPSC to adopt a strict numerical standard for determining failure of unit dose formats used

with Rx and OTC drugs.

We also ask CPSC to adopt “type testing” provisions for the protocol such that — once a package has
passed protocol — the package “type” will be considered compliant with provisions of 16 CFR 1700-1750
without having to be re-tested. This step would reduce the number of small children who are subjected to
protocol testing each year in the United States, provide clear compliance requirements for manufacturers/
packagers, and harmonize U.S. standards with those in use by other nations.

! Packaging that is transferred to the consumer in the same packaging that left the manufacturer, without the need for
repackaging drugs from bulk formats into individual containers at the pharmacy.
252 N. Washington Street
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. We are petitioning the CPSC at this time for a number of reasons, three of the primary ones being:

1) A recent decision by the U.S. Court of Appeals for the Second Circuit (Nutritional Health
Alliance v. Food and Drug Administration) that overturns key provisions of a regulation
implemented by the U.S. Food and Drug Administration (FDA) in 1997 that had been
extremely successful in protecting small children against accidental poisonings caused by

ingestion of iron.

2) Publication of data by CPSC staff in 2002 indicating that CR/SF packaging has achieved only
“partial” success in preventing accidental poisonings of smali children caused by the
ingestion of aspirin products, and recommending that “additional strategics designed to
prevent unintentional drug poisonings need to be developed and evaluated.”

3) Growing support within numerous public health organizations, learned professionals, and
other government agencies’ for use of unit dose and unit-of-use formats as manufacturers’
original packaging to combat medication and dispensing errors that routinely and inherently
occur as the result of pharmacy repackaging of drug products from bulk containers to
individual containers. While this is an area that, regrettably, is outside CPSC’s jurisdiction,
we nonetheless request that the Commissioners keep these endorsements in mind when

. considering our petition.

As we will outline in this petition, unit dose blister and strip packaging is inherently safer than packaging
systems with CR features that rely on proper operation by consumers each time the package is accessed
- (often 30, 60, 90 or more times during the package’s “life span”), and inherently require repackaging

# before being dispensed to consumers. Yet despite the superiority of unit dose formats, these formats are
" not widely used in the United States as manufacturers” original packaging for Rx drug products, largely
due to concerns over compliance with the CPSC protocol.

| If the subjective pass/fail criteria were removed from the current protocol, and if CPSC allowed use of
“type testing,” the disadvantages to greater use of unit dose formats would be removed and, consequently,
manufacturers would be better able to adopt these formats. If that were the case, the HCPC asserts that
there would be a quantifiable reduction in accidental poisonings of small children due to ingestion of drug

products.

By implementing the actions requested in this petition, CPSC would not be mandating use of unit dose
formats for any drug product. Nor by any means would CPSC be lowering the bar of public safety.
Considering all available data, in fact, the HCPC contends that adoption of the actions called for in
this petition would help to significantly improve public safety—in numerous ways.

2 The Effectiveness of Child-Resistant Packaging for Aspirin,” Gregory B. Rodgers, Ph.D., Arch Pediatr Adolsesc

Med., 2002; 156:929-933.
3 Adoption of unit dose and/or unit-of-use formats as manufacturers’ original packaging has been endorsed by the:

U.S. Department of Veterans’ Affairs, U.S. Centers for Disease Control, U.S. Pharmacopoeia Convention, Institutes
of Medicine, National Patient Safety Partnership, American Society of Health-System Pharmacists, and National

Quality Forum.
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L INTEREST OF THE HCPC

The HCPC is a not-for-profit trade association founded in 1990 to promote the many benefits of unit dose
blister and strip packaging. HCPC members include companies involved in the manufacture of
pharmaceutical-grade plastic films, aluminum, and paperboard used to produce unit dose blister and strip
packaging, as well as manufacturers of machinery used to create unit dose formats. HCPC corporate
members also include firms that provide packaging services to pharmaceutical manufacturers on a
contract basis, as well as companies that purchase bulk quantities of drug product from pharmaceutical
manufacturers and re-package those products into unit dose and other formats for use by hospitals, clinics,
and other similar facilities. For a complete list of HCPC members and other information about the

Council, please visit our Website at www.unitdose.org.

Over the past 13 years the HCPC has worked to become the recognized authority on matters related to

unit dose packaging, including compliance with 16 CFR 1700-1750. As such, the HCPC has been an

active participant and supporter of ASTM subcommittee D10.31 on child-resistant packaging, as well as

the Poison Prevention Week Council. Our participation in both of these groups dates back more than ten
years. In addition, the HCPC participates in the activities of the United States Pharmacopeia’s (USP)

‘  Committee on Packaging, Storage, and Distribution (PSD), and has been in close contact with the CEN

Working Group on child-resistant packaging standards for non-reclosable packaging in Europe (CEN/TC

261/SC 5/WG 27).

The HCPC has also taken it upon itself to obtain data from CPSC through the Freedom of Information
Act regarding accidental poisonings of children six years old and younger that involve Rx and OTC drug

products from January 1983-January, 2003.

1L UNIT DOSE PACKAGING IS INHERENTLY SAFER THAN CAP-AND-VIAL
CLOSURES. :

All available data indicate that unit dose formats are far more effective than cap-and-vial closure systems
when it comes to preventing accidental ingestion of drug products. This is due to the fact that unit dose
formats house each dosage unit in a separate cavity. Unlike any type of closure system — which
inherently allows instant access to the entire contents of the package if the CR cap is left loose, removed,
or defeated by the child — unit dose formats require that each unit be removed one at a time. This allows
more time for children to lose interest, or for adults to intervene, should a child come into contact with a
drug product. In addition, unit dose systems, by their design, do not need to be properly re;secured after
each use and, therefore, their CR properties are not dependent on repeated proper usage by adult

consumers.

As previously noted, the HCPC has conducted an extensive review of data collected by CPSC regarding
accidental poisonings of small children who ingested drug products, and our review clearly shows that
unit dose formats are rarely involved in these incidents. According to CPSC Incident Report data, from
1983 through 2002, of all incidents reported (i.e., accidental ingestion of pharmaceutical products) in
which the type of packaging could be identified, 84.6 percent involved cap-and-vial closure systems,
while only 6.8 percent involved CR unit dose formats.

CPSC Incident Report data also record 47 fatalities from 1983 through 2003 in which children aged six
years or younger ingested lethal amounts of drug product that had been removed from a closure system.

-
*
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" In 22 of these incidents it is specifically noted that the packaging was a “child resistant” cap-and-vial
closure system. There are no reported incidents, however, of a child fatality in the United States after

he/she removed drug product from a unit dose package.

We also note that CPSC data indicates that children in real world situations ingest far fewer dosage umits
when they come in contact with unit dose packages than they do when they gain access to CR cap-and-
vial closure systems. As shown by the table below, over the past two years alone, CPSC data recorded 15
incidents in which children ingested more than ten dosage units after defeating a closed CR cap-and-vial
system. In eight of these incidents the child ingested 20 or more units, and the maximum number of units

ingested was 33.

