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ABSTRACT

AN ECONOMIC STUDY OF THE NEW TAMPER-RESISTANT
PACKAGING REGULATION

By

Valerie Hamm

In November 1982, the FDA issued a regulation requiring
tamper-resistant packaging for all over-the-counter (0O-T-C)
drug products for retail sale. This sudden legislation
resulted in many economic problems for all involved. These
economic effects were studied through the use of a mail-in
survey which gathered specific economic information from both
tamper-resistant packaging supplier companies and tamper-
resistant packaging user companies.

The companies required to use tamper-resistant packaging
experienced many new costs due to the new regulation. Their
total cost increase per package, however, was quite a bit
lower than the actual price increases their customers are now
paying for the company's products.

The tamper-resistant supplier companies also experienced
many additional costs due to the tamper-resistant regulation.
Their total costs seem to be lower than the dollar value of
their increased sales from tamper-resistant materials or
machinery. Even though their gains outweigh their costs from
this regulation, the suppliers indicate they will pass their

costs on to their consumers.
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INTRODUCTION

Between September 30, 1982, and October 2, 1982, seven
people died in the Chicago, Illinois, area from cyanide poi-
soning. It appears that the person(s) responsible for the
deaths replaced the ingredients in Extra Strength Tylenol
Capsules with the poison and put a few contaminated capsules
in each of eight containers. They then replaced them on the
shelves at the front of retail displays where they were
quickly purchased. The victims, having no indication that the
product had been tampered with, consumed the medication and
died.

In order to protect the public from further product
tampering crimes, State and local governments proposed various
laws and regulations concerning the packaging of over-the-
counter drug products. Cook County, Illinois, approved an
ordinance in early October requiring that all O-T-C drugs sold
in that county be in sealed containers.l The city of Chicago
also proposed a similar ordinance.?2

In order to assure uniform guidelines for all manufac-
turers of O-T-C drugs in all geographic markets, the FDA
decided to develop and issue a regulation at the national
level to protect the public from the possibility of O-T-C

product tampering. The government realizes that they can not



guarantee that products will be tamper-proof, but they feel
certain it is possible to make them "more resistant to
tampering."3

This new FDA regulation will preempt the various State

and local packaging requirements that have been issued.4



HISTORY OF TAMPER-RESISTANT PACKAGING

Tamper-resistant packaging has been available since the
early 1900's. It is most commonly used as a device to reduce
pilferage, consumer product sampling, and cap switching which
is done to take advantage of lower prices. It has been
required for certain products, but the reason for this was to
insure product sterility or quality such as with opthalmics,>
milk6 and liquor.? Tamper-resistant packaging has not yet
been used to prevent a determined individual from getting to

the product without alerting the purchaser.



THE NEW REGULATION: 21 CFR PARTS 211, 314 and 700

The new regulation amends Title 21 of the Code of

Federal Regulations and its following parts:

211 Drugs-Manufacturing, Labeling, Laboratories,
Packaging Containers

314 Administrative Practice and Procedure, Drugs
700 Cosmetics, Definitions, Prohibited Cosmetic
Ingredients

Under Part 211, the regulation establishes a requirement
for tamper-resistant packaging for O-T-C drug products which
will improve packaging security and assure the safety and ef-
fectiveness of the drug products.8 The regulation requires
that 0O-T-C drugs for retail sale be in tamper-resistant pack-
ages. (See Appendix A for list of specific products affect-
ed.) These are defined as packages "having an indicator or
barrier to entry which, if breached or missing, can reason-
ably be expected to provide visible evidence to consumers that
tampering has occurred."?

Labeling for these products must contain a statement a-
lerting consumers of the specific tamper-resistant feature of
the package. This statement must be placed such that if the
tamper-resistant feature were damaged or missing, the state-
ment would be unaffected.l0

The FDA does not specify what must be used to provide



tamper-resistance, but gives suggestions for currently avail-
able packaging systems which they believe are capable of meet-
ing the requirement of their rule. Their intention is to
leave the area open to new technologies, while specifying
which currently available devices are considered appropriate.
Drug products that are not packaged in tamper-resistant
packages, or are not properly labeled under 21 CFR 211, are
considered to be adulterated or misbranded.ll
These same general principles apply to new drug products
and cosmetics under Parts 314 and 700 respectively.
The following indicates effective dates for 21 CFR
211.132:
I. Requirements for tamper-resistant packaging.
A. February 7, 1983.
l. For all O-T-C Drugs and Cosmetics most
vulnerable to tampering.
Includes: Oral, vaginal and rectal
drugs (other than tablets and sup-
positories), otic drugs, nasal drugs,
opthalmic drugs.
B. May 5, 1983.
1. For all tablets and suppositories which
are less susceptible to tampering.
Includes: Oral and vaginal tablets,
and vaginal and rectal suppositories.
I1. Requirement for label statement and requirement
that barrier to entry be distinctive.

A. May 5, 1983.



III. Requirements that all stocks held for sale
(including in retail stores) be in compliance
with the regulation.

A. February 6, 1984.12

Some amendments have been made to the rule since its
writing. Definitions have been clarified and products have
been excluded from a part or all of the regulation. The FDA
also stated that one of their previously approved tamper-
resistant packages is no longer considered appropriate for
this rule. The wet seal or cellulose band, as currently
manufactured, does not meet the requirements of the regula-

tion,13



A COMPARISON OF THE CHILD-RESISTANT AND
TAMPER-RESISTANT PACKAGING REGULATIONS

The regulations requiring tamper-resistant and child-
resistant packaging are very similar. Both affect the O-T-C
drug industry, therefore similar economic effects would be
expected. Unfortunately, this type of study was not done
fdllowing the child-resistant regulation, so we cannot esti-
mate the economic effects of tamper-resistant packaging by
comparing the two.

What can be done, however, is to compare how and why the
regulations were written and see which areas were likely to
produce the largest economic effects. This might be impor-
tant if the FDA does extend the tamper-resistant regulation to
other industries, although in 48 FR 16660 they indicate no

plans for broadening the scope of the regulation.l4

Child-Resistant Packaging

The need for child-resistant packaging was recognized
because children were dying from accidental poisonings caused
by ingesting hazardous household products. 1In the early
1960's, the United States government began making efforts to
decrease the number of these deaths. Their efforts centered
around informational programs and various forms of publicity
intending to teach adults to keep toxic substances out of the

reach of children. These programs proved to be ineffective,



so in September of 1970, the government decided to take an-
other direction in solving the problem. The FDA created a
committee which proposed a set of performance standards for
safety closures to be used on hazardous substances kept in the
home. (See Appendix A for list of products covered.)

These standards were set in the Poison Prevention Pack-
aging Act.l3 The special packaging required by the Act is in-
tended to reduce the risk to small children by either pre-
venting access to the substance, or by preventing access to a
harmful amount of the substance. The regulation does not
specify a specific type of package to use, but gives quanti-
ties and measurements which the designers must insure the
package meets., The closures are to be tested and cannot be
designated child-resistant unless they pass these protocol

tests given in the regulation.

Tamper-Resistant Packaging

The reason for writing the tamper-resistant packaging
regulation was different from the reason for child-resistant
packaging. It was not accidental entry into the package that
created the need for this regulation, but deliberate entry by
someone intending to do harm, even before the product reached
the home. Because many of these serious tampering crimes
occurred in a short period of time, the FDA issued an im-
mediate final rule. The lengthy preparation time available
with the child-resistant regulation was not allowed for the
tamper-resistant regulation,

The tamper-resistant packaging regulation does not



include an effectiveness test for the new packages as the
child-resistant regulation did. There is no quantitative
measure of exactly how resistant to tampering the package must
be. This may prove to be a problem for the industry since the
determination of whether a package shows "visible evidence"™ of
tampering is a personal judgement. Some comments from a con-
sumer focus group on tamper-resistant packaging reflect this
variety of opinion., After being shown a bottle with a seal
over its mouth, consumers said:

"I1'd feel better if there was an exterior

device as well as (an) inner seal...something

like a shrink band. Maybe it's silly, but

I'd just feel more comfortable."16

vs.

"If you have a sealed bottle, then overwrap

is superfluous packaging, even under the

circumstances. I mean, I would feel comfort-

able enough with a film-wrapped package..."17
These differing opinions may result in economic effects for

the pharmaceutical companies if consumers believe one type of

tamper-resistant package is less effective than another.



PRE-REGULATION ECONOMIC PREDICTIONS FOR
TAMPER-RESISTANT PACKAGING

The economic effects of this new regulation were a major
concern to many during the preparation of its details. The
government studied the parts of the industry that would be
affected and made their predictions as to the extent of the
impact. O-T-C industry members also made their own predic-
tions, which tended to be quite a bit higher than those made
by the FDA. These estimates will be summarized in the follow-
ing section, and later compared with the actual results.

The economic consequences of the legislation were consi-
dered by the FDA before issuing the regulation. The expected

problems were discussed in the Federal Register and the FDA's

solutions were explained.

They felt that one single, early effective date for the
regulation would cause unnecessary economic problems because
the industry would be forced to compete for scarce resources.
Those companies unable to get the resources would have to
discontinue marketing their product after the effective date.
This would also produce a "serious strain" on the packaging
machinery industry, which might not be able to produce the
needed equipment. These problems would make the cost of
compliance unnecessarily high for the manufacturers and, in

turn, the price of 0-T-C drugs to consumers.,

10
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As a solution to these potential problems, the FDA issued
sequential effective dates. This spread the demand for the
resources over a longer period of time, allowing supplies to
meet demand and insuring that the highest risk products would
be tamper-resistant immediately.

In order to eliminate the costs associated with imme-
diate removal of non-complying products from the retail
shelves, the regulation would have to apply only to those
products produced after a final effective date. The serious-
ness of the problem, however, suggested that a final effective
date be set, after which all products sold would have to be in
tamper-resistant packaging. The earlier this date was, the
higher the costs associated with that step would be.

To reduce these problems, the FDA set their final date
15 months following the regulation's writing and explained why
they expected this to create few problems. The FDA believes
"the market will be significantly depleted of products in
non-tamper-resistant packaging within a relatively short
period of time," therefore the retail level effective date of
February 6, 1984, will have little economic effect.l8 Even
after this statement, the agency indicated that they were un-
certain of future economic problems, therefore they are
allowing for changes in this area. Potential economic effects
will be observed and if they are found to be severe, the
agency will review the need for the date and what that date
should be. This will happen far enough before the retail
level effective date occurs, that any changes can be taken

into account by those who will be required to use it.
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These economic problems were considered by the FDA be-
fore the issuing of the regulation, hoping they could reduce
or prevent high costs to the industry. There were many other
economic effects which could not be avoided, and the FDA tried
to estimate these costs. The following list summarizes the
FDA's expected economic effects caused by this regulation.

The FDA did put dollar values on their estimates. The

following quotes and estimates come from 47 FR 50449:

"The rule will affect approximately 2 billion retail
packages per year."

"Approximately 10-30 percent are already packaged in
ways defined as tamper-resistant, therefore will only
need labeling statements and distinctive indicators
or barriers to entry."

"All costs seen are not all attributable to final

rule since it can be expected that many manufac-

turers would have gone to some sort of tamper-resistant
packaging even without the regulation.”

"Expert Technical Committee on Tamper-Resistant Pack-
aging estimated unit costs of tamper-resistant
packaging to range from a fraction of a cent for

some popular packaging systems, such as shrink seals,
to several cents per unit for bubble packs and manual
seals."

"If unit costs average 1.0 to 2.0 cents per retail
package, aggregate recurring costs for tamper-resistant
packaging would be $20 - $40 million per year."

"Costs for new packaging equipment is not expected

to have a significant impact on the average cost per
package. The cost of packaging equipment varies
widely from less than $100 to over $100,000 per unit."

"The one time change in labeling for all affected pro-
ducts is expected to cost $5 - $10 million."

*The agency does not believe that the industry will
experience significant costs for stocks of obsolete
packaging at the six month effective date."
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"The 15 month retail level effective date may result

in some returns of non-tamper-resistant packages to

manufacturers.” The agency believes these will be

"very small” in volume and confined to the smallest

retail level.

"Thus, the agency believes that the total cost of

conversion to tamper-resistant packaging would not

be sufficient even in its entirety to warrant desig-

nation of the rule as a major rule."”

Other economic predictions were made after the regu-
lation was written. The Proprietary Association estimated
that new packaging for the non-prescription drug industry
would cost the consumer 2 cents to 10 cents per package.l9 An
analyst with a leading securities firm predicted that better
closures would raise prices 1 percent to 2 percent.20 Another
potential economic problem area is the area of product lia-
bility. Non-compliance with the regulation can cost anywhere
from $2000 to $50,000, but compliance does not guarantee pro-
tection from these fines.2l 1In the case of deliberate product
tampering which results in injury, juries will decide the ex-
tent of compliance and whether the manufacturer is free from
liability. 1Insurance for the manufacturing companies may pro-
tect them from huge liability suits, but will also add to the
cost of O-T-C products.22

Economic predictions were also made for the supplier
industry affected by this regulation. Many felt the suppliers
would benefit by increased sales volume. Some supplier com-
panies observed a sudden increase in stock value immediately
following the regulation, an obvious indication that experts

expected a significant increase in business for the tamper-

resistant packaging suppliers.23



ECONOMIC STUDY

Reasons for Study

This study was done in order to investigate the economic
effects of the new tamper-resistant packaging regulation on
all companies involved. The information might be important to
members of the industry who are interested in estimates of
implementation costs for tamper-resistant packaging. The in-
formation could also be helpful to the FDA, to determine pro-
blem areas of this regulation. This would be useful if the
government extends the regulation to the food or cosmetic
industry, although the FDA currently maintains that the scope

of the rule will not be broadened.

Methodologx

The findings of this study are based on information de-
rived from questionnaires sent to 138 companies who are in
some way involved with tamper-resistant packaging. Some of
these were drug manufacturing companies which were required to
use tamper-resistant packaging for some of their products and
others are those companies which supply the materials, com-
ponents and equipment used to make tamper-resistant packages.
A variety of these companies were contacted (82 suppliers and
56 users) and asked to specify exactly how this regulation

affected them economically. Not only were specific topics

14
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covered, but comments were encouraged to explain misleading
dollar values or other irregularities. Those who received the
surveys were also asked to indicate any economic effects their
company may have seen which had been overlooked in the survey.
Although these commments resulted in information not given by
all respondents, they also allowed for clarification of an-
swers which might otherwise have been misunderstood.

Before the actual study was done, a test survey was used
to improve the quality of the questions and to insure that no
economic areas were omitted. Sample surveys were sent to two
material suppliers, two machinery suppliers and two pharma-
ceutical companies.

After revisions were made, the actual surveys were sent
out with a cover letter explaining the study, a stamped-
return envelope, and a phone number to call if any questions
arose. The respondents were given one month to complete the

survey. (See appendices H & I for surveys.)

Sampling Process

Population:

It is difficult to determine the population sizes for the
tamper-resistant packaging industry. It is only a small por-
tion of a much larger industry and it is often hard to sep-
arate the two.