These data can be contrasted to incidents over the same period of time in which unit dose packaging —CR
and non-CR — was involved. With unit dose formats the maximum number of units ingested was five,
and in 17 of the 31 reported incidents (nearly 55 percent of all such incidents) one unit or only a portion

of a single unit was ingested. _ :

Number of Units Ingested: November 5, 2000 — January 14, 2003
Units Ingested, CR Closures* | 12 | 14| 15 | 18 | 20 |22} 24 | 25|33
Number of Incidents 1 1 6 1 211114311

Units Ingested, Unit Dose** 0250507510152 [ 3|45

Number of Incidents 1 2 1 (1311162213
*Incidents in which more than 10 units were ingested

**[ncludes CR and non-CR unit dose formats

The HCPC recognizes that CPSC data are not comprehet{sive, but we find the disparity outlined in the
above table extremely compelling. : ' .

Indeed, FDA recognized the fact that unit dose formats are inherently safer than closure systems in
protecting against accidental poisonings of small children when the Agency finalized regulations in 1997

 requiring, among other things,* that unit dose formats be used for products that contain more than 30 mg
of iron. As FDA noted in the preamble to its final regulation: !

* In addition to the unit dose packaging requirements, FDA’s final rule mandated use of one of the twe following
labels depending on the type of package used with the product: 1) for products packaged in unit dose formats,
manufacturers must use the label “WARNING - Keep away from children. Keep in original package until each use.
Contains iron, which can harm or cause death to a child. Ifa child accidentally swallows this product, call a doctor
or poison control center immediately”; or 2) for products packaged in other than unit dose formats, manufacturers
must use “WARNING ~ Close tightly and keep away from children. Contains iron, which can harm or cause death
to a child. If a child accidentally swallows this product, call a doctor or poison control center immediatety.”

-
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. “EDA’s concern is limiting the possibility that the product will be injurious to heaith.
Unit dose packaging, even conventional unit dose packaging, will help accomplish this
goal by limiting the amount of iron that a child can consume in a short period of time.”
. « . .unit dose packaging, even conventional unit dose packaging, limits pediatric access

to product and is not dependent on proper reclosure of the container.”
- Federal Register, January 15, 1997, pp. 2227-2231 [Emphasis added]

FDA'’s wisdom was proven by the success of the regulation. Between 1991 and 1997 there were a total of
48 deaths in which children six years old and younger ingested lethal amounts of iron. But in the five and
a half years since the regulation took effect, there has only been one such fatality.

‘ Unfortunately, as described more fully below, FDA’s authority to require unit dose packaging_ was

thwarted by the January 21, 2003, U.S. Court of Appeals for the Second Circuit decision in
Nutritional Health Alliance v. Food and Drug Administration.” While CPSC cannot specifically require

unit dose packaging under the Poison Prevention Packaging Act, at the very least, it should not create
artificial barriers to the use of this widely recognized safer packaging alternative.

I, THE CURRENT REGULATION CREATES A DISINCENTIVE FOR

PHARMACEUTICAL MANUFACTURERS AND PACKAGERS TO USE THE SAFER
UNIT DOSE PACKAGING.

_The HCPC is petitioning CPSC to alter the pass/fail criteria for unit dose formats under 16 CFR 1700.20
- () (2) (ii) because the current regulation creates a disincentive for pharmaceutical manufacturers and
" packagers to utilize the safer unit dose packaging formats. The current test protocol provides as follows:

A test failure shall be any child who opens the special packaging or gains access to its contents.
In the case of unit packaging, however, a test failure shall be any child who opens or gains
access to the number of individual units which constitute the amount that may produce serious
personal injury or serious illness, or a child who opens or gains access to more than 8 individual
units, whichever number is lower, during the full 10 minutes of testing. [Emphasis added]

This provision maintains an objective pass/fail standard for cap-and-vial closure systems (e, ifa child
removes the cap, the package fails), but establishes a subjective standard for unit dose formats in that the
manufacturer must determine the quantity of product that constitutes “the amount that may produce
serious personal injury or serious illness.” Moreover, the only guidance offered under the regulations for
making these subjective decisions is the following, inexact, CPSC definition:

The determination of the amount of a substance that may produce serious personal injury or
serious illness shall be based on a 25-pound (11.4 kg) child. Manufacturers or packagers
intending to use unit packaging for a substance requiring special packaging are requested to
submit such toxicological data to the Commission’s Office of Compliance.

In other words, for pharmaceutical manufacturers/packagers that must comply with the CR/SF packaging
requirements, there are two general choices when facing protocol testing: 1) use a CR system suchasa

$ This decision has no impact on the labeling requirements contained in FDA’s final rule.

4
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- closure for which they know exactly how to determine compliance with the protocol; or 2) use a unit dose

format for which they must determine the amount that may cause a somewhat undefined serious injury or
illness to a small child (note that these determinations are often based on limited data, especially with new
chemical entities), submit toxicological data to CPSC, wait for CPSC confirmation of their conclusions as
to the number of units that would constitute a failure, then test the package. Should the package fail -
either in protocol testing or the marketplace — these considerable investments of time and money cannot

be recovered.

Faced with such a choice, it is understandable why mé.nufacturers are less inclined to adopt unit dose
formats — especially when other packaging options are readily available. ‘

This provision is also widely recognized within pharmaceutical packaging circles as favoring cap-and-vial
closures over unit dose formats. In a “stimuli” article released for comment in February 2003 by an
Expert Project Team convened by USP’s Committee on Packaging, Storage, and Distribution, for
instance, the USP Project Team noted that:

It is important to understand why bottles are the primary means for distributing and dispensing
prescription products in the United States. There is a requirement within the US to utilize
‘special packaging’...for a prescription product intended for oral administration which is
dispensed to a household. The protocol requirements and evaluation criteria are different for
reclosable packages (bottles) vs. non-reclosable packages (blister packs and pouches).

Once a reclosable package. ..has been proven to pass the protocol described in 16 CFR 1700...[it]
can be used for any dosage form, irrespective of count.. .[But], a non-reclosable package...is
considered to be specific to the drug product’s shape, size, and color as well as the affected blister
card’s counit and overall size. This means it is prudent to test each and every blister package
marketed to ensure it meets the requirements described in 16 CFR 1700. Unlike reclosable
packages, for non-reclosable packages, one must determine what a harmful dose to a 25-pound
child is in order to determine at which point a failure occurs. .. .The determination of harmful dose
is not straightforward, as generally, no data exists that directly correlates to this number.
Generally, data is reviewed from animal toxicity studies, clinical studies, and other adverse events
such as inadvertent overdose information that may be available. The degree to which data is
available is [therefore] generally a function of where in the product’s life cycle it is....Often
times, for a new chemical entity for which there is little information, [the manufacturer] will
default to a conservative number. This may translate to a failure if the child gains access to one,
two, or three units. Tt is important to note that when a prescription goes Over-the-Counter (0OTO),
it is generally half the maximum commercial strength which translates to a failure level that is
twice what the prescription strength was.

Recognizing the subjective, costly, and uncertain nature of this process (determination of
harmful dose, design, development, and testing of commercial blister packs) it is no
surprise that many drug manufacturers opt for utilizing bottles with counts between 30
and 5,000 with either child-resistant or non-child-resistant [caps] as their most used
package. Unfortunately, this practice does not facilitate patient compliance and often
requires some form of repackaging before the patient receives the product. As described
earlier, it is quite likely that the packaging utilized will be infetior to the original package

3
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utilized by the manufacturer. In addition, the act of repackaging itself adds opportunity
for problems (e.g., dispensing etTors, mislabeling, cross contamination of products) as well as

cost.

Iv. AMENDING THE REGULATION WOULD RESULT IN A DISCERNABLE
REDUCTION IN ACCIDENTAL POISONINGS FROM PHARMACEUTICAL PRODUCTS.