The 1983 Physicians Desk Reference for Non-Prescription

Drugs was used to determine the population size for the drug

manufacturing companies. From this reference, all the
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companies which manufacture O0-T-C drug products covered by the
new regulation were counted. The total number of these com-
panies came to 82.24 This number was verified by a member of
the Proprietary Association who said their association con-
sists of approximately 80 members who represent 80-90% of the
industry.

Determining the population size of the tamper-resistant
packaging supplier industry was not as direct. The 1983

Packaging Encyclopedia Buyers Guide for Packaging Materials

was used to find all United States suppliers of packaging
materials, components or machinery which could be used to pro-
duce tamper-resistant packages. The categories used for the

count were:

A. In the Machinery Section:

1. Blister form, fill and seal

2. Tamper-proof capping

3. Neckband applying

4. Tamper-indicating labeling

5. Shrink packaging, sleeve wrapping
6. Shrink tunnels

B. In the Packaging Supplies and Materials Sections:

1. Tamper-indicating closures

2. Cellulose bands

3. Foil bands

4. Plastic bands

5. Blisters (for this study blisters and bubbles
are being considered the same for two reasons;
The Glossary of Packaging Terms gives almost
identical definitions for the two package forms
and people in industry seem to interchange the
two terms.)
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This estimate of population size may be much larger than
is actually true because I cannot be sure that all companies
on this list supply materials to the O0-T-C drug industry. I
have excluded all distributors of these packaging materials
from the list because they only sell the materials produced by
those companies already counted. Using this method, the pop-
ulation size for tamper-resistant packaging suppliers was
determined to be 332, but it is likely that the actual number

is much smaller.

Sample Size and Content:

The sample used for the O0-T-C drug manufacturing indus-
try consists of 56 companies from throughout the United
States (68.3% of the population). Because survey responses
tend to be better when sent to a specific individual rather
than a general title, these surveys were sent to employees who
have had some contact with Michigan State University. The
names came from lists of people attending industry courses at
the Michigan State University School of Packaging, inter-
viewers at Michigan State University's Placement Center,
Michigan State University alumni and others known by members
of the Michigan State University School of Packaging.

The supplier company sample consists of 82 suppliers
(24.7% of the population) from all over the United States.
These names also came from a variety of different lists, in-
cluding placement service interviewers, former Michigan State

Univeristy Packaging students, advertisers in various
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packaging magazines, tamper-resistant packaging suppliers from
a Packaging Digest list, members of the PMMI packaging show in
November 1982, and contacts of the Michigan State University
School of Packaging.

Although the samples came from lists, the author be-
lieves the purpose of the lists were diverse enough to pre-
vent the problem of too much similarity between companies

sampled.

Sampling Method:

The sampling method used is similar to a disproportional,
unequal, stratified sampling plan (or controlled sampling).25
In this type of sampling plan, unequal numbers of the dif-
ferent categories (stratums) are used and the actual numbers
used are not proportional to the total population. Unequal
sample sizes are appropriate in this study because we are not
trying to compare the two samples (drug manufacturers and
suppliers). The samples are disproportional because it would
have been uneconomical and impractical to make them both pro-
portional to their population size. Sampling the same per-
centage of suppliers and users would have required a supplier
sample size of well over 100 companies, something I was
unable to do. Reducing the number of drug companies sampled
in order to get their percentage as low as that of the sup-
pliers would have resulted in a sample size of twenty - a num-

ber too low for statistical accuracy.
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Time of Study:

The study was conducted during May of 1983, soon enough
after the regulation's writing that the information was still
uncollected, but late enough that most companies had time to

gather the costs.



GENERAL RESULTS OF PHARMACEUTICAL COMPANY SURVEYS

Pharmaceutical survey data is contained in Appendix J.

Of the 56 surveys sent to the drug manufacturing com-
panies, 20 were returned as usable. The 20 surveys were used
to calculate a return of 35.7%, a typical return percentage
according to our survey specialist.

Five out of the 20 surveys returned were considered not
applicable because they did not supply the over-the-counter
market. One other questionnaire said it was too early for
them to give exact dollar figures and they felt estimates
were not appropriate for our study. After substracting these
surveys which were not applicable to our study, a total of 14
usable questionnaires were obtained. This represents a usable

return of 25%, which is 17% of the total industry.

TABLE 1

SIZE OF POPULATION, SAMPLE AND RETURNS FOR
PHARMACEUTICAL COMPANIES

-Returned Usable
Population Sample Surveys Surveys
Number 82 56 20 14
% of Sample 35.7% 25.0%
t of Population 68.3% 24.4% 17.1%

20
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Area of Responsibility

Question 1 asks for the area of responsibility of the
person completing the questionnaire. The purpose of this was
to see if a certain type of employee was more likely to com-
plete the survey. Almost all of the returned forms were com-
pleted by a member of some sort of packaging department. This
is probably because the packaging people are most directly
affected by this regulation, the most knowledgeable about the
subject and therefore, more likely to complete the question-

naire.

TABLE 2

RESPONDENT'S AREA OF RESPONSIBILITY
PHARMACEUTICAL COMPANIES

Packaging. ® 0 0 006060060000 00 060 0 00 012
Production/Manufacturingeeeec.. 1
PurChaSing. ® 0 0 0 0060000 00 0 06 0 0 0 00 1

mTAL.........I...............14

Company Description

Questions 2 and 3 give descriptions of the companies
questioned: the general purpose of the firm and whether its
market is local, regional, national or international. These
questions were intended to insure we did not have responses
from people not affected by the regulation. The results show
that one national and thirteen international pharmaceutical
companies responded to our survey. This is fairly typical of
most of the United States pharmaceutical companies, many of

which are subsidiaries of large international corporations.
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Annual Sales

This question asked for the annual sales of the respond-
ing companies. We wanted the sales for the divisions involved
in tamper-resistant packaging so that we might find what por-
tion of the business tamper-resistance occupies. This was not
possible, however, since it appears that everyone responded
with total corporation sales. Another reason for asking this
question was to determine the difference in size of those com-
panies surveyed. The companies participating in the study
range in size from $100 million in annual sales to over
$1 billion (see Table 3 for number of responses from each
sales dollar range). Most United States pharmaceutical com-
panies are very large (sales over $100 million), but there are
a few smaller companies. These small firms did not respond to
our survey, therefore their economic effects are unknown and

not necessarily the same as for the larger companies.
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TABLE 3

SALES VOLUME
(PHARMACEUTICAL COMPANIES)

Sales Volume Number of Responses

$ 5 - %10 Million

$ 10 - $ 50 Million

$ 50 - $100 Million

$100 - $250 Million 2
$250 - $500 Million 4
$500 - $750 Million

$750 - $ 1 Billion 1
$1 Billion and Over 5
No Answer 1
Unknown by Respondent 1

14
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Products Affected by Regulation

Question number 5 asks how many different products each
company manufacturers which are affected by the tamper-
resistant packaging regulation. This shows another aspect of
company size; some responding companies have as few as two
O-T-C products which are affected by the new regulation while
others have as many as 29 (see Table 4 for various measures of
company size). Some comments indicate that at least one
company feels they have too many products affected by the re-
gulation to even list them all. The number of products af-
fected by the regulation at each company varies widely, but

the average number is 6.58 products per company.
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Number of Products Tamper-Resistant Before the Regulation

The companies were asked how many of their products which
must be made tamper-resistant were already in tamper-resistant
packages before the regulation (see Table 5 for tamper-
resistant packages used before the regulation). The responses
varied with some companies having all of their products in
tamper-resistant packages and others having none. The aver-
age company had 34.7% of their products which were affected by
the regulation in packages currently accepted as tamper-
resistant. Most did indicate that the graphics on these pack-
ages would still have to be changed.

The second part of Question 6 deals with the products
that require package changes. The companies were asked to
indicate which of their products were getting new packages,
what tamper-resistant materials were being used and the cost
of these materials. It has been determined that shrink seals
and bands are the most popular tamper-resistant material being
used, but it is impossible to say exactly how many products
are using each material. Because of this, a straight average
was calculated for material cost where using a weighted av-
erage would have been more appropriate and would have re-
sulted in a higher average material cost per package. Using
this method, the average tamper-resistant material cost for
the pharmaceutical companies is 1.4 cents per package. This
material cost is approximately equal to the FDA's estimated

total cost increase per package.
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TABLE 5

MOST COMMON TAMPER-RESISTANT MATERIALS
IN USE BEFORE THE REGULATION

Tamper-Resistant Device

Number of Responses
Indicating Use

Strip/blister packs
Bottle seals (many types)
Neck bands

Foil Pouches

8

6
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Machinery Purchases

Question seven was used to determine whether the pharma-
ceutical companies had to purchase additional machinery or
equipment to help them produce tamper-resistant packages.

Most companies had to purchase some type of equipment which
added to their costs from this regulation. The average com-
pany purchased four machines at a total cost of $150,655. The
maximum number of pieces of equipment purchased was 14 and the
maximum total price paid by a company was $820,000. Although
the initial outlay for these machines could be very high, when
depreciated and amortized over the number of packages they
produce, cost per package is very small.

The four companies that did respond to this question with
per package costs show that the average cost increase due to
machinery purchases is 1.85 cents per package. The FDA had
originally predicted that machinery costs would be insignifi-
cant, but because the average cost is almost 2 cents per

package, they would probably feel differently now.

Line Speeds

The purpose of Question 8 was to see if the pharmaceuti-
cal companies had decreases in their line speeds because of
the regulation. Costs for this cannot be determined because
of the different factors which can cause slower speeds: use
of manual labor, generally slower equipment or more downtime.
Each factor has a different costs associated with it and those

will have to be determined by each individual company. It may



31

be easier to assign a cost estimate to this problem knowing
that the average company experienced a 19% decrease in line
speed because of the need for tamper-resistant packaging. The
range of reductions in speed went from 5% to 50%, so some
companies are running at one-half their original speed which
can be very costly. Comments from our repondents indicate
that not all of these slower speeds are permanent., Some re-
quired temporary manual labor during the change-over process
and one company indicated that only some of their new packages

(5%) required line speed reduction.

Labor Changes

This asks if the pharmaceutical companies experienced a
change in labor costs due to the tamper-resistant regulation.
It is related to Question 9 in that the slower line speeds may
be a result of an increase in the use of manual labor. Fifty
percent of the group did mention that the regulation resulted
in an increase in the number of man hours required to maintain
production. Costs, again, will vary with each company, de-
pending on their wage rates and the number of increased hours.
Cost increases for the sample group ranged from $16,000 to
$200,000 and were to be amortized over 250,000 to 60 million
packages. This makes the average cost increase due to labor
less than a penny per package (0.39 cents). Some of these
labor changes were only temporary and could have gone as high
as 50% for certain companies.

Although the norm appears to be an increase in labor

usage, one company did say they experienced a $60,000
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decrease in labor hours, to be amortized over 3.5 million

packages (1.7 cents per package).

Graphics Changes

Question 10 asks whether the pharmaceutical companies had
additional costs due to graphics changes required by the regu-
lation and all companies questioned said yes.

Some companies responded with costs per package of
$0.0003 to $0.00225 for various packages. A few comments in-
cated that cost per package would be "minimal" or "insignifi-
cant." Others gave total costs ranging from $100 per package
type to $500. These costs were generally one time, mecanical
changes or plate changes. Another graphics cost that one com-
pany felt would be significant was the scrap resulting from
the May 1983 deadline, but they did not estimate the dollar
value of this,

Total cost per company depends on how many products re-
quired the new graphics. For this study, total costs ranged
from $200 to $1500. These costs will be insignificant for the

high volume pharmaceutical industry.

Reasons For Choosing Tamper-Resistant Devices

Question 11 tells why the pharmaceutical companies chose
the particular tamper-resistant devices that they did. Cost
was not mentioned as a major factor in itself; effectiveness
and compatability with existing packaging had more bearing on
their decisions. Some companies also said more than one fac-

tor was considered in making their decision. Two companies






33

claimed to have chosen the 'mos£ effective option," but not
surprisingly, they are using different devices.

Although this question did not pinpoint one major reason
for choosing the tamper-resistant device used, it did show
that cost seems to be an important factor, and system compat-

ability was the method used to keep costs down.

Advertising Changes

Question 12 asked the pharmaceutical companies if they
made any advertising changes because of the new packaging.
All companies responded with a "no" except one that felt this
question did not apply. It is obvious, however, that many of
these firms are currently advertising the fact that they now
have tamper-resistant packages. The contradictions between
their responses and their actions may mean that they did not
increase the amount of advertising being done, but only the

content of their current ads.

Costs Due to Retail Effective Date

The regulation has a final retail level effective date
after which all packages on the retail shelves must be in
complying packages. Because it is possible for the companies
to experience losses due to this requirement, I asked what
they planned to do with these non-complying packages, and what
losses they expected. One company felt this either did not
apply to them or the costs were unavailable, while the other
13 said they expected most non-complying packages to be gone

by that time. One of these companies obviously expected to
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have some packages left on the shelves (200,000), which they
will repackage, at a cost for materials and labor, of $11,600.
They also said they expected a loss of approximately $15,000

because of packages returned to them after that date.

Sales vVolume Changes

This question asked whether the pharmaceutical companies
expected any change in sales volume because of this regula-
tion. It was expected that some companies might increase
their market size if they became tamper-resistant much faster
than the competition, if they were always tamper-resistant, or
if they had a better tamper-resistant solution than the com-
petition. Only one company indicated an expected volume in-
crease of 1.3 million packages, but they did not comment on

the reason for this.

Effect on Cost to the Consumer

The final question asks whether the companies expected
their cost increases to be passed on to the consumer and if
so, what the cost per package would be. One half of the res-
ponding companies said they are not going to pass the costs on
to their customers, but only one estimated they would be ab-
sorbing 2 - 3 cents per package. Those passing their costs on
are expecting to increase prices up to 15 cents per package
(average is 7.5 cents), well over the FDA prediction of 1 -

2 cents.



GENERAL RESULTS OF SUPPLIER SURVEY

Supplier survey data is contained in Appendix K.

Of the 82 surveys sent to the various supplier companies,
48 were returned. This means that 59% of the sample completed
the questionnaire, a return percentage better than expected
for this type of survey. Eight of the 48 surveys returned
were not applicable either because they did not supply the
O-T-C trade, they did not know who used their materials or
they were distributors of supplies only. Excluding these 8
surveys, there were 40 usable questionnaires. This means 49%
of the sample responded with usable data and 12% of the total

industry contributed to this study.

TABLE 8

SIZE OF POPULATION, SAMPLE AND RETURNS FOR
TAMPER-RESISTANT SUPPLIER COMPANIES

Returned Usable

Population Sample Surveys Surveys
Number 332 82 48 40
% of Sample 58.5% 48.8%
$ of Population 24.7% 14.5% 12.1%

35
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The first four questions of this survey relate to basic
information about the company and the employee who completed

the survey.

Respondent's Area of Responsibility

This question asks the person responding to explain
their specific area of responsibility. The surveys were fil-
led out by people from many different areas within the com-
pany, but most came from members of the sales or marketing de-
partments (24). These again, are the departments most know-
ledgeable about tamper-resistant packaging for this type of

of company.
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Company Description

This question asks for the general purpose of the res-
ponding companies in order to get a description of the company
and the different tamper-resistant materials they supply. It
turns out that the supplier companies can be separated into
three different groups: those that supply machinery used to
make or apply tamper-resistant devices, suppliers of tamper-
resistant or tamper-evident materials, closures, or con-
tainers, and those who supply both machinery and materials.

This division will be used throughout the rest of this
paper so that economic comparisons can be made between sim-
ilar supplier companies. Most of these companies had inter-
national sales, but we had respresentatives with national,

regional and even local sales areas.
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Annual Sales

Question 4 asks for the annual sales of the supplier
companies. In order to determine whether the economic ef-
fects of the tamper-resistant packaging regulation were
different for small and large companies, the companies had to
be separated by size. The measurement of size used was sales
volume per year, which ranged from zero to $250 million an-
nually. There were some differences between sales of the
three different types of suppliers; the companies supplying
both materials and machinery tended toward the higher end of
the scale, while the machinery only suppliers were never quite

that high (see Table 11).
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Products Supplied by Surveyed Companies

These questions tell which materials and equipment are
supplied by the companies questioned. The results show that
the responding questionnaires came from companies supplying
all FDA recommended tamper-resistant devices except aerosol
containers. They supply fifteen different types of materials
and a large variety of equipment used to produce or apply
these materials (see Appendix K, Questions 5 and 6, for a list

of specific materials and equipment supplied).

New Equipment Purchases

This question asks whether the supplier companies in-
creased production capacity and, if so, did they do so by buy-
ing new equipment. Many of these companies did need to in-
crease their production capacity because of the new tamper-
resistant packaging regulation and some of them will do this
by purchasing new equipment. The companies needing new equip-
ment were the material and component suppliers who had to
purchase many different types of equipment, therefore spent
different amounts of money (see Table 12 for average machinery
costs and see Appendix K, Question 7, for exact pieces pur-
chased).

The maximum amount spent was close to $3 million for one
company, but the majority of the companies reported no costs
for new equipment. Because of this, the average costs do not
have much meaning. Machinery costs for supplier companies

intending to see an increase in demand depends on whether they
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currently have excess capacity of whether they are expanding

their product line because of this regulation.

TABLE 12

AVERAGE MACHINERY/EQUIPMENT COSTS
TO SUPPLIER COMPANIES

Average Number Average Cost Total Cost

Machines Purchased Each Machine (Average)
Machine 0 - -
Suppliers
Component 7.6 $100,160 $758,357
Suppliers

Suppliers of
Both Machines 0 -
and Components

TOTAL 7.6 $100,160

$758,357
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Labor Changes

This question asks about labor changes caused by the re-
gulation. Although it was determined that most supplier com-
panies experienced no change in the quantity of laborers used,
28% of them increased their production capacity by increas-
ing labor hours. The actual number of hours associated with
this increase in labor can only be surmised. Only one com-
pany responded to that portion of the question, and even then,
they indicated an increase of 750 hours but did not say what
unit of time that covered. One company did give a dollar
value of $25,000 to their additional labor costs and another

said it was difficult to measure (see Table 13).

TABLE 13

LABOR CHANGES FOR SUPPLIER COMPANIES
DUE TO TAMPER-RESISTANT LEGISLATION

Average
No No Increased
Answer Change Increase Decrease Cost

Machine 1 8 2 $25,000*
Suppliers

Component 1 14 9 0
Suppliers

Suppliers of
Both Machines 5 0
and Components

TOTAL 2 27 11 0 $25,000

*Determined from one response only.
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Advertising Changes

Question 9 asked about the changes in advertising caused
by the tamper-resistant regulation. Approximately 40% of the
suppliers questioned chose to increase their advertising ex-
penditures by either 50% or an average of $21,916 per year
(see Table 14). The machinery companies appear to be making
the largest changes in advertising dollars, while the other

types of suppliers are spending a little less.
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Sales vVolume Changes

Question 10 asks whether the supplier companies exper-
ienced any variation in sales volume due to the tamper-
resistant packaging regulation. Many people expected the
regulation to cause an increase in sales for anyone supply-
ing materials, components or machinery to the pharmaceutical
companies. For over 60% of the supplier companies, these
expected increase occurred. This was especially noticeable
for the materials/device suppliers who expected average sales
volume increases of $2,835,625 this year. One of those
companies who indicated a dollar increase of $4 to $5 million
said this was an increase of 100% for them. The average
increase for all types of suppliers was $2,177,916 per year
(see Table 15 for average costs). Although 62% of the
suppliers expect to experience sales increases, only one-half
of those actually gave dollar estimates, therefore, these

averages have been determined from twelve responses.
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Effect on Cost to Customers

With Question 11, we tried to see whether the supplier
companies were going to increase the cost of their product to
their consumers (pharmaceutical companies). There were some
obvious problems in understanding the intended meaning of
this question. The question and responses read as follows:

Do you expect your additional costs caused

by this regulation to be passed on to your
customers?

We did not incur additional costs due
to this regulation.

- Yes, we will pass costs to our customers.

No, we will absorb additional costs.

Many people, after having written that they purchased
new machinery, increased their labor hours and/or have almost
doubled their advertising costs, responded to the above ques-
tion by saying "we did not incur additional costs due to this
regulation.” |

Some possible reasons for this discrepancy might be that
their increased sales volume has offset any other costs or,
as one company mentioned, they have identified new products
due to this regulation, therefore the costs are being ap-
plied to new product development. A machine supplier quali-
fied his response by saying that "cost per machine did not
increase because of increased production.”

It is possible that these companies did not actually see
any additional costs caused by the tamper-resistant legisla-
tion., If we assume that everyone did understand the question

accurately, 62.5% of the supplier companies did not incur any
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cost increases, and 27.5% did, and will pass the cost to
their customers.

Another problem occurred with this question; a few com-
panies indicated no cost increases from the regulation, but
said they will pass the costs on to their customers. Does
this mean they are going to take advantage of the situation

and increase their prices? (See Table 16)

TABLE 16

WILL SUPPLIER COMPANIES PASS INCREASED COSTS
ON TO THEIR CUSTOMERS?

No Did Not Incur
Response Additional Costs Yes No
Machine 1 9 1
Suppliers
Material/Device 3 12 9
Suppliers

Suppliers of
Both Machines 0 4 1
and Components

TOTAL 4 25 11 0




PRODUCT PRICE CHECKS

As a secondary study to check the responses received
from the survey, three Lansing area wholesalers we asked to
give cost information on products affected by the tamper-
resistant packaging regulation. The current selling price of
selected O-T-C products were checked and compared to their
prices before the regulation. Although we are not suggesting
that all manufacturers have raised their prices since this
regulation, we do know that all of the products checked (12)
did increase in price. The wholesale prices rose between 13
cents and 57 cents per package in the past few months, in-
creases of seven to 36 percent. Comments from retailers in-
dicate that they have noticed a general trend toward more
expensive products, especially those with the most obvious
package changes.,

Another method of checking retail price changes was to
purchase three different O-T-C drug products at area drug-
stores and supermarkets. This was done immediately follow-
ing publication of the rule; after each effective date of the
regulation, the same products were purchased at the same
stores and these prices were compared to the originals
(Tables 17 and 18). These particular products showed price

increases of 4.9% to 28.8% between December 1982 and July

51
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1983. Two of these products were already available in
packages considered tamper-resistant, and their prices still
rose.

The largest price increase found was 40 cents a package
for a 24-tablet acetaminophen product, much higher than the
FDA prediction of 1-2 cents. It is probable that these price
increases are not solely a result of the need for tamper-
resistant packaging, but also include other factors such as
inflation. It might be assumed, however, that because the
companies are raising prices so much beyond their actual
costs, that they are anticipating future costs.

What is §nteresting about these results is the fact that
every product checked had a substantial price increase, but
only 50% of the companies surveyed indicated they would be

passing the costs on to the consumer.



ERRORS

It is possible that any or all of the items from the

following list may have occurred, and might have, in some

way, biased these results.

1.

The sample was not an actual random sample,
therefore may not properly reflect the en-

tire industry.

The survey questions may have been misunderstood,
therefore the given answers may not reflect what

was actually being asked.

With this type of survey, the respondents may
have felt compelled to inflate their costs a

little in order to justify their price increases.

Not all questions were answered by all respon-
dents, therefore many average costs were deter-
mined using only a few responses, and should be

interpreted accordingly.
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CONCLUSIONS

RESULTS

The results of this study can be separated into two
categories: costs to pharmaceutical companies and costs to
supplier companies.

As expected, the pharmaceutical companies experienced
substantial economic effects due to the new tamper-resistant
packaging regulation. The areas which caused increased costs
for these companies are: materials used in making tamper-
resistant packages, equipment used to produce or apply tamper-
resistant packages, graphics changes required by law and labor
increases required to meet FDA deadlines. Some companies will
also experience costs from lost product after the retail level
effective date. The average total cost for each pharmaceuti-
cal company is $703,795. This includes all previously men-
tioned cosfs, even material costs (material costs averaged 1.4
cents per package; the total cost will depend on yearly pro-
duction which varies widely between these companies). The

average cost increase per package is 3.7 cents which includes

R e ———————
—

material, new equipmenﬁ, graphics and labor costs (see Table
19). Costs associated with decreased line speeds and costs
associated with lost product after the retail effective date
are not included in this per package figure. The decreased

line speed average of 19% will probably result in significant

56
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TABLE 19

AVERAGE COSTS - PHARMACEUTICAL COMPANIES
WITH ANNUAL PRODUCTION OF 19,050,000 UNITS (a)

TOTAL COST FOR EACH
COMPANY FOR 1ST YEAR

AVERAGE COST FOLLOWING TAMPER-
PER PACKAGE RESISTANT LEGISLATION
Tamper-Resistant Materials 1.4 cents (b) $266,700
New Equipment 1.9 cents (c) $361,950
Graphics Changes Required
by Regulation 0.005 cents $ 850
Labor Costs Caused by
Tamper-Resistant Regulation 0.39 cents $ 74,295
TOTAL 3.8 cents* $703,795*

(a) 19,050,000 is the average production per year for the pharma-
ceutical companies that responded to this study.

(b) Actual number of products using each material was not possi-
ble to determine. We noticed, however, that the most com-
monly used materials are also the most expensive, therefore,
if a weighted average could have been used, this figure would
be higher.

(c) Not all companies responded to the cost per package portion
of this question; some mentioned that this cost would be min-
imal.

*These total costs do not include costs associated with decreased
line speeds and lost or repackaged product following the retail
effective date. Because these costs seem to be significant, the
pharmaceutical companies should note that the average company ex-
perienced a 19% decrease in line speeds. Average costs associated
with the retail level effective date can not be calculated, but
one company did note that they expected losses of $26,000.
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production cost increases for all companies, therefore, the
lack of this information should be noted when considering
average per package costs. Even without including all factors
in this total, it is clear that the pharmaceutical companies
are paying almost double what the FDA predicted they would
pay. The original FDA estimate is so close to the material
costs actually experienced by these companies that it is
possible that material costs were all that agency considered
when proposing the regulation.

Although the pharmaceutical companies had increased costs
averaging 3.7 cents per package, they report to be increasing
the price of their product an average of 7.5 cents. Our own
limited observations show that the average price increases at
the retail level are closer to 16.7 cents per package. This
means that consumers will be paying much more for O-T-C drugs
than the regulation actually cost the industry.

The second portion of the study shows the economic effects
seen by the tamper-resistant supplier companies. These com-
panies experienced their highest costs due to their need for
new equipment to meet the increased demand for their products.
These companies increased the amount of labor used and the
amount of advertising done. The total cost increase for the
average supplier company was $805,273 per year. These costs
were offset by their increases in sales volume however, so in
effect, the suppliers were not adversely affected by the regu-
lation. (See table 20 for average costs to supplier compa-

nies.) Some companies said they experienced no additional
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TABLE 20

AVERAGE COSTS - SUPPLIER COMPANIES

Average Number Average Cost

Of Units Per Company
New Equipment 7.6 pieces $758,357
Labor Changes 750 hours (1) $ 25,000
Advertising (2) $ 21,916
TOTAL COST $805,273

(1) Based on one response only.
(2) Two companies indicated that they increased ad-
vertising costs by 50%.

Sales Volume Increase = $2,177,916
- Total Costs = $ 805,273

Actual Gain for Supplier Companies $1,372,642
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costs due to this regulation, but they did indicate they were
increasing product costs to their customers.

In general, it seems that no matter what costs were incur-
red because of this regulation, both the supplier and phar-
maceutical companies are increasing the price of their product
more than their cost increases. One reason for this might be
that these companies are trying to cover costs they expect to
incur in the future. For the pharmaceutical companies, one of
these potential costs might be the losses from returned product
with typical manufacturing defects which the customer will not
buy. These defects may be seen by the public as signs of
tampering. It is also possible that there will be additional
costs from this regulation which have not yet been discovered
and costs which have been ignored by this study and its partic-

ipants,

IMPLICATIONS

The packaging industry was not prepared for this sudden
packaging legislation and its associated costs. This study is
not intended to predict all future costs caused by packaging
legislation, but should give a guide as to what areas might be
of concern to most companies.

Below is an example of the total cost equation developed
for this particular regulation. Each cost area was weighted in
order to reflect its contribution to total cost. Material
costs, which are generally fairly simple to determine, can be
used as a base, with all other cost areas given values in rela-

tion to these costs.
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TC = (Material Cost) + (Equipment Cost) + (Graphics Costs) +
(Labor Cost) + (Lost Product) + (Cost of Decreased Line
Speeds)

Easily determined by individual companies
1.4 x Material Cost

0.1 x Material Cost

Labor Cost 0.3 x Material Cost

Product Loss Not predictable from this study

Cost of Decreased Line Speed = Not predicatable: Will vary
widely depending on equipment & packaging
style

Material Cost
Equipment Cost
Graphics Cost

The above cost equation could be used as a basis for cal-
culating packaging costs associated with similar packaging leg-
islation. 1Individual circumstances will vary and each company
will want to adjust the above values to more accurately reflect
their situation.

A more precise estimate might be possible after further
study of this regulation. The industry should be asked about
the amount of product lost due to tamper-resistant packaging
legislation and decreased line speeds should be examined.

Some research might also be done on why consumer product
prices have increased up to 40% while manufacturing costs have

increased much less.
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APPENDIX A
LIST OF PRODUCTS AFFECTED BY CHILD-RESISTANT
AND TAMPER-RESISTANT REGULATIONS

Products Affected by Child-Resistant Packaging Regulation

1. Aspirin

2. Furniture polish

3. Methyl salicylate

4. Controlled drugs

5. Sodium and/or potassium hydroxide

6. Turpentine

7. Kindling and/or illuminating preparations
8. Methyl alcohol

9. Sulfuric acid
10. Prescription drugs
11. Ethylene glycol
12, Iron-containing drugs
13. Dietary supplements containing iron
14, Pesewed
15. Solvents for paint or other similar surface-coating

materials
16. Acetaminophen

Products Affected by Tamper-Resistant Packaging Regulation

1. All oral drug products (except dentifrices)
2. Nasal drug products

3. Otic drug products
4

. Ophthalmic drug products including contact lens
tablets and solutions

5. Rectal drug products
6. Vaginal drug products
7. All oral and vaginal cosmetic products
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correctness before packaging oper-
ations, and documentation of such ex-
amination in the batch production
record.