PETITION REQUEST 1: The Definition of test failure for unit dose packaging should be an
objective standard, ie., “any child who opens or gains access to more than 8 individual units during

the fall 10 minutes of testing.”

As demonstrated above, unit dose packaging is inherenily safer than cap-and-vial closures because: 1)
cap-and-vial closures rely on consumers to properly replace the cap after each use, and many accidental
poisonings result from the failure of consumers to do so; and 2) if the CR feature is defeated, the entire
contents of a vial is compromised, and children are much more likely to consume a lethal amount of the
contents with a cap-and-vial closure than with unit dose packaging. Even though unit dose packaging is
- demonstrably safer than cap-and vial closures, CPSC’s current regulation imposes an economic barrier to

* the use of unit dose packaging for pharmaceuticals in the United States. We respectfully request that
CPSC amend the regulation to remove this economic barrier. Specifically, we request that CPSC Temove
the subjective eriteria in the definition of a test failure of unit dose packaging in 16 CFR 1700.20 (a) (2)
(ii), and limit the definition to objective criteria, i.e., “any child who opens or gains access to more than 8
individual units during the full 10 minutes of testing.” ' :

" Under the Poison Prevention Packaging Act of 1970, Congress defined “special” packaging as:

...packaging that is designed or constructed to be significantly difficult for children under five
years of age to open or obtain a toxic or harmful amount of the substance contained therein within
a reasonable time and not difficult for normal adults to use properly, but does not mean
packaging which all such children cannot open or obtain a toxic or harmful amount within a
reasonable time. (15 USC 1471 (4), [Emphasis added]

Moreover, under 15 USC 1472 (d), Congress specifically precluded CPSC from “[prescribing] specific
packaging designs, product content, package quantity, or...labeling” [Emphasis added].

Based on these two provisions, CPSC would be well within its statutory authority to alter 16

CFR 1700.20 (a) (2) (ii) so that it is based solely on a numerical standard. The current test protocol
inconsistently requires that manufacturers make a determination regarding the amount of drug product
that “may” cause serious personal injury or illness to a small child only when they elect to usc unit
packaging. If the same rationale were applied consistently, a cap-and-vial closure system, for example,
could not be considered “child resistant” unless its contents were limited to a quantity that would not
cause serious personal injury or serious illness to a small child — no matter how well the package
performed under protocol testing. However, the regulation provides no such parallel requirement for cap-

and-vial closures.

Indeed, the requirements contained in 16 CFR 1700.20 (@) (2) (i) contradict Congressional intent in that
- the provision establishes a unique pass/fail standard for unit dose formats, and bases pass/fail criteria for
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unit dose formats on package quantity (i.., a unit dose format will fail criteria if a child can open or gain
access to more than eight units even if ingestion of the entire contents of the package could not be
expected to cause serious personal injury or illness). For these reasons alone, HCPC’s request is
appropriate, complies with the legislative intent of the PPPA, and is within CPSC’s statutory authority to

grant,

As to the exact numerical standard that should be adopted by the Commission for determining whether a
unit dose format should be considered “child resistant,” CPSC data described above suggests that number
should remain at eight units. That is, in the course of the existing ten-mimute test period, with the existing
instructions and provisions, if a child is able to open or gain access to more than eight individual units, a
unit dose package should be considered a failure.

To this point, we note that research published by CPSC staff in1998° found that children given unlimited
numbers of tmit dose packages with no CR feature were able to open, on average, 23 units during the ten-
" minute protocol. Moreover, 90 percent of the children were able to open more than eight units in these

tests.

"% Based on these findings, it is evident that placing a pass/fail numerical standard of more than eight units
for unit dose formats would require unit packaging to be fortified in such a way that would make it far
more protective than a unit dose package that has no CR feature at all.

As such, CPSC would clearly be in compliance with Congressional intent that CR packaging be

«significantly difficult for children under five years of age to open or obtain a toxic or harmful amount

~  of the substance contained therein within a reasonable time. .. but does not mean packaging which all such
* children cannot open or obtain a toxic or harmful amount within a reasonable time.” :

With regard to products that could cause serious personal injury or serious illness to a small child should
he/she ingest fewer than eight units, CPSC data described above suggests that protocol testing is not
reflective of real world situations, and that a numerical standard of no more than eight dosage units under -
protocol conditions translates to packaging that, in real world situations, meets the standard established by
Congress under 15 USC 1471 (4), and is safer than cap-and-vial closures that meet the current standard.
As noted above, CPSC’s own data shows that children ingest very few dosage units when they gain

access to unit dose formats (even those that have no CR feature).

Moreover, the well-documented success of FDA's iron regulations in preventing accidental poisonings
further supports movement toward an objective standard for unit dose packaging. *

We also note that CR standards for non-reclosable packaging that have been adopted in Great Britain, and
are currently under consideration throughout the entire European Union, set failure criteria at more than
eight units. These decisions were not made arbitrarily, nor were they made in a vacuum. Rather, these
standards are based on nearly three decades of data and experience with the U.S. protocol, and in
consultation with ASTM and other bodies in the United States. We urge CPSC, therefore, to consider the
precedent set by these other nations, as well as the opportumity to harmonize CR packaging standards for
non-reclosable formats on a more global basis.

8«5 Unit Dose Packaging Inherently Child-Resistant?” Charles J, Wilbur, M.S. and Suzanne Barone, Ph.D.
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. PETITION REQUEST 2: Allow Type Testing for Unit dose Packaging Under the Protocol. |

The HCPC’s second request under this petition is that CPSC allow a package type that has successfully
passed protocol testing to be used for other products without additional testing —a.k.a., “type testing.”
This request is based on the fact that the current regulation allows de facto type testing for cap-and-vial
closures, but not for unit dose formats, thereby creating further disincentive for the use of the safer unit
dose packaging. The regulation allows de facto type testing for cap-and-vial closures in that, once the
closure passes the protocol, it may be used for any drug product. Unit dose packaging, however, must be
tested under the protocol for each particular product to be packaged in a particular unit dose format.

_There is precedent for this requést in CPSC’s handling of CR/SF packaging requirements for

investigational substances dispensed for home use in clinical trials. We also note that type testing has
been adopted by standards-setting bodies in Germany dnd Great Britain, and is included in the draft
protocol currently being circulated by the European standards-setting body, CEN.

With regard to packaging for investigational substances, CPSC released correspondence to industry in
1999 and 2000 in which the Commission noted it would exercise its enforcement discretion in allowing

i type testing, as long as investigational substances dispensed for home use during clinical frials were

packaged in a format that has at least one feature described in ASTM D-3475. ASTM D-3475 is basically
a list of recognized CR features such as peel/push, push/turn, notch/tear, efc. that, in many cases, have
been in use for decades. '

By allowing use of ASTM D-3475, manufacturers need not put packages through protocol testing to
ensure that they are compliant with PPPA requirements if they have already been proven to meet those
requirements, and have not been altered in any way.

‘While the HCPC recognizes the special circumstances related to packaging for clinical trials, we also note
that protocol testing is an expensive, time-consumning process that utilizes small children. Indeed, it is the
HCPC’s understanding that tens of thousands of children are subjected to protocol testing each year, and
this is due, in part, fo regulatory silence as to how oftena package must be tested.