(d) Inspection of the packaging and
labeling facilities immediately before
use to assure that all drug products
have been removed from previous op-
erations. Inspection shall also be made
to assure that packaging and labeling
materials not suitable for subsequent
operations have been removed. Results
of inspection shall be documented in
the batch production records.

$211.132 Tamper-resistant packaging re-
quirements for over-the-counter human
drug products.

(a) General Because most over-the-
counter (OTC) human drug products
are not now packaged in tamper-resis-
tant retail packages, there is the op-
portunity for the malicious adultera-
tion of OTC drug products with
health risks to individuals who unk-
nowingly purchase adulterated prod-
ucts and with loss of consumer confi-
dence in the security of OTC drug
product packages. The Food and Drug
Administration has the authority and
responsibility under the Federal Food,
Drug, and Cosmetic Act (the act) to es-
tablish a uniform national require-
ment for tamper-resistant packaging
of OTC drug products that will im-
prove the security of OTC drug pack-
aging and help assure the safety and
effectiveness of OTC drug products.
An OTC drug product (except a der-
matological, dentifrice, or insulin
product) for retail sale that is not
packaged in a tamper-resistant pack-
age or that is not properly labeled
under this section is adulterated under
section 501 of the act or misbranded
under section 502 of the act, or both.

(b) Requirement for tamper-resistant
package. Each manufacturer and
packer who packages an OTC drug
product (except a dermatological, den-
tifrice, or insulin product) for retail
sale, shall package the product in a
tamper-resistant package. A tamper-
resistant package is one having an in-
dicator or barrier to entry which, if
breached or missing, can reasonably be
expected to provide visible evidence to
consumers that tampering has oc-
curred. To prevent the substitution of

a tamper-resistant feature after tam-
pering, the indicator or barrier to
entry is required to be distinctive by
design (e.g., an aerosol container) or
by the use of an identifying character-
istic. A tamper-resistant package may
involve an immediate-container and
closure system or secondary-container
or carton system or any combination
of systems intended to provide a visual
indication of package integrity. The
tamper-resistant feature shall be de-
signed to and shall remain intact when
handled in a reasonable manner
during manufacture, distribution, and
retail display.

(c) Labeling. Each retail package of
an OTC drug product covered by this
section is required to contain a state-
ment that is prominently placed so
that consumers are alerted to the spe-
cific tamper-resistant feature of the
package. The labeling statement is re-
quired to be s0 placed that it will be
unaffected if the tamper-resistant fea-
ture of the package is breached or
missing

(d) Requests for exemptions from
packaging and labeling requirements.
A manufacturer or packer may request
an exemption from the packaging and
labeling requirements of this section.
A request for an exemption is required
to be submitted in the form of a citi-
sen petition under § 10.30 of this chap-
ter and should be clearly identified on
the envelope as a ‘“Request for Exemp-
tion from Tamper-resistant Rule.”
The petition is required to contain the
following:

(1) The name of the drug product or,
if the petition seeks an exemption for
a drug class, the name of the drug
class, and a list of products within
that class.

(2) The reasons that the drug prod-
uct’'s compliance with the tamper-re-
sistant packaging or labeling require-
ments of this section is unnecessary or
cannot be achieved.

(8) A description of alternative steps
that are available, or that the petition-
er has already taken, to reduce the
likelihood that the product or drug
class will be the subject of malicious
adulteration.

(4) Other information justifying an
exemption.
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This information collection require-
ment has been approved by the Office
of Management and Budget under
number 0910-0149.

(e) OTC drug products subfect to ap-
proved new drug applications. Holders
of approved new drug applications for
OTC drug products are required under
§314.8 (a) (4Xvi), (5)Xxi), or (dX5) of
this chapter to provide for changes in
packaging, and under § 314.8(a)X5Xxii)
to provide for changes in labeling to
comply with the requirements of this
section.

(f) Poison Prevention Packaging Act
af 1970. This section does not affect
any requirements for “special packag-
ing’”’ as defined under § 310.3(1) of this
chapter and required under the Poison
Prevention Packaging Act of 1970.

(g) Effective date. OTC drug prod-
ucts, except dermatological, dentifrice,
and insulin products, are required to
comply with the requirements of this
section on the dates listed below
except to the extent that a product’s
manufacturer or packer has obtained
an exemption from a packaging or la-
beling requirement.

(1) Initial effective date for packag-
ing requirements. (i) The packaging
requirement in paragraph (b) of this
section is effective on February 7, 1983
for each affected OTC drug product
(except oral and vaginal tablets and
vaginal and rectal suppositories) pack-
aged for retail sale on or after that
date, except for the requirement in
paragraph (b) of this section for a dis-
tinctive indicator or barrier to entry.

(ii) The packaging requirement in
paragraph (b) of this section is effec-
tive on May §, 1883 for each OTC drug
product that is an oral or vaginal
tablet or a vaginal or rectal supposi-
tory packaged for retail sale on or
after that date.

(2) Initial effective date for ladeling
requirements. The requirement in
paragraph (b) of this section that the
indicator or barrier to entry be distinc-
tive by design and the requirement in
paragraph (c) of this section for a la-
beling statement are effective on May
5, 1883 for each affected OTC drug
product packaged for retail sale on or
after that date.

(3) Retail level effective date. The
tamper-resistant packaging require-
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ment of paragraph (b) of this section
is effective on February 6, 198¢ for
each affected OTC drug product held
for sale on or after that date that was
packaged for retail sale before May 5,
1983. This does not include the re-
quirement in paragraph (b) of this sec-
tion that the indicator or barrier to
entry be distinctive by design. Prod-
ucts packaged for retail sale after May
5, 1983, are required to be in compli-
ance with all aspects of the reguls-
tions without regard to the retail level
effective date. .

(Secs. 201(n), 501, 802, 505, 508, 507, 601,
602, 701, 52 Stat. 1049-1056 as amended, 85
Stat. 851, 59 Stat. 463 as amended (21 U.S.C.
321(n), 351, 352, 355, 356, 357, 361, 362, 371))

{47 FR 50449, Nov. 8, 1982; 48 FR 1707, Jan.
14, 1983)

ErrecTivE DATE NoTR: Section 211.132 was
added at 47 FR 50449, Nov. 8, 1982. For in-
formation regarding effective dates see
paragraph (g) of this section.

§211.134 Drug product inspection.

(a) Packaged and labeled products
shall be examined during finishing op-
erations to provide assurance that con-
tainers and packages in the lot have
the correct label.

(b) A representative sample of units
shall be collected at the completion of
finishing operations and shall be visu-
ally examined for correct labeling.

(¢) Results of these examinations
shall be recorded in the batch produc-
tion or control records.

§211.137 Expiration dating.

(a) To assure that a drug product
meets applicable standards of identity,
strength, quality, and purity at the
time of use, it shall bear an expiration
date determined by appropriate stabil-
ity testing described in § 211.166.

(b) Expiration dates shall be related
to any storage conditions stated on the
labeling, as determined by stability
studies described in § 211.166.

(c) If the drug product is to be re-
constituted at the time of dispensing,
its labeling shall bear expiration infor-
mation for both the reconstituted and
unreconstituted drug products.

(d) Expiration dates shall appear on
labeling in accordance with the re-
qQuirements of § 201.17 of this chapter.
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(v) Assure that the drug dosage form
and components will comply with the
specifications and tests described in an
official compendium, if such article is
recognized therein, or, if not listed or
if the article differs from the compen-
dium drug, that the specifications and
tests applied to the drug and its com-
ponents are adequate to assure their
identity, strength, quality, and purity.

(vi) Outline the methods used in,
and the facilities and controls used
for, the manufacture, processing, and
packaging of the drug.

(2) Labeling that is in accord with
the labeling conditions described in
the finding that an abbreviated new
drug application is sufficient.

(3) If the drug finding so specifies
for the formulation intended for mar-
keting, data adequate to assure the
biological availability of the drug. For
preparations claiming sustained
action, timed-release, or other delayed
or prolonged effect, such data should
show that the drug is available at a
rate of release that will be safe and ef-
fective.

(4) Any information available to the
applicant, including preclinical or
clinical data developed by the appli-
cant or by other persons on behalf of
the applicant, on adverse effects of
the drug that is not reflected in the la-
beling.

(5) Additional information that may
be required for the approval of the ap-
plication as specified in a written com-
munication from the Food and Drug
Administration.

(6) An environmental impact analy-
sis report analyzing the environmental
impact of the manufacturing process
and ultimate use or consumption of
the drug pursuant to §25.1 of this
chapter. :

(7) Statements contained in the ap-
plication regarding each clinical inves-
tigation involving human subjects,
that it either was conducted in compli-
ance with the requirements for institu-
tional review set forth in Part 56 of
this chapter, or was not subject to
such requirements in accordance with
$56.104 or §56.105, and that it was
conducted in compliance with the re-
quirements for informed consent set
forth in Part 80 of this chapter.

§3148

(8) With respect to each nonclinical
laboratory study contained in the ap-
plication, either a statement that the
study was conducted in compliance
with good laboratory practice regula-
tions set forth in Part 58 of this chap-
ter, or, if the study was not conducted
in compliance with such regulations, a
statement that describes in detail all
differences between the practices used
in the study and those required in the
regulations.

(8) The signature of the applicant or
responsible official or agent on a com-
pleted Form FD-356H.

(Secs. 201(p), 502, 805, 701(a), 82 Stat. 1041-
1042 as amended, 1050-1053 as
1053 (21 US.C. 321(p), 382, 355, 371(a)))

[48 FR 2755, Jan. 21, 1983)

§314.6 Amended applications.

The applicant may submit an
amendment to an application that is
pending, but in the case of a substan-
tive amendment, the unamended ap-
plication may be considered as with-
drawn and the amended application
may be considered resubmitted on the
date on which the amendment is re-
ceived by the Food and Drug Adminis-
tration. The applicant will be notified
of such date.

$314.7 Withdrawal of applications with-
out prejudice.

‘The applicant may at any time with-
draw his pending application from
consideration as a new-drug applica-
tion upon written notification to the
Food and Drug Administration. Such
withdrawal may be made without prej-
udice to a future filing. Upon resub-
mission, the time limitation will begin
to run from the date the resubmission
is received by the Food and Drug Ad-
ministration. The application itself
will be retained by the Food and Drug
Administration although it is consid-
ered withdrawn, but the applicant
shall be furnished a copy at cost, on
request.

83148 Supplemental applications.

(aX1) After an application is ap-
proved, a supplemental application
may propose changes. A supplemental
application may omit statements made
in the approved application concern-
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ing which no change is proposed. Each
supplemental application shall include
up-to-date reports of any of the kinds
of information required by § 310.300(a)
of this chapter that has not previously
been submitted as part of the applica-
tion, including such submission under
the records and reports requirements
of §$310300 of this chapter or
§310.302 of this chapter. A supple-
mental application proposing substan-
tial changes which may affect the
quality of the human environment
shall be accompanied by an environ-
mental impact analysis report pursu-
ant to § 25.1 of this chapter.

(2) A supplemental application
should be submitted for any change
beyond the variations provided for in
the application (including changes in
the scale of production, such as from
pllot-plant to production batch), that
may alter the conditions of use, the la-
beling, the safety, effectiveness, identi-
ty. strength, quality, or purity of the
drug or the adequacy of the manufac-
turing methods, facilities, or controls
to preserve them.

(3) Any mailing or promotional piece
used after the drug is placed on the
market is labeling requiring a supple-
mental application unless the parts of
the labeling furnishing directions,
warnings, and information for use of
the drug are the same in language and
emphasis as labeling approved or per-
mitted, and any other parts of the la-
beling are consistent with and not con-
trary to such approved or permitted
labeling

(4) The supplemental application
shall be submitted as follows: A com-
munication proposing a change in a
new-drug application should provide
for no more than one of the following
kinds of changes:

(i) Revision in labeling; such as, up-
dating information pertaining to ef-
fects, dosages, and side effects and
contraindications, which includes in-
formation headed side effects, warn-
ings, precautions, and contraindica-
tions. :

(i1) Addition of claim.

(iil) Revision in manufacturing or
control procedures; for example,
changes in components, compositions,
method of manufacture, analytical

Title 21—Food and Drugs

control procedures, package or tablet
size, etc.
“(lv) Change in manufacturing facili-
es. .
(v) Provision for outside firm to par-
ticipate in the preparation, distribu-
tion, or packaging of a new drug (new
distributor, packer, supplier, manufac-
turer, etc.); one firm per submission.
(vi) A change in container to provide
for “special packaging” as defined in
$ 310.3(1) of this chapter pursuant to
the requirements of regulations under
the Poison Prevention Packaging Act
of 1970 or to provide for tamper-resis-
tant packaging under § 211.132 of this
chapter. The mailing cover and sup-
plement shall be plainly marked “Spe-
cial Container Packaging Supple-
ment.”

Any number of changes may be sub-
mitted at any one time; but if they fall
into different categories as listed in
paragraph (aX4X{i) through (vi) of this
section, the proposed changes should
be covered by separate communica-
tions. Where, however, & change ne-
cessitates an “overlap” in categories, it
should be submitted in a single com-
munication. For example, a change in
tablet potency would require other
changes such as in components, com-
position, and labeling and should be
submitted in a single communication.

(5) The following changes may be
placed into effect without the approv-
al of a supplemental application if
such change is fully described in the
next periodic report required under
$ 310.300(bX4) of this chapter or
§ 310.302(e) of this chapter or, when
such a report is not required, in a writ-
ten communication to the Food and
Drug Administration within 60 days of
the effective date of the change(s).
This does not apply to a change pro-
posed because of any mixup or any
bacteriological or significant chemical,
physical, or other change or deteriora-
tion in the drug or any failure of one
or more distributed batches of the
drug to meet its specifications.

(i) A different container size for
solid oral dosage forms where contain-
er and closure are of the same materi-
als as those provided for in the ap-
proved application.
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(1i) Change in personnel not involv-
ing new facilities.

(1ii) Change in equipment that does
not alter the method of manufacture
of a new drug substance or dosage
form of a new drug.

(lv) Change from one commercial
batch size to another without any
change in manufacturing procedure.

(v) Change to more stringent specifi-
cation without altering the method de-
scribed in the approved application.

(vi) Inclusion of additional specifica-
tions and methods without deletion of
those described in the approved appli-
cation.

(vii) Alteration of specifications or
methods for inactive ingredients to
bring them into compliance with new
or revised specifications or methods in
an official compendium.

(viii) Initiation of a product identifi-
cation coding system.

(ix) Addition to labeling of a reason-
able expiration date, where none was
previously used, with related condi-
tions of drug storage when appropri-
ate, except when there iz evidence
that there has been a significant dete-
rioration of the drug under marketing
conditions which necessitates the im-
mediate submission of a report under
the provisions of § 310.300(bX1) of this
chapter. The report or written com-
munication describing such change in
labeling should include stability data
justifying the expiration date and rec-
ommended conditions of storage.

(x) Change from paper labels to
"direct printing on glass containers
without a change in text.

(xi) Changes which provide for “spe-
cial packaging” as defined in § 310.3(1)
of this chapter which are in the form
of an “overcap” to the existing closure
of a container without any other
changes in the container/closure
system or provide for tamper-resistant
packaging under §211.132 of this
chapter. The report or written com-
munication shall contain information
as to the manufacturer of the safety
closure and any identification applied
to such closure.

(xii) Addition to the labeling of such
statements as required by the Poison
Prevention Act of 1970 or regulations
promulgated thereunder or required

§34s8

for tamper-resistant packaging under
§ 211.132 of this chapter.

(xiif) Change in the label to provide
for a statement directed to the phar-
macist specifying the type(s) of
container(s) to be used in dispensing
the drug to maintain its {identity,
strength, quality, and purity.

(xiv) Change in distributor. The
report or written communication shall
contain the names of all new distribu-
tors that have been added since the
last periodic report. Each copy of the
report shall contain two copies of the
new distributor’s printed label show-
ing the drug product’s trade and estab-
lished name, and its strength and
dosage form. If a drug product is also
distributed in a strength other than
the one shown on the submitted label
the report shall specify the additional
strength. This section applies only if
the new distributor’s labeling is the
same as the labeling provided for in
the approved new drug application,
except for the trade name of the drug
product and the distributor’s name. If
there are further deviations from the
labeling provided for in the approved
new drug application, the provisions of
paragraphs (a) (1) through (4) of this
section apply. “Distributor”, as used in
this section, means the person or firm
whose name appears on the label of
the drug product as its distributor, but
does not include a person or firm who,
in addition to distributing the drug
product, also repackages or relabels it.
For purposes of maintaining records
and submitting reports under the re-
quirements of § 310.300 or § 310.302 of
this chapter, a distributor as used in
this section shall be considered an “ap-
plicant” within the meaning of
§ 310.300(g) of this chapter.

(b) When necessary, for the safety
or effectiveness of the drug, a supple-
mental application shall specify a
period of time within which the pro-
posed change will be made.

(c) If a material change is made in
the components, composition, manu-
facturing methods, facilities or con-
trols, or in the labeling or advertising
from the representations in an ap-
proved application for a new drug
(except changes conforming to the
conditions set forth in paragraphs (a)
(5) and (6) and/or paragraphs (d), (e),
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(1), and (g) of this section) and the
drug is marketed before a supplement
is approved for such change, approval
of i.ae application may be suspended
or withdrawn as provided in section
505(e) of the act.

(d) Changes of the following kinds
proposed in supplemental new-drug
applications should be placed into
effect at the earliest possible time:

(1) The addition to package labeling,
promotional labeling, and prescription
drug advertising of additional warning,
contraindication, side-effect, and pre-
caution information.

(2) The deletion from package label-
ing, promotional labeling, and drug ad-
vertising of false, misleading, or un-
supported indications for use or claims
for effectiveness.

(3) Changes in the methods, facili-
ties, or controls used for the manufac-
ture, processing, packing, or holding of
the drug (other than utilization of es-
tablishments not covered by the ap-
proval that is in effect) that give in-
creased assurance that the drug will
have the characteristics of identity,
strength, quality, and purity which it
purports or is represented to possess.

(4) The addition to the package la-
beling, promotional labeling, or pre-
scription drug advertisements of infor-
mation adequate to inform the pre-
scriber of a drug of the findings of a
panel of the National Academy of Sci-
ences-National Research Council,
Drug Efficacy Study Group, with re-
spect to any claim in the labeling eval-
uated other than “effective,” in ac-
cordance with § 201.200 of this chap-
ter.
(5) Changes which provide for ‘“‘spe-
cial packaging’ as defined in § 310.3(1)
of this chapter other than the use of
an additional closure as provided for
in paragraph (a)5)(xi) of this section,
where the composition of the contain-
er, the torque (tightness) of the con-
tainer, and the composition of the clo-
sure component in contact with the
drug (cap liner or innerseal) remain
the same as provided in the approved
new drug application or provide for
tamper-resistant packaging under
§211.132 of this chapter.Each such
supplement shall include:
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(1) A representative market package
and any identification applied to such
package and

(il) Preliminary data showing that
the package is satisfactory as a barrier
to moisture and gas transmission or 3
months accelerated stability data
which include assay data, as well as
data on other significant properties of
the product at room temperature and
at exaggerated temperatures and con-
ditions of high humidity. In the event
that the sole change in package is in
the composition or configuration of
the cap (outer shell not in contact
with the drug) other data or informa-
tion which demonstrate the adequacy
of the liner alone to serve as an effec-
tive barrier will be acceptable in lieu
of moisture and gas transmission or
accelerated stability data. For any
changes instituted under the provi-
sions of this paragraph, the applicant
shall submit a written commitment
that he will test the stability of initial-
ly marketed batches of the drug;
submit the information at intervals of
3 months beginning with the date of
initial packaging during the first year
following such date, at intervals of 6
months during the second year follow-
ing such date, and at yearly intervals
thereafter for as long as necessary to
support or establish an assigned expi-
ration date, unless otherwise ordered
in a written communication by the
Food and Drug Administration; and
withdraw from the market any batch
found to fall outside the approved
specifications for the drug or discuss
the deviation with the Food and Drug
Administration if the applicant be-
lieves the deviation is not significant.

(e) It will be the policy of the Food
and Drug Administration to take no
action against a drug or applicant
solely because changes of the kinds de-
scribed in paragraph (d) of this section
are placed in effect by the applicant
prior to his receipt of a written notice
of approval of the supplemental new-
drug application: Provided, That all
the following conditions are met:

(1) The supplemental new-drug ap-
plication providing a full explanation
of the basis for the changes has been
submitted, plainly marked on the
mailing cover and on the supplement



72

Chapter I—Food and Drug Administration

“Special new-drug application supple-
ment—Changes being effected.”

(2) The applicant specifically in-
forms the Food and Drug Administra-
tion of the date on which such
changes are being effected, and sub-
mits to the Administration 12 printed
copies of any revised labeling to be
placed in use, identified with the new-
drug application number.

(3) All promotional labeling and all
drug advertising are promptly revised
consistent with the changes made in
the labeling on or within the drug
package.

(f) When a supplemental application
proposes changes only of the kinds of
described In paragraph (d) of this sec-
tion, and the applicant informs the
Food and Drug Administration that
the changes are being put into effect,
such notification will be regarded as
an agreement by the applicant to an
extension of the time for formal
action on the application.

(g) In addition to changes as permit-
ted by paragraphs (d) and (e) of this
section, an applicant may place into
effect changes proposed in a supple-
ment to a new-drug application that
became effective prior to October 10,
1962, upon written notification from
the Food and Drug Administration
that such action is permitted, without
approval of the supplemental applica-
tion, pending the completion of the
review of the effectiveness of such
drug by the National Academy of Sci-
ences—National Research Council and
a determination as to whether there
are grounds for refusing approval
under section 505(d) of the act or for
invoking section 505(e). It will be the
policy of the Food and Drug Adminis-
tration to take no action against a
drug or an applicant solely because
changes that have been permitted in a
written communication are placed into
effect by the applicant prior to his re-
ceipt of a written notice of approval of
:‘he supplemental new-drug applica-

on.

(h) Except as provided in paragraphs
(e) and (g) of this section, no provision
of this section shall limit the authori-
ty of the Secretary or of the Commis-
sioner to suspend or withdraw approv-
al of a new-drug application in accord
with the provisions of section 505(e) of

§314.8

the act or to initiate any other regula-
tory proceedings with respect to a
drug or applicant under provisions of
the act.

(1) Changes from the conditions of
an approved new-drug application in
accord with the provisions of para-
graphs (d), (e), and (g) of this section
are permitted on the basis of a tempo-
rary deferral of final action on the
supplemental application under the
provisions of section 505(c), (d), or (e)
of the act.

(§J) When an applicant receives writ-
ten notification from the Food and
Drug Administration, under the provi-
sions of paragraph (g) of this section,
that he may place into effect changes
proposed in a supplemental applica-
tion without approval of the supple-
mental application, he may within 30
days submit a written request that the
Food and Drug Administration process
the supplemental application. In such
case, the change shall not be put into
effect until approved. Within 180 days
of the receipt of such written request,
the Food and Drug Administration
will approve the supplemental applica-
tion or furnish notice of an opportuni-
ty for a hearing under the provisions
of section 505(d) or (e), or both, of the
act on proposals to refuse the supple-
mental application or to withdraw ap-
proval of the application and supple-
ments thereto.

(k) A supplement to an application
that became effective prior to October
10, 1962, may include a written state-
ment to the effect that a temporary
deferral of final action under the pro-
visions of paragraphs (d), (e), or (g) of
this section is unacceptable to the ap-
plicant and that the applicant re-
quests action as provided in section
805(c) of the act. Final action on such
supplemental applications will be ex-
pedited in accord with applicable pro-
visions of section 505 of the act and
regulations in this part and Part 310
of this chapter. In such cases, if the
applicant places into effect any of the
proposed changes prior to his receipt
of a written notice of approval of the
supplemental new-drug application,
such action may be regarded by the
Food and Drug Administration as a
basis for invoking the provisions of
section 505(eX4) of the act; that is, the
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applicant may be furnished notice of
an opportunity for a hearing on a pro-
posal to withdraw approval of the ap-
plication on the grounds that the ap-
plication contains an untrue statement
of a material fact related to the
changes from the conditions approved
in the application.

(1) A supplemental application that
contains nonclinical laboratory studies
shall include, with respect to each
nonclinical laboratory study, either a
statement that the study was conduct-
ed in compliance with the require-
ments set forth in Part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regu-
lations, a statement that describes in
detail all differences between the prac-
tices used in the study and those re-
qQuired in the regulations.

(m) [(Reserved]

(n) A supplemental application that
contains clinical investigations involv-
ing human subjects shall include state-
ments by the applicant regarding each
such investigation, that it either was
conducted in compliance with the re-
quirements for institutional review set
forth in Part 56 of this chapter, or was
not subject to such requirements in ac-
cordance with §§ 56.104 or 56.105, and
that it was conducted in compliance
with the requirements for informed
consent set forth in Part 50 of this
chapter.

(8ecs. 406, 408, 409, 502, 803, 503, 508, 507,
810, 512-516, 518-520, 601, 701(a), 706, and
801, 52 Stat. 1049-1053 as amended, 1055,
1058 as amended, 55 Stat. 851 as amended,
89 Stat. 463 as amended, 68 Stat. 511-517 as
amended, 72 Stat. 1785-1788 as amended, 76
Stat. 794 as amended, 82 Stat. 343-351, 90
Stat. 839-574 (21 U.S.C. 346, 346a, 348, 352,
353, 355, 356, 357, 360, 360b-3601, 360h-360i);
secs. 215, 351, 354-360F, 58 Stat. 690, 702 as
amended, 82 Stat. 1173-1186 as amended; 42
U.8.C. 216, 262 263b-263n; Secs. 301, 502,
805, 701(a), 52 Stat. 1042-1043 as amended,
1049-1053 as amended, 1055 (21 U.8.C. 331,
382, 355, 371(a)); Secs. 201(n), 501, 502, 505,
806, 507, 601, 602, 701, 52 Stat. 1049-1056 as
amended, 55 Stat. 851, 59 Stat. 463 as
amended (21 US.C. 321(n), 381, 352, 385,
356, 357, 361, 362, 371)) .

(39 FR 11718, Mar. 29, 1974, as amended at
39 FR 20484, June 11, 1974; 39 FR 27795,
Aug. 1, 1974; 40 FR 13496, Mar. 27, 1975; 42
FR 15674, Mar. 22, 1977; 43 FR 37989, Aug.
25, 1978; 43 FR 60022, Dec. 22, 1978; 45 FR
28777, Apr. 18, 1980; 46 FR 8954, Jan. 27,
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1981; 46 FR 21360, Apr. 10, 1981; 46 FR
:201']'1. June 19, 1979; 47 FR 50450, Nov. §,
980

§3149 Insufficient information In appli-
cation.

(2) The information contained in an
application may be insufficient to de-
termine whether a drug is safe or ef-
fective in use if it fails to include
(among other things) a statement
showing whether the drug is to be lim-
ited to prescription sale and exempt
under section 502(fX1) of the act from
the requirement that its labeling bear
adequate directions for use. If the
drug is to be exempt, the information
may also be insufficient if:

(1) The specimen labeling proposed
fails to bear adequate information for
use, including indications, effects, dos-
ages, routes, methods, and frequency
and duration of administration, and
any relevant hazards, contraindica-
tions, side effects, and precautions,
under which practitioners licensed by
law to administer the drug can use the
drug for the purposes for which it is
intended, including all purposes for
which it is to be advertised, or repre-
sented, in accordance with § 201.100 or
$ 201.105 of this chapter, and informa-
tion concerning hazards, contraindica-
tions, side effects, and precautions, rel-
evant with respect to any uses for
which the drug is commonly pre-
scribed. ’

(2) The application fails to show
that the labeling and advertising of
the drug will offer the drug for use
only under those conditions for which
it is offered in the labeling that is part
of the application.

(3) The application fails to show
that all labeling that furnishes or pur-
ports to furnish information for use of
the drug will contain substantially the
same information for use, including in-
dications, effects, dosages, routes,
methods, and frequency and duration
of administration, and any relevant
hazards, contraindications, side ef-
fects, and precautions, which is con-
tained in the labeling that is part of
the application, in accordance with
$ 201.100 or § 201.105 of this chapter.

(b) The information contained in an
application will be considered insuffi-
cient to determine whether a drug is
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toxic effects in the lungs and other
organs of experimental animals. When
used in aerosol form, some girconium
will reach the deep portions of the
jungs of users. The lung is an organ,
like skin, subject to the development
of granulomas. Unlike the skin, the
lung will not reveal the presence of
granulomatous changes until they
have become advanced and, in some
cases, permanent. It is the view of the
Commissioner that zirconium is a dele-
terious substance that may render any
cosmetic aerosol product that contains
it injurious to users.

(b) Any aerosol cosmetic product
containing zirconium is deemed to be
adulterated under section 601(a) of
the Federal Food, Drug, and Cosmetic
Act.

(c) Any such cosmetic product intro-
duced in interstate commerce after
September 15, 1977 is subject to regu-
latory action.

(Sec. 505, 52 Stat. 1052-1083, as amended (21
US8.C. 383)

(42 FR 41376, Aug. 16, 1977}

$700.18 Use of chloroform as an ingredi-
ent in cosmetic products.

(a) Chloroform has been used as an
ingredient in cosmetic products.
Recent information has become availa-
ble associating chloroform with car-
cinogenic effects in animals. Studies
conducted by the National Cancer In-
stitute have demonstrated that the
oral administration of chloroform to
mice and rats induced hepatocellular
carcinomas (liver cancer) in mice and
renal tumors in male rats. Scientific
literature indicates that chloroform is
absorbed from the gastrointestinal
tract, through the respiratory system,
and through the skin. The Commis-
sioner concludes that, on the basis of
these findings, chloroform is a delete-
rious substance which may render in-
Jurious to users any coemetic product
that contains chloroform as an ingre-
dient.