This issue was well articulated in the summer 2000 edition of Child Resistant Packaging Update
published by Perritt Laboratories, in which the author states:

Tt is widely accepted that, when changes are made to a packaging system that has been qualified
as child-resistant, the newly modified packaging system should be tested to ensure that it is still
child-resistant. However, if there are no known changes to your child-resistant packaging system,
how fong should you rely on the original test data? When does data become “too old”?

. .Current consensus around the industry indicates that five years in the longest period that
protocol data should be used. This matches the recent statements from CPSC staff indicating they
do not consider data older than five years to be reliable.

The HCPC has long contended that use of children for protocol testing is, at best, a necessary evil. As the
HCPC sees it, protocol testing puts small children in a situation where they are encouraged to open
packaging designed to contain substanges which, under any rational condition, should be avoided at all
costs. Moreover, CPSC’s protocol specifically requires adults who administer these tests to tell children
it is acceptable to use their teeth if they cannot get the test package open after five minutes of trying.

e
&
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- While the HCPC is not aware of any incidents whereby a child who has been through protocol has
repeated the test, unsupervised, at home, the potential for such a tragedy is real. Considering the large
number of children subjected to protocol each year — and the fact that children are specifically told that
they can use their teeth in the course of the test — the HCPC further notes the possibility that small
children can be cut, chip their teeth, injure their gums/tongues, or sustain other types of injuries during

protocol testing.

While CPSC recognizes the value of using children to determine if a package is truly child resistant, the
Commission must weigh that value against the poténtial risk faced by children used in these tests,
particularly when tens of thousands of children are subjected to protocol testing each year. This is
especially true when the protocol is being run on packages that have already proven to be compliant.

To the HCPC’s knowledge, every other country in the world that has>adopted child-resistant packaging
standards allows use of type testing as it: 1) reduces the need to use small children in protocol testing; 2)
clarifies manufacturers’ obligations; and 3) ensures “practicability” (a requirement laid out by Congress

under the PPPA).

Recognizing the highly unlikely possibility that CPSC will abandon the practice of using small children
during protocol testing, we urge the Commission, at the very least, to alter the protocol so the number of
children used in these tests is minimized. This goal will be met by allowing use of type testing.

V.  THEDECISION IN NUTRITIONAL HEALTH ALLIANCE v. FDA WARRANTS
RECONSIDERATION OF THE TEST PROTOCOL.

. As noted above, between 1991 and 1997 there were a total of 48 deaths in which children six years old
and younger ingested lethal amounts of iron. But in the five and a half years since FDA amended its
regulations to require unit dose packaging for iron along with labeling changes, there has only been one
such fatality. Despite this success, however, FDA’s packaging requirements for iron were overturned in a .
decision handed down January 21, 2003 by the U.S. Court of Appeals for the Second Circuit in
Nutritional Health Alliance v. Food and Drug Administration on the ground that FDA lacks authority to

impose these types of packaging requirements. As the Court’s decision states:

We conclude that the provisions of the [Food, Drug and Cosmetics Act] relied upon by the FDA
unambiguously fail to provide the FDA with authority to regulate packaging for poison ‘
prevention purposes. The provisions that the FDA relies upon are plainly limited to delegation of
authority to the FDA to regulate conditions under which a drug or dietary supplement product
may be adulterated precisely to prevent the manufacture and distribution of adulterated products.
The risk of accidental poisoning that the FDA sought to address through its unit dose packaging
regulations is unrelated to adulteration under any reasonable interpretation of the term.

Short of a successful appeal by FDA to the Supreme Court or Congressional intervention, this decision -
means that the packaging regulations in place during the six years that nearly 50 children died due to iron
poisoning — i.e.,, CPSC’s protocol requirements that create a disincentive for the use of unit dose
packaging — will be the only packaging protection that remains in place.

If this is the case, the HCPC sadly predicts it is only a matter of time before these types of fatalities begin
to climb again. - ,
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- Since CPSC is precluded from mandating one type of CR/SF packaging over another under the Poison

Prevention Packaging Act of 1970. (PPPAY, the very least the Commission could do in the face of this
judicial decision is remove the obstacles to safer packaging contained in the current protocol.

V1. CONCLUSION

As a final consideration, the HCPC notes that unit dose packaging was a growing technology in Eurape,
but a nascent industry in the United States at the time Congress enacted the PPPA in 1970 and when FDA
promulgated the implementing regulations in 1973. Accordingly, there was no input from the unit dose
packaging industry for FDA to consider when it promulgated the test protocol, because there was no such

industry in the United States at that time.

Shortly after the HCPC was formed in 1990, we were able to discuss the decision making process behmd
the pass/fail criteria that came to be codified under 16 CFR 1700.20 (a) (2) (ii) with a former FDA official
who participated in drafting the regulatlon, and we learned that there was no industry input whatsoever -
reflected in this provision. We were told, in fact, that 16 CFR 1760.20 (a) (2) (ii) was drafted by FDA

« - personnel who had no data, evidence, stakeholder input, or anything other than the PPPA language itself

to guide them.

On the many occasions that we have raised our concerns about the protocol with CPSC staff in the
intervening years, however, we have been told that these issues should have been raised during

'development of 16 CFR 1700-1750. The implication being that it is somehow “too Iate now” to alter

protocol requirements. The regulation, however, placed restrictions on the unit dose industry before it
had a voice to speak, thereby denying it the due process to which it is entitled. It is clear through the
legislative history of the PPPA that Congress recognized the evolutionary process of package design, and
the need for a means of defining CR based on the realization that new formats would continue tobe -
developed. FDA made reference to this realization in the preamble to its implementation regulations as

well.

Certainly, when the test protocol was implemented in 1973, FDA had no way of knowing the relative
safety benefits of unit dose packaging vis-d-vis cap-and-vial closures. Had FDA had a crystal ball at the
time, it would not have included in the regulation the disincentives for manufacturers and packagers to
utilize unit dose technologies. With the benefit of 30 years of experience (including CPSC data) that
demonstrates the consumer safety advantages of unit dose packaging, the time is now ripe for the
Commission to consider the improvements to protocol testing we are suggesting with this petition.

? Interestingly, in FDA’s brief filed in this case, the Agency asserts that unit dose packaging is “not 2 specific
package design which CPSC is prohibited from requiring under the Poison Act” (pp. 56-58). As FDA explains in its
brief: “The Poison Act prohibits CPSC from requiring any specific package design....[but] FDA, in its rulemaking,
made clear it did not intend to require a specific type of unit dose packaging design, such as “blister” packaging,
because, based upon studies, ‘other types of conventional unit dose packaging provide a comparable length of time
for children to open as that required by conventional blister packaging’....As FDA announced, ‘several types of
packaging can satisfy the definition of “unit dose packaging,” including blister-type packaging, pouches, and
dispensers that deliver one dosage at a time....A blister pack and a single dose dispenser are clearly two very
different designs even though both of these designs fall under the definition of unit dose packaging.”” (copy

attached)
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* The current test protocol creates a disincentive for the use of a safer packaging alternative, i.e., unit dose
packaging. Adoption of the proposed changes would reduce the number of fatalities among children from
accidental poisoning. Accordingly, we urge the Commission to adopt the requested changes as soon as

possible.
Sincerely,

Peter G. Mayberry
Executive Director

Enclosure: As above

cc/wienclosure; Chairman Harold D. Stratton, Jr.
' . Commissioner Thomas H. Moore
Commissioner Mary Sheila Gall
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conventional unit-dose packaging provide a comparable length of
time for children to open as that required by conventional blister
packaging.” 59 Fed. Reg. at 51049. As the FDA announced, "geveral

types of packaging can satisfy the definition of ‘unit-dose

packaging’, including blister-type packaging, pouches, and

dispensers that deliver one dosageiﬁnit at a time tand] future
édvances in package design_will iesult in other types of packaging
that Will also meet this definition.” 62 Fed. Reg. ét 2230. A
blister pack and a single dose dispenser are clearly two very
different designs even though both of these designs fall under the
definition of unit-dose packaging.

NHA’s reference in its brief, Br. 56, to the CPSC’S
regulatioﬁs confirms,.rather than.refuﬁes, that unit-dose packaging
comes in different designs. The CPSC’'s statement quoted by NHA, to

wit, *[tlhese designg include ... unit-dose strip and blister

packaging”, NHAP 140 (emphasis added), shows that strip and blister
packaging constitute two different designs for unit—dose packaging.

Indeed, at NHAP 215, the CPSC refers during a rulemaking in which
it is announcing final regulations to a “type IVA foil‘{s&ngle—use]
pouch with internal (hidden) tear notch” as one single use “paékage-
design,” while referring to three other types of single-use
packaging, to wit, another pouch type and two blister-types, as
the CPSC construes

other single use “package designis}.” Thus,

unit-dose packaging as not constituting a specific design under 15

-
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U.5.C. § 1472(d) . Under Chevron and Brown & Williamgon, this Court

must defer to the CPSC’s construction.
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CONCLUSION

Bésic rules of statutory construction support the decision
below. ‘The rule requiring that the Food & Drug Act muslt bé
construed liberally to protect the public health supports FDA's
efforts to prevent serious injuries ;o and deaths of thousands of

children under six. The district court’s judgment should in all

respects be .affirmed.

Dated: Broocklyn, New York
June 5, 2001

_Respectfully submitted,

ALAN VINEGRAD,
United Stateg Attorney,
_ Bastern District of New York.

DEBORAH B. ZWANY,
CHARLES S. KLEINBERG, -
Assistant United States Attornevs,

(Of Counsel) .

cvl-99.wpd
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Stephen Lemberg

Assistant Geperal Counsel-

Office of the General Counsel

U.S. Consumer Product Safety Commission

Washington, D.C. 20207
Dear Mr. Lemberg:

Thank you for your lettet of April 25, 2003 asking for additional information on two issues
reised by the Healthcare Compliance Packaging Council’s petition of March'17. Specifically,
you have asked for clarification on the following points: A

1) ®...the HCPC requests that the Commission eliminate the first criterion related to the
toxicity of the substance'to be packaged and allow a unit dose packaging failure to consist
solely of a child gaining access to more than eight individual doses. Because such a
change seems to decouple the definition of a child resistance test failure from
consideration of the toxicity of a particular substance to be packaged it may not be-
allowable under the PPPA.” o

On this point you further note that the HCPC’s request for a numerical pass/fail criteria for
unit dose formats could be precluded «.. -because of the appatent requirement of the PPPA.

- that the Commission consider the toxicity of the specific substance at issu¢ in estabiishing
a special packaging requirement.” ' ‘

2) “The cutrent CPSC regnlation does-not require a company to test, or preclude a company
from relying on test data generated by the package manufacturer or from testing of similar
packaging. Thus, the second change requested by the HCPC would seem to be
unnecessary.” ‘

Following are the HCPC’s detailed responsss to the points raised in your letter of April 25, 2003:

252 N. Washington Street
- Falls Church, Virginia 22046
(P) 763/538-4030 -
(¥) 703/438-6305 "
(E) pgamayberry@acl.com
www. unitdose.org
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1. The PPPA. Toxicity, and 16 CFR 1700.20 | |
With regard to toxiciiy issues, the PPPA requires CPSC to consider toxicity in

ini . articular substance requires special packaging. But the .PPPA‘dpas not
S:;ﬁﬁgs&yjb?:zf:zpcmnolcmcc standard that 16 CFR 1700.2(2 a.ppl.xe.s solely to unit-dose
packaging. The PPPA not only permits the acfion sought in HC}’C’ s petition, but go%gtt:sts :
ecifically anticipated it. Indeed, Congress directed the Commission (o set a standard tha |
irpould make the packaging “...significantly difficult for chllld:en under ﬁ_ve;years c?f age to open
- or obtain a toxic or harmful amount of the substance contained therein within .a reaso?a;lb:; Itune:}z
and not difficult for normal adults to use properly, but does nof‘ mean. packaging n‘»htc h all suc.
children.cannot open or obtain a toxic or harmful amount within a reasonable time,
" (Bmphasis added). .

The implication that removing the subjective element 9f the test“protocol for,u:}it-dosc
packaging will somehow reduce the level of consamer ssafety is contradicted by the evidence -
including CPSC’s own data — outlined in HCPC’s petition. To the contrary, removing the
subjective element of the test protocol for unit dose closures w11‘l enhance consumer safety_ by
making its more practicable for drug manufacturers to utilize this safer type of CR packaging.

Moreover, while it is clear that the PPPA grants CPSC authority to determine which
household substances must be shipped from the manufacturer in special packaging, the Act does
not specify that this determination be based on the amount of product that a child ingests. ‘On the
contrary, the only time the PPPA speaks to the issue of quantity is in Séction 1472 (d) when
Congress specified that: .

Nothing in this Act shall authorize the Commission to prescribe speéiﬁo packaging
designs, product content, package quantity, or, with the exception of authority granted in
section 1473(a)(2) of this title, labeling: (BEmphasts added)

Indeed it is counter intuitive — and not in keeping with the legislative intent of the PPPA
~ 1o say that & unit dose format is not child resistant if children can gain access to a single unit
(shou]d that be the amount an individual manufacturer — not CPSC, not even another ‘ _
manufacturer of a product with the same active ingredient — determines to be capable of causing
serious personal injury or serious iliness to a smal] child), but then allow 20, 60, 90, 500, or
1,000 dosage units of the same product to be dispensed into households in 2 format that allows
children instant access to the entire contents of the package should the CR cap not be properly .
replaced, or replaced at all, each and every time the product is accessed by an aduit. It is simply

* incongruous for CPSC to maintain a subjective and discriminatory zero-tolerance standard for
unit dose packaging, while allowing the exact same substances to be packaged in cap-and-vial
closures, which CPSC kunows through its own data allows children to access much greater

quantities of the substances because the cap is often left off, or not properly replaced, by
conswmers, -
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Also, as noted in our petition, the provision that we have asked to be altered does not
relate to toxicity per se. Rather, it places unique requirements on manufacturers who wish to
use one type of packaging (unit formats) instead of another. Specifically, as outlined in our
petition, we are seeking to change a provision contained under 16 CFR 1700.20 that uniguciy
requires manufacturers who wish to use unit formats to: 1) determine the pumber of individual
units that *...may produce serious injury.or serious illness,” then 2) fortify the package to a
point where children cannot open or gain access to this amount of product during protocol
testing.

: This “serious personal injury or serious illness” standard that applies solely to unit dose
formats is far more vague, subjective, and stringent than the pass/fail standard which applies to
other packaging formats, and ignores CPSC’s responsibility under the PPPA to require special
packaging only for substances which “the degree or nature of the hazard to children. ..by reason
of jts packaging, is such that special packaging is required to protect children from serious
personal injury or serious iliness result from handling, using, or ingesting such substance.”