(b) Any cosmetic product containing
chloroform as an ingredient is adulter-
ated . and is subject to regulatory
action under sections 301 and 601(a) of
the Federal Food, Drug, and Cosmetic
Act. Any cosmetic product containing
chloroform in residual amounts from
its use as a processing solvent during
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manufacture, or as a byproduct from
the synthesis of an ingredient, is not,
for the purpose of this section, consid-
ered to contain chloroform as an in-
gredient.

(41 FR 26845, June 29, 1976)

§700.23 Chlorofluorocarbon propellants.

The use of chlorofluorocarbons in
cosmetics as propellants in self-pres-
containers is prohibited as pro-

vided in § 2.125 of this chapter.

(Secs. 301, 402, 409, 501, 502, 50S, 507, 512,
52 Stat. 1042-1043 as amended, 1046-1047 as
amended, 1049-1053 as amended, 1035, 87
Stat. 463 as amended. 72 Stat. 1085-1788 as
amended, 82 Stat. 343-351 (21 US.C. 331,
342, 348, 351, 352, 355, 357, 360b); sec. 102(2),
83 Stat. 853 (42 US.C. 4332))

(43 FR 11317, Mar. 117, 1978)

§700.25 Tamper-resistant peackaging re-
quirements for cosmetic products.

(a) General Because most cosmetic
liquid oral hygiene products and vagi-
nal products are not now packaged in
tamper-resistant retail packages, there
is the opportunity for the malicious
adulteration of those cosmetic prod-
ucts with health risks to individuals
who unknowingly purchase adulterat-
ed products and with loss of consumer
confidence in the security of cosmetic
product packages. The Food and Drug
Administration has the authority and
responsibility under the Federal Food,
Drug, and Cosmetic Act (the act) to es-
tablish a uniform national require-
ment for tamper-resistant packaging
of cosmetic liquid oral hygiene prod-
ucts or products used vaginally that
will improve the packaging security
and help assure the safety of those
products. Such a cosmetic product for
retail sale that is not packaged in a
tamper-resistant package or that is
not properly labeled under this section
s adulterated under section 601 of the
act or misbranded under section 602 of
the act, or both.

(b) Requirement for tamper-resistant

package. Each manufacturer and
packer who packages a cosmetic llquid
oral hygiene product or vaginal prod
uct for retail sale shall package t.he
product in a tamper-resistant package.
A tamper-resistant package is one
having an indicator or barrier to entry
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which, if breached or missing, can rea-
sonably be expected to provide visible
evidence to consumers that tampering
has occurred. To prevent the substitu-
tion of a tamper-resistant feature
after tampering the indicator or bar-
rier to entry is required to be distinc-
tive by design (e.g., an aerosol contain-
er) or by the use of an identifying
characteristicc. A tamper-resistant
package may involve an immediate-
container and closure system or sec-
ondary-container or carton system or
any combination of systems intended
to provide a visual indication of pack-
age integrity. The tamper-resistant
feature shall be designed to and shall
remain intact when handled in a rea-
sonable manner during manufacture,
distribution, and retail display.

(¢c) Labdeling. Each retail package of
a cosmetic product covered by this sec-
tion is required to contain a statement
that is prominently placed so that con-
sumers are alerted to the specific
tamper-resistant feature of the pack-
age. The labeling statement is re-
quired to be s0 placed that it will be
unaffected if the tamper-resistant fea-
ture of the package is breached or
missing.

(d) Reguests for exemptions from
packaging and labeling requirements.
A manufacturer or packer may request
an exemption from the packaging and
labeling requirements of this section.
A request for an exemption is required
to be submitted in the form of a citi-
zen petition under § 10.30 of this chap-
ter and should be clearly identified on
the envelope as a “Request for Exemp-
tion from Tamper-resistant Rule.”
The petition is required to contain the
following:

(1) The name of the product.

(2) The reasons that the product’s
compliance with the tamper-resistant
packaging or labeling requirements of
this section is unnecessary or cannot
be achieved.

(3) A description of alternative steps
that are available, or that the petition-
er has already taken, to reduce the
likelihood that the product will be the
subject of malicious adulteration.

(4) Other information justifying an
exemption.

This information collection require-
ment has been approved by the Office
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of Management and Budget under
number 0910-0149.

(e) Effective date. Cosmetic products
covered by this section are required to
comply with the requirements of this
section on the dates listed below
except to the extent that a product’s
manufacturer or packer has obtained
an exemption from a packaging or la-
beling requirement.

(1) Initial effective date for packag-
ing reguirements. (1) The packaging
requirement in paragraph (b) of this
section is effective on Feburary 7, 1883
for each affected cosmetic product
(except vaginal tablets) packaged for
retail sale on or after that date, except
for the requirement in paragraph (b)
of this section for a distinctive indica-
tor or barrier to entry.

(ii) The packaging requirement in
paragraph (b) of this section is effec-
tive on May 5, 1983 for each cosmetic
product that is a vaginal tablet pack-
::a! for retail sale on or after that

(2) Initial effective date for ladeling
requirements. The requirement in
paragraph (b) of this section that the
indicator or barrier to entry be distine-
tive by design and the requirement in
paragraph (c) of this section for a la-
beling statement are effective on May
5, 1883 for each affected cosmetic
product packaged for retail sale on or
after that date.

(8) Retail level effective date. The
tamper-resistant packaging require-
ment of paragraph (b) of this section
is effective February 6, 1984 for each
affected cosmetic product held for sale
on or after that date that was pack-
aged for retail sale before May 5, 1983.
This does not include the requirement
in paragraph (b) of this section that
the indicator or barrier to entry be dis-
tinctive by design. Products packaged
for retail sale after May 5, 1983, as re-
quired to be in compliance with all as-
pects of the regulations without
regard to the retail level effective
date.

(Secs. 201(n), 501, 502, 505, 508, 507, €01,
602, 701, 52 Stat. 1049-1056 as amended, 55
Stat. 851, 59 Stat. 463 as amended (21 US.C.
321(n), 351, 352, 355, 356, 357, 361, 362, 371)
and under 21 CFR §.11 as revised (see 47 FR
16010; April 14, 1982))
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ered to be subject to certification as
“drugs composed wholly or partly of
insulin®:

(1) Pancreas glands; and

(2) Materials prepared from pancre-
as glands, such as “salt cake” and
“isoelectric precipitate,” which materi-
als must be subjected to further purifi-
cation in order to meet the standards
of purity established by Part 429 of
this chapter.

(Sec. 506, 55 Stat. 851; 21 U.8.C. 356)

Subpart B—Manufacturing Procedures
Affecting New Drug Status

§200.30 Sterilization of drugs by irradia-
tion.

There is a current interest in the uti-
lization of newly developed sources of
radiation for the sterilization of drugs.
Prior to the marketing of a drug steril-
fzed by such means, it is necessary in
the interest of protecting the public
health to establish by adequate inves-
tigations that the irradiation treat-
ment does not cause the drug to
become unsafe or otherwise unsuitable
for use. Accordingly, all drug products,
including injections, ophthalmic solu-
tions, surgical sutures, and surgical
dressings sterilized by means of irra-
diation are regarded as new drugs
within the meaning of section 201(p)
of the Federal Food, Drug, and Cos-
metic Act. An effective new-drug appli-
cation pursuant to section 505 of the
act is therefore a prerequisite to inter-
state shipment of such articles, except
as provided by section 505(1).

(Secs. 201, 505, 52 Stat. 1040, as
1032, as amended; 21 U.8.C. 331, 355)

§200.31 Timed release dosage forms.

(a) Many drugs are now being of-
fered in dosage forms that are de-
signed to release the active ingredients
over a prolonged period. There is a
poasibility of unsafe overdosage if
such products are improperly made
and the active ingredients are released
at one time or over too short a time in-
terval. Any such dosage form that con-
tains per dosage unit (for example,
capsule or tablet), a quantity of active
drug ingredients which is not general-
ly recognized as safe for administra-
tion as a single dose under the condi-
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tions suggested in its labeling, is re-
garded as a new drug within the mean-
ing of section 201(p) of the Federal
Food, Drug, and Cosmetic Act.

(b) The fact that the labeling of this
type of drug may claim delayed or pro-
longed release of all or some of the
active ingredients does not affect the
new-drug status of such articles. A
new-drug application is required in
any such case to demonstrate that the
drug is in fact safe because it is prop-
erly made and controlled to release
the total dose at a safe rate. It should
be noted particularly that such dosage
forms are regarded as new drugs even
when the total daily dosage recom-
mended in the labeling is generally
recognized as safe. For example, a cap-
sule containing 50 milligrams of pyri-
lamine maleate and 15 milligrams of
phenylephrine hydrochloride, offered
for sale without prescription, is re-
garded as a new drug for which the
distributor should have an effective
new-drug application, even though the
directions call for taking no more than
two capsules daily. While the daily
intake under such directions is within
the range regarded as safe for use in
self-medication, the single dose is too
high for such use unless the release of
the drug is sufficiently prolonged. It is
obvious that, in filing a new-drug ap-
plication for such an article, particular
attention should be given to dats
which establish that the active ingre-
dients are released over a period of
time, as represented in the labeling.

(Sec. 201(p), B2 Stat. 1042; 21 U.S.C. 321(p))

Subpart C—Requirements for Specific
Classes of Drugs

$200.50 Ophthalmic preparations and dis-
pensers.

(aX1) Informed medical opinion is in
agreement that all preparations of-
fered or intended for ophthalmic use,
including preparations for cleansing
the eyes, should be sterile. It is fur-
ther evident that such preparations
purport to be of such purity and qual-
ity as to be suitable for safe use in the
eye.

(2) The Food and Drug Administra-
tion concludes that all such prepara-
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tions, if they are not sterile, fall below
their professed standard of purity or
qQuality and may be unsafe. In a state-
ment of policy issued on September 1,
1964, the Food and Drug Administra-
tion ruled that liquid preparations of-
fered or intended for ophthalmic use
that are not sterile may be regarded as
adulterated within the meaning of sec-
tion 501(c) of the Federal Food, Drug,
and Cosmetic Act (the act), and, fur-
ther, may be deemed misbranded
within the meaning of section 502(}) of
the act. This ruling is extended to
affect all preparations for ophthalmic
use. By this regulation, this ruling is
applicable to ophthalmic preparations
that are regulated as drugs. By the
regulation in § 800.10 of this chapter,
this ruling is applicable to ophthalmic
preparations that are regulated as
medical devices.

(3) The containers of ophthalmic
preparations shall be sterile at the
time of filling and closing, and the
container or individual carton shall be
80 sealed that the contents cannot be
used without destroying the seal. The
packaging and labeling of ophthalmic
preparations that are over-the-counter
drugs shall also comply with § 211.132
of this chapter on tamper-resistant
packaging requirements.

(b) Liquid ophthalmic preparations
packed in multiple-dose containers
should:

(1) Contain one or more suitable and
harmless substances that will inhibit
the growth of microorganisms; or

(2) Be 30 packaged as to volume and
type of container and so labeled as to
duration of use and with such neces-
sary warnings as to afford adequate
protection and minimize the hazard of
fnjury resulting from contamination
during use.

(c) Eye cups, eye droppers, and other

rs intended for ophthalmic
use should be sterfle, and may be re-
garded as falling below their professed
standard of purity or quality if they
are not sterile. These articles, which
are regulated as drugs if packaged
with the drugs with which they are to
be used, should be packaged so0 as to
maintain sterility until the package is
opened and be labeled, on or within
the retail package, 5o as to afford ade-
qQuate directions and necessary warn-

ings to minimize the hazard of injury
resulting from contamination during
use.

(8ecs. 501, 502, 515, 821, 701, 52 Stat. 1049-
1051 as amended, 1055-1056 as amended, 90
Stat. 5652-559, 5§74 (21 US.C. 351, 352, 360e,
360k, 371))

(40 FR 13996, Mar. 27, 1975, as amended at
48 FR 50455, Nov. §, 1982)

ErrzcTIvE Datz Norz Section
200.50(aX(3)was revised at 47 FR 50455, Nov.
§, 1982. For information regarding effective
dates, see §211.132. Paragraph (aX3) pub-
lished at 40 FR 13996, Mar. 217, 1975, and set
forth below is currently effective.

§200.50 Ophthalmic preparations and dis-
pensers.

@axi)e ¢ °

(3) The containers of ophthalmic
preparations shall be sterile at the
time of filling and closing, and the
container or individual carton shall be
80 sealed that the contents cannot be
used without destroying the seal. To
provide time for validation of sterility
tests and changes to sterile production
procedures, this ruling will be effective
for nonantibiotic ophthalmic ointment
preparations recognized in the official
compendia (U.S.P. and N.F.) on the
dates specified in such official com-
pendia. For all other ophthalmic oint-
ments, this ruling will be effective 12
months after the date of publication
in the FroEraAL REcISTER (10-28-72).

Subpart D—Suitablility of Specific
Drug Components

$200.100 Use of ox bile from condemned
livers from slaughtered animals in the
manufacture of drugs.

(a) Conferences have recently been
held between members of the Depart-
ment of Health and Human Services
and representatives of the Agricultur-
al Research Service, Department of
Agriculture, concerning requests made
to that agency for the release of ox
bile from condemned livers of slaugh-
tered animals for use in the manufac-
ture of certain drugs.

(b) The Secretary of Health and
Human Services has given careful con-
sideration to this problem and has
reached the conclusion that no hazard
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SUBCHAPTER H—MEDICAL DEVICES

PART 800—GENERAL
Subpeart A—{Reserved)
Devices

Sec.
800.10 Contact lens solution; sterflity.
800.12

Subpart A—{Reserved]

Subpart B—Requirements for Specific
Medical Devices

§800.10 Contact jens solutions; sterility.

(aX1) Informed medical opinion is in
agreement that all preparations of-
fered or intended for ophthalmic use,
including contact lens solutions,
should be sterile. It is further evident
that such preparations purport to be
of such purity and quality as to be
suitable for safe use in the eye.

(2) The Food and Drug Administra-
-tion concludes that all such prepara-
tions, if they are not sterile, fall below
their professed standard of purity or
Quality and may be unsafe. In a state-
ment of policy issued on September 1,
1964, the Food and Drug Administra-
tion ruled that liquid preparations of-
fered or intended for ophthalmic use
that are not sterile may be regarded as
adulterated within the meaning of sec-
tion 501(c) of the Federal Food, Drug,
and Cosmetic Act (the act), and, fur-
ther, may be deemed misbranded
within the meaning of section 502(j) of
the act.'By this regulation, this ruling
is applicable to all preparations for
ophthalmic use that are regulated as
medical devices, i.e., contact lens solu-
tions. By the regulation in § 200.50 of
this chapter, this ruling is applicable
to ophthalmic preparations that are
regulated as drugs.

(3) The containers shall be sterile at
the time of filling and closing, and the
container or individual carton shall be

80 sealed that the contents cannot be
used without destroying the seal. The
packaging and labeling of these solu-
tions shall also comply with § 800.12
on tamper-resistant packaging require-
ments.

(b) Liquid ophthalmic preparations
packed in multiple-dose containers
should:

(1) Contain one or more suitable and
harmless substances that will inhibit
the growth of microorganisms; or

(2) Be 50 packaged as to volume and
type of container and so labeled as to
duration of use and with such neces-
sary warnings as to afford adequate
protection and minimize the hazard of
injury resulting from contamination
during use.