HCPC recognizes that the Commission cannot as a practical matter offer definjtive
guidance regarding the exact number of individual units that could be expected to cause serious
personal injury or serious illness to a small child for each Rx, OTC-switched, and OTC drug
product required to be shipped in special packaging. Yet, the current test protocol puts the onus
on drug manufacturers to do so only when they elect to use unit dose formats. Because of
product liability and other cost concerns, this system has led drug manufacturers to follow the
path of least resistance — i.c., opting for less safe cap-and-vial closures. - .

Absent definitive guidance from CPSC, therefore, the objective pass/fail criteria
requested by the HCPC’s petition is warranted. :

II. The Necessity/Benefits of Type Testing .

 In your letter of April 25, you questioned the necessity of the HCPC’s petition request for
type testing. Specifically, you noted that “The current CPSC regulation does not require a
comipany to test, or preclude a company from relying on test data generated by the package
manufacturer or from testing of similar packaging.” '

CPSC regulations do require that certain household substances ~ including virtually all

" Rx and OTC-switched drug products, as well as a number of OTC drug products — be packaged
in formats that comply with 16 CFR 1700-1750, and the only way for 2 manufacturer to ensure
that their packaging does comply is through protocol testing. This is especially true with unit
formats due to the subjective pass/fail criteria contained under 16 CFR 1700.20.

P4 -
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Although CPSC regulations may not require protocol testing, CPSC certainly has the
Jegal authority, and the enforcement capabilities, to ensure that non-complying packages are
kept off the markst. '

Similarly, although CPSC regulations do not preclude a company from relying on test
data generated by the packaging manufacturer is not reflective of standard industry practice, the
practical reality is that the objective standard for cap-and-vial closures has Jed to a general
acceptance of type testing for that type of CR packaging. Conversely, the subjective standard
of 16 CFR 1700.20 makes it imopractical for manufacturers to utilize type testing for unit-dose

packaging.

This point was well articulated during a roundtable discussion published in the June 2001
edition of Pharmaceutical & Medical Packaging News' in which a panel of packaging
professionals was asked whether they would rely on protocol test data from a vendor who had
developed-a unit-dose package format, put it through the CPSC protocol, and offered it for sale
to drug mamfacturers as being compliant with 16 CFR 1700-1750. In response to this
scenatio, the following answers were given: B

John Bitner (Manager of Packaging Design and Development, Pharmacia). “Vendor
testing doesn’t do us much good. We still have to test our packages. When a vendor

comes to us with a child-resistant package that’s passed with a given tablet, test protocol,

and regimen, we still have to test it.”

Arthur Jaeger (Director of Packaging Development, Merck & Company, Inc.): “Supplier

test results provide very usefid information whenever we are developing new packages.
However, the ultimate responsibility for ensuring package performance in the
marketplace rests with the manufacturer.” ‘

Bruce Cohen (Director, Packaging Techuology, GlaxoSmithKline): “In some cases, we
have found that even when using the same bottle with different closure suppliers and the
same liners, we get different results [from those provided by the vendor].”

Clearly, these industry professionals would not allow their products to be released into
the market without conducting 2 protocol test first, no matter what is actually required under
current CPSC regulations. What the HCPC is asking for, therefore, is some means of ensuring
that packaging which has successiully passed protocol not have to be re-tested. Perhaps this
does not need a formal alteration of existing regulations, It may, in fact, be achieved through:
1) a policy statement from the Commission; 2) publication of 2 list of acceptable formats by the
Commission; and/or 3) indication from the Commission that enforcement discretion will be
exercised if packaging is uscd that has successfully passed CPSC’s protocol. '

! Copy attached

P>
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Please also note that the primary purpose of the HCPC’s peutmn request for type testmg
is to minimize the number of small children who are subjected to protocoi testing annually, To
the HCPC, this goal alone makes our request necessary — especially considering that thousands
of children are subjected to protocol testing each year, often to evaluate packagcs with CR
features that have been on the market for decades. .

Tt is.my hope that this is a thorough and adequate response to the issues you raised in
your letter. Please feel free to contact me should you have any questions or need additional
mfonnatxon

Thank you.

Sincerely,

Executive Director .

Enclosure
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" how the packagpe is

How impertant is child-resistant
packaging to you when you select
packaging materials?

Cohen: Centainly for solid-dose formu-
lations. child-resistant packaging is part
of the decision. Jt really depends upon
the toxicity level of the product and
aoing to be present-
ed 1o the marketplace, 1f the product is
going 10 be a unit of dispense, then we
have to take into consideration every-
thing that’s required for child resistance

for that particular drug. If it has option-

al pack or linc extensions that make it a
pharmacy dispensing pack, then child
resistance falls away at that point,

Is child-tesistant packaging an issve
that first comes up in clinical trials?

Cohen: When we get into the end of

Phase 11 and the beginning of Phase IH
clinicals, we want to narrow down the
packs that marketing has in mind for
the product. We try to usc the final
marketed pack for Phase I}, if its &
package that we can get at that point. If
not, child-resistant packaging probably

. wouldn't show up until the launch,

Bitner: We try to get malerials into
ICH stability testing that we perccive
will be useful for child-resistant pack-

- aging, even though we have additional
. development lime beyond ICH.

Vega Feliciano: One of the things we

consider is cost, We need to be very "

awars of cost in the over-the-counter
(OTC) market because our margins are
smaller.

Mayberry: When a product goes from

 preseription to OTC status, it doesn't

necessarily have to be packaped in 2
child-resistant format. CPSC evaluates
cach of those drugs casc by case, But
last year CPSC proposed a rule that
would zutomatically reguire a child-
resistant format for what it refers to as
OTC-switched drugs. It accepted public
comment on that proposal through
November. and now it’s deciding what
10 do based on those comments.

June 2003 Pharmaceutical & Medical Packaging News * pmpnews.com

783 S35 6385

Fax NO. ¢

Did anyone here file any comments
with the CPSC?

Mayberry: HCPC and the Consumer
Healthcare Products Association both
did. There were two other comments as
well-—one from a group of students in

Florida and another comment from 2
private ¢itizen,

May. @ 2003 ©3:44PM P7

Does anyone else here have any reac-
tion to that CPSC proposal?

Cohen: The proposal would put more
pressure on both the manufacturers of
the components as well as the manufac-
wrers of the drug to reduce costs as
products move 10 OTC status.
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Would it delay OTC product launches?

Jaeger: If products will be packaged in
bonles, the proposal is probably not a
big deal. However, if you start going
mio flexibles, you've got other issues:
what the 1oxicity levels are, what the
epening features look like, which
patients will use the package, and how
difficuit will the package be 10 open.

What packages are best at meeting
child-resistance requirements?