(c) Eye cups, eye droppers, and other
dispensers intended for ophthalmic
use should be sterile, and may be re-
garded as falling below their professed
standard of purity or quality if they
are not sterile. These articles, which
are regulated as medical devices unless
packaged with the drugs with which
they are to be used, should be pack-
aged s0 as to maintain sterility until
the package is opened and be labeled,
on or within the retail package, s0 as
to afford adequate directions and nec-
essary warnings to minimize the
hazard of injury resulting from con-
tamination during use.

(Secs. 201(n), 501, 502, 518, 821, 701, 52 Stat.
1041 as 1049-1051 as amended,
1055-1056 as amended, 90 Stat. 552-589, 574
(31 US.C. 321(n), 351, 352, 360¢, 360k, 371))

(47 FR 50455, Nov. 8, 1982)

§800.12 Contact lens solutions and tab-
lets; tamper-resistant packaging.

(a) General Unless contact lens solu-
tions used, for example, to clean, disin-
fect, wet, lubricate, rinse, soak, or
store contact lenses and salt tablets to
be used to make any such solutions are
packaged in tamper-resistant retail
packages, there is the opportunity for
the malicious adulteration of these
products with risks both to individuals
who unknowingly purchase adulterat-
ed products and with loss of consumer
confidence in the security of the pack-
ages of over-the-counter (OTC) health
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care products. The Food and Drug Ad-
ministration has the authority and re-
sponsibility under the Federal Food,
Drug, and Cosmetic Act (the act) to es-
tablish a uniform national standard
for tamper-resistant packaging of
those OTC products vulnerable to ma-
licious adulteration that will improve
the security of OTC packaging and
help assure the safety and effective-
ness of the products contained there-
in. A contact lens solution or tablet to
be used to make such a solution for
retail sale that is not packaged in a
tamper-resistant package and labeled
in accordance with this section is adul-
terated under section 501 of the act or
misbranded under section 502 of the
act, or both. '

(b) Requirement for tamper-resistant
package. Each manufacturer and
packer who packages for retail sale a
product regulated as a medical device
that is a solution intended for use with
contact lenses, e.g., for cleaning, disin-
fecting, wetting, lubricating, rinsing,
soaking, or storing contact lenses or
tablets to be used to make any such
solution shall package the product in a
tamper-resistant package. A tamper-
resistant package is one having an in-
dicator or barrier to entry which, if
breached or missing, can reasonably be
expected to provide visible evidence to
consumers that tampering has oc-
curred. To prevent the substitution of
& tamper-resistant feature after tam-
pering, the indicator or barrier to
entry is required to be distinctive by
design or by the use of an identifying
characteristicc. A  tamper-resistant
package may involve an immediate-
container and closure system or sec-
ondary-container or carton system or
any combination of systems intended
to provide a visual indication of pack-
age integrity. The tamper-resistant
feature shall be designed to and shall
remain intact when handled in a rea-
sonable manner during manufacture,
distribution, and retail display.

(c) Labdeling. Each retail package of
& product covered by this section is re-
quired to contain a statement that is
prominently placed so that consumers
are alerted to the tamper-resistant
feature of the package. The labeling
statement is required to be so placed
that it will be unaffected if the

Title 21—Food and Drugs

tamper-resistant feature of the pack-
age is breached or missing.

(d) Requests for exemptions from
packaging and labeling reguirements.
A manufacturer or packer may request
an exemption from the packaging and
labeling requirements of this section.
A request for an exemption is required
to be submitted in the form of a citi-
zen petition under § 10.30 of this chap-
ter and should be clearly identified on
the envelope as a “Request for Exemp-
tion from Tamper-resistant Rule.” A
petition for an exemption from a re-
quirement of this section is required to
contain the same kind of information
about the product as is specified for
OTC drugs in §211.132(d) of this
chapter. This information collection
requirement has been approved by the
Office of Management and Budget
under number 0910-0150.

(e) Products subject to approved pre-
market approval applications. Holders
of approved premarket approval appli-
cations for products subject to this
section are required to submit supple-
ments to provide for changes in pack-
aging to comply with the requirement
of paragraph (b) of this section unless
these changes do not affect the com-
position of the container, the torque
(tightness) of the container, or the
composition of the closure component
in contact with the contents (cap liner
or innerseal) as these features are de-
scribed in the approved premarket ap-
proval application. Any supplemental
premarket approval application under
this paragraph is required to include
data sufficient to show that these
changes do not adversely affect the
product.

(f) Effective date. Each product sub-
Ject to this section is required to
comply with the requirements of this
section on the dates listed below
except to the extent that a product’s
manufacturer or packer has obtained
an exemption from a packaging or la-
beling requirement:

(1) Inttial effective date for packag-
ing requirements. (1) The packaging
requirement in paragraph (b) of this
section is effective on February 7, 1983
for each contact lens solution pack-
aged for retail sale on or after that
date, except for the requirement in
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APPENDIX G

May 3, 1983

NAME
COMPANY NAME
ADDRESS

Dear Sir;

We are currently involved in assessing the economic aspects of the
new FDA regulation requiring tamper-resistant packages for
over-the—counter drug products. We would like to ask your help in
doing this study.

This regulation will affect all areas of the packaging industry,
including machine manufacturers, material suppliers, printers and
over-the counter drug packagers with an impact similar to the
Child-resistant packaging regulation of 1970. It is important that
an unbiased assessment of the regulation's effects on the industry
be conducted so that such information will be available for future
regulatory and econamic considerations.

In order to accamplish our assessment we need the cooperation of
the packaging industry. You can help by campleting the enclosed
questionnaire. We are trying to get specific economic information
about what costs you incured inorder to comply with the new
requlation, and what specifically caused the increased costs.
Please check the most appropriate response for each question; if
none of the responses provided accurately reflects your situation,
we would appreciate your best estimate, an approximate dollar
range or written explanation. Please associate any expected costs
with the time period beginning with the issue date of the
requlation (November 5, 1982) and ending one year later. Any
additional comments you have are more than welcome. Please return
your completed questionnaire in the enclosed, stamped envelope. We
would like all questionnaires returned, whether completed or not,
by June 3, 1983.

The results of this survey will be kept campletely confidential;
no mention of company name, products or other identifying factors
will be made in our reports, summaries or references.

If you have any questions please contact Valerie Hamm at PHONE
NUMBER. Thank you for your cooperation and contribution to this
study.

Sincerely,

Valerie Hamm
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APPENDIX H

DIRECTIONS: IF POSSIBLE, PLEASE HAVE THIS FORM OOMPLETED BY A
MEMBER OF YOUR COMPANY WHO IS RESPONSIBLE FOR
TAMPER -RESISTANT PACKAGING.

Please check the appropriate response or complete with short
answers. If any multiple choice question would be more accurately
completed with a short answer, please feel free to do so.
Remember, your answers will be kept strictly confidential.

Please return this questionnaire, whether completed or not, by

SECTION l: GENERAL INFORMATION

1. Your area of responsibility: (CHECK ONE)

Packaging Quality Control
Sales/Marketing Production/Manufacturing
Purchasing Project Engineering
Corporate Management R&D

Regulatory Affairs Other (please specify)

2. Nature of Campany: (CHECK ONE)

Machinery Supplier Drug Manufacturer
Materials supplier Food Manufacturer
Closure Supplier Container Supplier

Other (please specify)

3. Is your campany: (CHECK ONE)

Local National
Regional International

4. Annual sales for your last fiscal y=ar: (for your division involved in
tamper-resistant packaging: please indicate if the dollar value you check
below is for more than your division only)

Unknown $100 million to $250 million
$0 to $5 million $250 million to $500 million
$5 million to $10 million $500 million to $750 million
$10 million to $50 million $750 million to $1 billion

$50 million to $100 million $1 billion and up
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Which of your products (generic type) were affected by the tamper-resistant
regulation? (PLEASE LIST)

PRODUCT TYPE

NOTE: Far the remaining questions which ask you to refer to your affected
products, please feel free to refer to them by the numbers used above if that
is easier for you.

Did or will each product in question 5 require a change in Packaging in order
to comply with the new regulation? (PLEASE CHECK)

YES (go to 6B)
NO (go to 6A)
A) Please list below the products from question #5 that will not

require a package change AND describe their packages.
(i.e. the package must already camply with the regulation)

PRODUCT CURRENT PACKAGE
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6B) STEP 1l: Please read the following list of tamper-resistant
materials and devices.

ARRRRRRRRRRRRRRRRRRRRRRRRRRRRARRRRRRRRRRRRARRARRRRARARAARRRARARNAA K

* 1. Film wrappers 8. Bottle seals *
* 2. Blister or strip packs 9. Tape seals *
* 3, Bubble packs 10. Breakable seals *
* 4. Shrink seals or bands 11. Sealed tubes *
* 5, Sealed cartons 12. Aerosol containers *
* 6. Adhesive 13. Other (please specify) *
* 7. Foil, paper of plastic pouches *

ARRRRRRRRRRRRRRRRRRRRARRRRRRRRRRRRRRRRRRRRRRRRRRRRRRRRA AR AR RN RN

STEP 2: In colum 1l below, please list all products from question #5 that
did or will require package changes in order to comply with the
regulation.

STEP 3: In colum 2 below, list by number, all materials and devices fram
the obove list being used for each particular product in order to
make them tamper-resistant.

STEP 4: In colum 3, list how much it cost per package to add the above
materials to each product. Please try to list such that we are
able to determine which costs are associated with which material or

device. (SEE EXAMPLE)

(1) (2) (3)
LIST ALL MATERIALS FROM

PRODUCT ABOVE LIST BEING USED FOR COST PER
EACH PRODUCT PACKAGE
<EXAMPLE: Product #4 Materials #4,#8, and #5 $.01, $.02, $.005 >
< (total $.035/pkg) >
1.
2.
3.
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7. What new equipment/machinery did or will you purchase in order to produce
complying packages? Please CHECK equipment type purchased, indicate how
many were bought, the cost for each machine, and the cost you expect them
to add per package.

EQUIPMENT NUMBER QosT QOST PER
PURCHASED PURCHASED EACH PACKAGE
A) None purchased

B) Band applicators

C) Shrink tunnels

D) Shrink wrappers

E) Cartoner

F) Adhesive attachments
for cartoners
G) Cappers

H) Tube formers

I) Blister/bubble

formers
J) Pouch formers

K) Tape applicators

L) Inmduction sealers

M) Other (please specify)

8. Has there been or do you expect a change in line speeds due to your
required package changes? (PLEASE CHECK AND COMPLETE )

No change
Yes: Line speeds decreased by percent.
Yes: Line speeds increased by percent.

9. What labor changes were or will be necessary due to this tamper-resistant
regulation? (PLEASE CHECK)

No change
Decrease-Total cost $ Amortized over pkgs.
Increase-Total cost $ Amortized over pkgs.
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10. Did or will you experience additional costs for graphics/artwork inorder
to produce complying tamper-resistant packages? (CHECK)

YES NO

a) IF YES: Please indicate which product required the graphics change
and the cost per package.

PRODUCT QOST PER PACKAGE

11. What was the main factor in determining which tamper-resistant system(s)
your company chose? (CHECK ONE)

Most effective option

Lowest cost option

Most readily available materials/system (time)
Most campatable with existing packaging

Most campatable with existing machinery system
Other (specify)

12. If you have changed your advertising because of this regulation, please
indicate how much you expect this to cost you for the first year.(CHECK
ONE AND QCOMPLETE)

No change
Decrease-Total Cost $ Amortized over pkgs .
Increase-Total Cost § Amortized over pkgs .
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13. The new regulation requires that all affected products sold at the retail
level on or after February 6, 1984, be in tamper-resistant containers. If
your company still has non-tamper-resistant containers on the retail
shelves at that time, what do you plan to do with the non-complying

product? (CHECK ONE AND INDICATE EXPECTED LOSSES)

a) Expect most non-complying packages to be sold by that time.

b) Plan to recall and repackage product in Tamper-resistant
packages.

c) Plan to recall and discard product

d) Plan to have retailers dispose of product and give them credit

for lost product.

e) Other plans for non-complying packages
(please specify)

EXPECTED LOSSES:

Cost of Repackaging $
Number of packages re-filled

Transportation costs $
Product loss in dollars $

Number of packages lost
Other expected losses

14. How did or how do you expect this regulation to affect your campany's
sales volume for this first year beginning with the issue date(Nov. 5,
1982) of the tamper-resistant regulation? (CHECK ONE AND COMPLETE)

No change
Decrease-dollar value $ Number of packages

Increase-Dollar value $ Number of packages
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15. Do you expect your additional costs caused by this regulation to affect
the retail price of the product?

YES; increased cost per package $
NO; cost per package we will absorb $

16. Please note any additional costs or changes due to this tamper-resistant
regulation which we may have over looked.

17. COOMMENTS PLEASE:

Thank You for your cooperation and help in this study.

PLEASE RETURN BY JINE 3, 1983.
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DIRBECTIONS: IF POSSIBLE, PLEASE HAVE THIS FORM OCOMPLETED BY A
MEMBER OF YOUR COMPANY WHO IS RESPONSIBLE FOR
TAMPER -RESISTANT PACKAGING.

Please check the appropriate response or camplete with short

answers. If any multiple choice question would be more accurately
campleted with a short answer, please feel free to do so. Remember, your
answers will be kept strictly confidential.

Please return this questionnaire, whether campleted or not, by
June 3, 1983.

SECTION 1l: GENERAL INFORMATION

1. Your area of responsibility: (CHECK ONE)

Packaging Quality Control
Sales/Marketing Production/Manufacturing
Purchasing Project Engineering
Corporate Management R&D

Regulatory Affairs Other (please specify)

2. Nature of Campany: (CHECK ONE)

Machinery Supplier Drug Manufacturer
Materials supplier Food Manufacturer
Closure Supplier Container Supplier

Other (please specify)

3. Is your company: (CHHCK ONE)

Local National
Regional International

4. Annual sales for your divisions involved in tamper-resistant packaging (last
fiscal year).

Unknown $100 million to $250 million
$0 to $5 million $250 million to $500 million
$5 million to $10 million $500 million to $750 million
$10 million to $50 million $750 million to $1 billion

$50 million to $100 million $1 billion and up
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5. What materials or devices do you supply that are now being used to make
tamper-resistant packages? (PLEASE CHECK)

A. none, (if you supply equipment go to question #6)

B. film wrappers I. Bottle seals

C. Blister or strip packs J. Tape seals

D. Bubble packs K. ____ Breakable caps

E. Shrink seals or bands L. ___ Sealed tubes

F. Sealed cartons M. __ Aerosol containers
G. Adhesive N. ___ Other(please specify)
H. Foil, paper or plastic pouches

6. What machines do you supply that are now being used to produce
tamper-resistant packages?

a) None

B) Band applicators

C) Shrink tunnels

D) Shrink wrappers

E) Cartoners

F) Adhesive attachments for cartoners
G) Cappers

H) Tube formers

I) Blister/bubble formers
J) Pouch formers

K) Tape applicators

L) Induction sealers

M) Other (please specify)
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7. Did or will you increase production capacity to meet the demand for your
tamper -resistant materials, devices, or forming/application equipment?
(PLEASE CHECK)

YES NO

A) If yes: Did you increase capacity by purchasing new

machinery/equipment ?
(PLEASE LIST BQUIPMENT, NUMBER PURCHASED AND COST)

Check here if none was purchased

NUMBER QOST
MACHINE PURCHASED EcH

1.