Bitner: it depends upon the toxic}ty of

the product. the market we're ziming
7oz, and the regimen of the mcdication.
I you'rc looking a1 a regimen of three
w=blets a day, forinstance, for a chronic
condion, then its going to be very dif-
ficult 1o get that product into 5 blister. It
would be much better off in a bottle.,

Mayberry: There’s 2 quirk in the regu-
-atior ragarding roxicity and blisters,
Under the pratocol,.if you're using a
botile. s a feilure if the child gets the
top of, regardiess of the quantity. There
couid be 100 t2bless in the bottle. When
vou use unit-dose packaging, such as a
blister. there is an eight-pil} standard, so
«f during the test children open or gain
avcess w eight tablets in the blister or 1o
2n amoant that would cause serious ilf-
T3S o serious injury. then that's consig-
ored & failure. But CPSC doesn't define
what tae serious itlness or serious injury
1. s6 it's up to the manufacturers o
daterming the iexicity level: Such a con-
sideranon aeeds fo be made for blisters
& not for bantles.

hard to inake a bhsﬁe‘mﬁ‘tﬁmv&_
a high tox1c5ty le\7e] -

manager of patkagezl
Pharmacia (Skokie, LR

Veps Feliciano: I don't think that it's &
matter of liking one better than the oth.
e, it's a matier of whar is best for your
product. Some products are more suit-
able for blisters; some products are
more suitable for botties. There are
even some products-that will require
a pouch because of some specific
characteristic.

Jaeger: Most market rosearch shows
that, given the choice, a lot of patients
segm to prefer bottlcs—nol because
they're betier or worse, but because
“they understand them. They've seen
push-and-turn caps for so long that they
_can use them without thinking, How-
ever, the bottle is not always appropriate.

Lang: It also depends upon what mar-

ket you're trying to get into, like OTC
decorigestants. Everything on the sheif
is in blisters.

. Bitner; Whar we're trying to accom-
plish with the child-resistant package is

6365

“Let’s be more agen

‘teaching g peoplé; &hefi .
Use a chl}d re“S&sfant packa,gev ‘
We needl #5'teach the consumer, 3
that no package | is :Lam‘y*safe a\ X i
Rafael Ve

senior package. engmeez, Wyeth-Ayers
Pharmaceuticals,” pdckagn;g services groug:
(Philadelphia) y
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" t make it 25 intuitive' as possible. And
What we are in i's hard to make a blister intuitive at a
accomplish, withytk& ch:ld- high oxicity level. When a failure
3k§ Lo X means that children can access just one
resistant pa 3 IS E%;.r;ﬁ : Tablet, 2 blister becomes a very difficult
lntumveafa&pos&bi CEIGR IO package to present, especially 10 arthri-

tis patients or the clderly.

Cohen: On cccasion we've sized the
blister with the toxicity level in mind 1o
include as few tablets as possible bux
still meet patient requirements. For
instance, we. have one product that has
three tablets in a blister pack and thas is
the sale izem. That particular regimen
of three might serve a patient for a day
and 8 hall’ or two days, depending on
their needs. But because of the toxicity
levels, if a child were 1o get into ali
three, it wouldn't be harmed.

Jaeger: The access level permitted for
an individual product being packaged
makes a big difference. If 2 product has
a high allowable access level, you've
got a lat mare options, You can go with
sornething thats child resistant but not
nearly as unfriendly to a lot of patients, .
especiaily elderly patients,

Cohen: There's a popular pack out on
the market for an antibiotic that market-
Ing wanis us to use. But that particular
product’s toxicity level is nowhere near
what's presented in the package, so
therefore the package is not child resis-
tant. ft's a nice blister pack. and every-
body talks about i1, but we can't
necessarily put every produet in it
because of the higher taxicity levels.

-Eehcxano e
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Mayberry: In the United Kingdom,
there's etfort 1o establish a child-resis-

tant packaging standard for nonreclos-

able packaging. The draft standard wes
smilar 1o the 1S, standard, and they got

more than 300 complaint letters, An-

overwhelming majority of the com-
plaints focuscd on the issue of determin.
in toxicity. Based on that, the United
Kingdom is leaning more toward a
aumerical amount rather than an amoimt
determined by toxicity 1esting.

Cohen: But what if five is your toxicity
limit? Then manufacrurers are not
going o use a blister with a count of
2ipht unless they're fooking for rouble.

Mavberry: There are products that are
highly toxic. so you need to put them in
a count of ong, \wo, or three pills, Then
there are others where a package of 30
1 not likely going 1o cause a problem,
Bus: the vastmajonity is in a gray area,

Cohen: A1 some point. we need 1o have
some standard test. like an ASTM
method. We could put blisters through
it 10 ensure that they meet a minimum
requirzement and are therefore deemed
chiid resistant, rather than spend all the

tme end effor that all of us do in look- .

ing 2t a group of children who varies by
locanon and ablhty_. If you go 16 one
tcst b, tost your pack, and ger & fail-

ure. and then you go to a second test.
fab. test the same pack. and get a pass,

wherz doss thar lead yvou? To a third
w3l somewhere else to ry 10 get anoths
or pass, What makes one better than the
other” They're very subjective. We necd

@2

“When comparingib
- bottles, it ls.evr@e"' i

, curcumven‘smg a child- aesxs
“closure on a bottle ;

somme type of reproducible, mechanica),
glecrronic, standard test.

Mayberry: John and 1 are both on the
ASTM subcommittee D10,3 ] regarding
child-resistant packaging, and just ear-
lier this month at a meeting in Phoenix,
it was apparent that ASTM docsa’t
want 1o look at specific aspects of the
child-resistant packaging testing proto-
col because ASTM members doubt that
CPSC will change it.

Bitner: We've got a protocol thar's
worked for 30 years. We've cut the nums
ber of pharmaceuricalorelated deaths

‘dreamatically 1o one to two per year.

4 Mayberry: Yes, but there are data that

show there arc still thousands of poi-
sonings every year supposedly involv-
ing child-resistant closures for bottles
or vials. There have been more than 5

" million calls to poison prevention cen~

ters over the past 17 years involving
children 6 years old and younger who
ingested preseription or OTC drugs, av
documented by the American Associa-
tion of Poison Control Centers,

Bitner: Those calls may be more
prevalent because of education. Patients
know that some of thcse medicarions
can be poisonous and they know who to
eall now. There arc also more-poison
prevention centers in the country.

‘Mayberry: We asked CPSC for all its

data from 1983 through October of

- 2000 regarding accidemal exposures to

prescription drugs or OTC drug prod-

FAX NO. 783 538 6385

ucts by children 6 years old or younger.
What we got back were reams of dats.
There were hundreds of instances
where children were sent to the hospital
because they supposedly got'these
products out of chiid-resistant bottles,

-and there were 365 deaths over that

period of time. Yet, there were 33 docu-

mented cases invoiving blisters in

which children accessed drugs, and of

“those there were only two-~two in 17

years—where child-resistant blisters
were involved.

Bitner: Or documented to be involved,

Mayberry: But when comparing blis:

ters to bottles, it is evident that children

access morc units when circumventing
a child-resistam closure. There. were 11
instances where children gained access
to between 41 and 50 tabs. There arc §
instances where children gained access
10 berweett 61 and 75 tabs.

Jaeger: Today there are more once-a-

day products with higher conceatra-
tions and higher potencies, So there are
a lot of products where sceessing just

‘one or two tablets may be a problem.

How do you ‘fee! about child-resistant-

biisters currently on the market?

Cohen: It depends upon your toxicity.

level and what your marketing folks
want. We use pesl-and-push blisters for
most of our child-resistant blister pack-
ages. We've had to pur some of our
blisters into a chipboard card in order to

increase the complexity'and reduce the

number of child openings.

Bitner: Most are extremely difficult

- for a senior or & debilitated partient

operate. But if you make them tco easy,
children are just going to rip them
apart, easily accessing the medication.

Jaeger: There aren'r all that many dif-
ferent types of child-resistant packag-
ing materials 1o choose from, ['m not
talking about suppliers, If it a blister
material, one side needs 10 be backed
with polyester. If it’s a pouch, you need
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- aren’t that many vendors out there with

an adequate thickness of polyester on
the outside, and the rest depends on
die-cutting configuration, graphics, and
opening instructions.

Bitner: You bring up a good point
regarding the number of veadors. There

the capability, the intelligence, the
resources, the meotality, and the inter-
est to develop programs for us.

Mayberry: Some vendors have gone to
the troublc of designing a more intu-

“put bhsters tttrough to ensure

“that thef' meet 2 mm:mum
Lt ‘

‘W director; packaging technology, ..
= GtaxoSn’urhKfme (Research Tn.;ngfe Pa

mow e e Rl LY

[ itive package apd putting it through the

child-resistant tcsting protocol them-
selves to cnsure that it'll pass the proto-
col. Thoy then make it available for
licensing, and then no one picks it up.
Fortunately, ithere is.one inmitive pack-
age that requires cognitive ability over
physical strength that has passed the
protocol and won HCPCs Compliance

Bitner: Vendor testing doesn’t do us
much good. We still have to test our
packages. When a vendor comes to us
with a child-resistant package that's
passed with a given tablet, test protocol,
and regimen, we still have to test it,

Jaeger: Supplier test results provide
very useful information whenever we
are developlng new packagoes, However,

the ultitmate responsibility for ensuring
package performance in the market:
place rests with the manufacturcr.

Cohen: Tn-some cases, we have found
that even when using the same bottle
with different closure suppliers and the .
same liner, we get different results.

Bitnter: As end-users. we know what
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we want 1o accomphish, burt the vendor

still has the greatest converting technol-
ogy and the understending of how those
materials react, as well as firsthand
knowledge of new developments.

Do you need nicre vendor support?

Bitner: Once we have 2 concept and
engincering designs, we'll do the test-
te—its our marker, it's our protocol,
i£s our focus group. But we need more
experts 10 show how to convert materials
and how 10 make our concepts reality.

What are you doing to meet the
needs of patients who suffer from
conditions that make it difficuit to
open complex packages?

Bitner: At Pharmacia, we consult 3
panz] of what we call patient partners,
who are patients suffering from arthri-

tis. Most arc registered with the Arthri-

u> Foundation and doetors, so half »
dozen of them can represent hundreds
of patients across the country. We run
differem designs by them and design
packages according to their feedback.
Sefore we go 1o protocol testing, we do
some screening &nd some preliminary

tests with 70- to 80-year-old people and

petients with arthnis,

Jaeger: More than just CPSC protocol
testing is needed, Protocol testing cer-
tinly meets the regulation. but it does
not always give you the infermation
rou need 10 ensurc your package will
b2 well received in the marketplace

LLC FAX NO.

-the regu[at; ): 5

Arthur jaeger
director of. ckagr,gge:
Company, Inc., (WestEo
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Bitner: If a vendor comes to us and
says it passed the CPSC protocol, that's
not all that is necessary, We can pass
the protocel with any number of differ-
emt packages. But that doesn’t necessar-

ily mean that 2 patient or consumer is -
" going to use that package in the home.

Lang: You also neced to put clear, con-
¢ise instructions regarding opening fea-
tures on the package in short bullet
points 50 seniors know how to open it.

‘Are you leery of using a blister?

Mayberry: Manufacturers don’t want .

to market products that aren’t going to
be popularly received, and a blister is
likely going to be more difficult to
open than a bottie, unless tremendous
forethought is given 1o its design’

How do you properly balance child
resistance with senior friendliness ? .

Mayberry: CPSC's response is you

7093 538 6385

opening féq‘_q;{r’és’ on the pacKag
in short pilillet points sq,.geﬁi_é)_tg =
know hew to open;jt” ~ '

Ken Lang .
enagineering, strateg:c rmprovement depart-
ment, OTC drugs, 4 Bms:o} Myers Squibb
Mt Vernon, IN) | .

need better packages. John mentioned
earlier that you can engineer packaging
that does not rely on strength as much

~ a8 on cognitive ability,

Jaeger: ['ve heard some companies say
they've resorted to instructing patients
to use scissors 1o open packages. But
you shouldn't need 2 100! 10 open the

" package.

 Cohen: We have several packs on the

market that require scissors 10-open,
and I have no complaints that I'm

_aware of, as opposed to the blister

packs we have ther frustrate seniors,

Mayberry: Are the séisso:s-only pack—
ages pouches?

Cohen: A couple of them are. One

pouch features a tear notch that is an
open, unsezled circle within the pack-
age that you have to fold gver.

Bitmer: Scissors are brutal w an arthri-
lis patient, and you certainly don’t want

8 hemophiliac patient using scissors,

We have a fantastically successful

-pouch that has wider heat-seal areas

with big, fold-over areas where the
nofch is positioned on the crease so you
can’t raiss it. A target and artows point
the child to an area that is laser scored
and cut. Ninety-pine percent of the kids
went right for that score and tore the
opening feature off in the first five sec-
onds of the fest, disarming the package.
Trying to do that same thing with a
blister is more challenging. '
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~ Are there any innovations that you
think should become standard, like
using squeeze-and-turn closures
instead of push-and-turn ones?

Bitner: Squeeze-and-turn designs are
one of the most discouraging develop-

- meats in the last 30 years. They are pot

senior friendly. Arthritis patients have 2
lot of rouble with that type of motion.

Cohen: We've looked into squeeze-
and-turn closures for a number of rea-

© sons, including the fact that they

¢liminate the torque requirements for
opening. They also represent 8 reduc-
tion in price, and there are fewer com-
ponents that will end up iy the wrash.
But as John said, people who have diff;.
culty squeezing because of limitations
in their hands or wrists, find that they
can open the push-and-tarn closures
with the palm of their hand and the top
of a table. There is a new proposed cap
with a ene-piece, push-and-turn mecha-
nism that may be a better compro-
muse—it requires the same force and
the same procedure that most peopie are
used to, but it js 2 Little less strenuous,

‘Mayberry: For the first five years of
HCPC’s existence, I never heard about
anything novei with blisters—it was all
peel-and-push or notch-and-tear. But
over the past five years, there has been
an attempt to design better blisters both
child resistant and senior friendly.

What else conld make your Jjob easier?

Bitner: We need a more formal unjver-
sal program of national education about
poisons. Poisonings occur because of
ignorance. FDA responded in a surpris-
ing and disappointing way to iron
tablets, mandating for the first time in
history that iron tablets above a certain
level have to be in blisters because
theyre dangerous to children. This was
based on a false assumption that blis-
ters are jnherently child resistant. If all
partics concerned had made jt batter
known that iron can present a poiso-
oous situation, iron wouldn't have besn
teft out for children to get into.

€5

. 783 538 6305

Mayberry: The protocol gives con-

sumers a false scnse of security, In the
data that we got frora CPSC there were
seven instances in which children were
given drug products in 2 bottle with a
child-resistant closure as 2 ratile or toy
because an adult believed that it was
childproof.

U8 2003 83:5pPM P4z

Vega Feliciano: CPSC could do 2 better job
cducatng people on how to use the pack-
age and why it's important 10 put it away
even though it's considered chilg resis-
tant. Let’s be aggressive about teaching
people 1o property use a child-resistans
package. We need to teach the consumer
that no package is 100% safe. @
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