2.

3.

4.

5.

6.

7.

8. What labor changes were or will be necessary at your company due to this
tamper-resistant requlation? (PLEASE CHECK)

No change
Decrease in labor hours-Total Savings $
Increase in labor hours-Total Cost $

9. What Changes have you had or do you expect to have in Advertising costs?
(From November 5, 1982 to Nowember 6, 1983)
CHECK ONE AND COMPLETE

No change
Decrease-Total Cost $
Increase-Total Cost $
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10. How did or how do you expect this regulation to affect your company's sales
volume? (CHECK ONE AND COMPLETE)

No change in sales wvolume expected
Decreased volume: Dollar value $
Increased volume: Dollar value $

11. Do you expect your additional costs caused by this regulation to be passed
on to your custamers?

We did not incur additional costs due to this regulation.

YES we will pass costs to our custamers
NO we will absorb additional cost

12, Please note any additional costs or changes due to this tamper-resistant
regulation which we may have over looked.

13. COOMMENTS PLEASE:

Thank You for your cooperation and help in this study.
PLEASE RETURN BY JUNE 3, 1983.
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APPENDIX J
DATA - PHARMACEUTICAL OQtIPANIES*

SECTION 1: GENERAL INFORMATION

1. Your area or responsibility: (CHECK ONE)

13  Packaging 0 Quality Contxrol

0 Sales/Marketing 1 Production/Manufacturing

1 Purchasing 0 Project Engineering

0 Corporate Management ' 1 R&D

0 Regulatory Affairs 1 Other (please specify)

- Engineering/Package Dev.

2. Nature of Company: (CHECK OMNE)

0 Machinery Supplier 15 Drug Manufacturer

1 Materials Supplier 0 Food Marufacturer

0 Closure Supplier 1 Container Supplier

1 Other (Please specify)

- Medical device manufacturer

3. 1Is your company: (CHECK ONE)

0 Local 1 National

0 Regional 13 International

4, Ammual sales for your last fiscal year: (for your division involved in
tamper-resistant packaging: please indicate if the dollar value you
check below is for more than your division only)

Unknown 3 $100 million to $250 million

$0 to $5 million $250 million to $500 million

$5 million to $10 million $500 million to $750 million
$10 million to $50 million $750 million to $1 billion
$50 million to $100 million $1 billion and up

*20 usable surveys were returned. Many surveys were not completely filled out.
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5. Which of your products (generic type) were affected by the tamper-
resistant regulation? (PLEASE LIST)

IOTE: Of the 20 usable surveys, 12 companies completely
answered this question.

PRODUCT TYPE

1. Cough syrup; cold tablets

2. Rectal ointment and suppository; nasal solutions; nasal spray
3. Vitamin drops; vitamin tablets

4, Dry products: capsules, tablets, powders; liquid products;

creams and ointments; suppositories
5. Mouthwash; cough and cold liquid products; tablets and capsules;
lozenges
6. Hay fever inhibitor; motion sickness inhibitor; diarrhea reliever
7. Cough/Cold tablets, capsules and liquids; analgesics; diet products
8. Aspirin (3 products); over-the-counter liquids (6 ts);
over-the-counter (labelled as foods -- 20 products
9. Antacids - liquids and tablets; vitamins; laxatives - capsules
and bulk powder; various other tablet products
10. Over-the-counter antacid liquid; O-T-C tablets; mouth irritant drops;
ear wax control drops

11. Liquid cough preparations; O-T-C solid forms - capsules and tablets
in bottles and blisters

12, Laxative - tablets, powder, liquid; cough preparation - liquid;
cold medicine - capsules and tablets

6. Did or will each product in Question 5 require a change in Packaging
in order to camply with the new regulation? (PLEASE CHECK)

7 __YES (Go to 6A) 7 __NO (Go to 6B)

6A. Please list below the products from Question 5 that will not require
a package change AND describe their packages. (j.e. the package must
already comply with the regulation.

PRODUCT CURRENT PACKAGE

1. Rectal suppository Strip pack with distinguishable text

2, Vitamin tablets Tack seal over lip
Vitamin drops Wet band on cap

3. Cold tablets and capsules Blister or bottle with immerseal
Cold liquid Bottle and Child-Resistant closure
Analgesics Bottle and C-R closure with immerseal

Diet products Blister
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6A. (Continued)
PRODUCT

4,

Antacid liquid
Antacid tablet
Antacid tablet

Bottles of tablets and capsules
Blister packs of capsules
and tablets

Tablets

Cold medicine tablets and
capsules

CURRENT PACKAGE

Foil induction seal and cap
Foil pouch, strip packaging

Bottle with pressure-sensitive innerseal
Seal under cap

Blister packs
Blisters

Blisters
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6B. STEP 1: Please read the following list of tamper-resistant materials
and devices.

deklcicielciciclckeicicicielcicioieicicicicicicicioioicickciciekeiciciicicicicicieicicicickoicicicieieleicicicicicicicioleiciieiciokck

1. Film wrappers 8. Bottle seals

2. Blister or strip packs 9. Tape seals

3. Bubble packs 10. Breakable seals

4, Shrink seals or bands 11. Sealed tubes

5. Sealed cartons 12. Aerosol containers

6. Adhesive 13. Other (Please specify)
7. Foil, paper or plastic pouches

deictaieicieiciekdciakeiciaiciokkkaickicleiaieioiioiieicteimiokdeiaietcieioieiakaiakaiaiekeieiaieioialieioieicioieieieieiaiakeioke

STEP 2: In Colum 1 below, please list all products from Question 5
that did or will require package changes in order to comply
with the regulation.

STEP 3: In Colum 2 below, list by muber, all materials and devices
from the above list being used Tor each part:.cular product
in order to make them tamper-resistant.

STEP 4: In Colum 3, list how much it cost per package to add the
above materials to each product. Please try to list such
that we are able to determine which costs are associated
with which material or device.

MATERIALS/DEVICES COST PER

PRODUCT (BY NUMBER) PACKAGE

1. Cough syrup 14 $ .04 - .05
Cold tablets i $ .04 - .05

2. Rectal ointment #, #11 $ .04, $.01
Nasal solutions i .02
Masal spray i .05

3. Cold capsules, tablets, powders #2, i, I8 $ --
Liquid products A -
Creams, ointments #5, {#11 -
Suppositories #7 -

4. Moutlmash i $ .015
Cough and cold liquid products i .01
Tablets and capsules i8 .005
Lozenges #13 (graphics only) <.0001

5. Hay fever inhibitor 18 $ .004
Motion sickness inhibitor i8 .004
Diarrhea reliever # .006

. Cough/cold liquids #4 $ .03 -

7. Aspirin (3 products) 8 $ .02

0-T-C liquids #, #9 .02, .01

O-T-C (labelled as foods) H, 2, #, #7, 11 --
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6B. (Contimued)
PRODUCT
8. Antacids - liquids and tablets
Vitamins
Laxatives - capsules and bulk
powder
Various other tablet products
9. O-T-C antacid liquid
0-T-C antacid tablets
Mouth irritant drops
Ear wax control drops
10. Liquid cough preparations
11. Laxative tablets

Laxative powder
Laxative liquid

Cough preparations - liquid

MATERTALS/DEVICES
(BY NUMBER)

i,
i

Ut
i

#13 (graphics)
#13 (graphics)
#35, #13 (graphics)
#5, #13 (graphics)

#5, #10
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7. What new equipment/machinery did or will you purchase in order to produce
camplying packages? Please CHECK equipment type purchased, indicate how
many were bought, the cost for each machine, and the cost you expect them

to add per package.

EQUIPMENT
PURCHASED

A) _3 None purchased
B) _5 Band applicators

ink tumels .

Q

N/

|on
NUSHUTE g e

D) _1 Shrink wrappers
E) _O Cartoners

F) _2 Adhesive attachments
for cartoners

1.
2.

G) _O Cappers
H) _O Tube formers
I) O Blister/bubble formers
J) _O Pouch formers
K) _1 Tape Applicators
L) _2 Induction Sealers
l.
2.
M) _2 Other (Please specify)

1. Labelers
2. Llabelers

NUMBER
PURCHASED COST EACH

PN L wv N

N PO PADNDHE

v O

wmnonw il W

-

88888 8 833

(o]
(=]

’

22,000

19,000
18,000

$ 15,000

25,000

QOST PER

PACKAGE

$ .06 - .07 (1st year)

$ .005
(7 year depreciation over
30 million packages/year)
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8. Has there been or do you expect a change in line speeds due to your
required package changes? (PLEASE CHECK AND COMPLETE)

6 No change
6 YES: Line speeds decreased by percent.
1. 50%
2. 25%
3. 10%
4, 10% (or 57 of the packages which
must comply)
5. 15%
6. 5%

1 YES: Line speeds increased by 107, percent

9. What labor changes were or will be necessary due to this tamper-resistant
regulation? (PLEASE CHECK AND COMPLETE)

5 No change
1 Decrease - Total cost $ 60,000 Amortized over 3,500,000 packages
7 Increase - Total cost $ Amortized over packages
1. $ 80,000 1,500,000
2. unknown unknown
3. unknown unknown
4, 200,000 60,000,000
5. 16,000 250,000
6. 60,000 30,000.000
7. unknown unknown
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Did or will you experience additional costs for graphics/artwork in
order to produce complying tamper-resistant packages? (CHECK)

14 YES 0 NO

If YES: Please indicate which product required the graphics change

and the cost per package.

PRODUCT COST PER PACKAGE
1. Cough syrup, cold tablets No significance
2. Rectal ointment and suppositories Not answered
Nasal solutions -
Nasal spray --

3. Vitamin drops - $100
Vitamin tablets 100

4, Capsules, tablets, powders Not answered

10.

11.

12,

14 L]

Liquid products --
Creams, ointments -

Suppositories -
Mouthwash; cough and cold liquid

products; tablets and capsules; Not answered
lozenges
All products Unknown

Hay fever inhibitor; motion

sickness inhibitor; diarrhea $500 one time cost
reliever

Cough/cold tablets, capsules,

and liquids $ 200
Analgesics $ 200

Diet products $ 200
Aspirin (3 products) $ 500

0-T-C liquids (6 products) $ 500

0-T-C (labeled as foods) (20 products) $ 500
Antacids - liquids and tablets $ .0003
Vitamins .00225
Laxatives - capsules and bulk powder .00225
Various tablets .00225
0-T-C antacid liquid and tablets;
mouth irritant drops; ear wax . g‘;gg oif siclri';g to meet

control drops

Liquid cough preparations; O-T-C
solid forms - capsules and tablets One time mechanical change
in bottles and blisters

All O-T-C products | Not answered

Laxative tablets, powder, and
liquids; cough preparations - liquid; Minimal
cold medicine - capsules and tablets
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What was the main factor in determining which tamper-resistant system(s)
your campany chose? (CHECK ONE)

A) 2 Most effective option

B) _1 Lowest cost option

C)_3 Most readily available materials/system (time)
D)_3 Most campatible with existing packaging

E)_ 0 Most campatible with existing machinery system

F)_4 Other (specify)

- DandE (1)
- A, B, C, D E (2
- FDA Guidelines (1)

If you have changed your advertising because of this regulation, please
indicate how much you expect this to cost you for the first year.
(CHECK ONE AND COMPLETE)

13 No Change
0 Decrease - Total Cost $ Amortized over packages
0 Increase - Total Cost $ Amortized over packages

The new regulation requires that all affected products sold at the
retail level on or after February 6, 1984, be in tamper-resistant
containers. If your company still has non-tamper-resistant containers
on the retail shelves at that time, what do you plan to do with the
non-complying product? (CHECK ONE AND INDICATE EXPECTED LOSSES)

13 Expect most non-complying packages to be sold by that time.
0 Plan to recall and repackage product in tamper-resistant packages
0 Plan to recall and discard product

0 Plan to have retailers dispose of product and give them credit
for lost product.

0 Other plans for non-camplying packages (Please specify)
EXPECTED LOSSES:

(NOTE: Answered
Cost of repackaging $ 11E600 by only one
Number of packages refilled | company)
Transportation Costs S
Product loss in dollars $

Number of packages lost
Other expected losses
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14, }bwdidortvwdoyouacpectthlsregulationtoaffectyomcmpany'
sales volume for this first year begimming with the issue date (November 5,
1982) of the tamper-resistant regulation? (CHECK ONE AND COMPLETE)

_12 No change
__ 0 Decrease - Dollar value $ __ Number of packages _
2 Increase - Dollar value $§ __ Humber of packages
1. 1.3 1
2. not specified not specified

15. Do you expect your additional costs caused by this regulation to
affect the retail price of the product?

4  YES: increased cost per package $

1. $ .15
2- -
3. .05
40 -

NO: cost per package we will absorb $

Nosnmp W
]
1

16. Please note any additional costs or changes due to this tamper-resistant
'~ regulation which we may have overlooked.

NOTE: Not answered

17. COMMENTS:
NOTE: No further comments
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APPENDIX K
DATA - SUPPLIER COMPANIES*

SECTION 1: GENERAL INFORMATION

(CHECK ONE)

__ 0 Quality Control
__ 2 Production/Manufacturing
Project Engineering
R&D

Hlo 'o

1. Your area of responsibility:
3  Packaging
24  Sales/Marketing
0 Purchasing
9 Corporate Management

1 Regulatory Affairs Other (Please specify)

Owner of Company

2. Nature of Company: (CHECK ONE)

11 Machinery Supplier
7 Materials supplier
Closure Supplier _2
Other (Please specify):

- Label supplier (2)

- Machinery/Container/Closure Supplier (1)
- Machinery/Material Supplier (2)

- Machinery/Closure Supplier (2)

0  Drug Manufacturer
0 Food Manufacturer
Container Supplier

o

3. Is your company: (CHECK ONE)
1l Local 10 National
3  Regional 26  Internmational

4. Anmual sales for your divisions involved in tamper-resistant packaging
(last fiscal year).

5 Unknown
15 $0 to $5 million
2 $5 million to $10 million

4 $100 million to $250 million
$250 million to $500 million
$500 million to $750 million
$750 million to $1 billion
$1 billion and up

10  $10 million to $50 million
2 $50 million to $100 million

*40 usable surveys were returned. Many surveys were not campletely filled out.
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What materials or devices do you supply that are now being used to make
tamper-resistant packages? (PLEASE CHECK)

_5 none (if you supply equipment go to Question #6)

__6 film wrappers _10  bottle seals
_1 blister or strip packs __3 tape seals

__ 0 bubble packs __8 breakable caps
_10 shrink seals or bands _3 sealed tubes

_ 0 sealed cartons _0 aerosol containers
__2 adhesive

_ 2 foil, paper or plastic pouches

[
(9%

other (please specify)

-closures with tamper-resistant immerseals (1)
-overseals that are crimped on (1)

~-custom injection molding (2)

-heat or pressure sensitive liners (1)

-foam cores (cones?) (1)

-labels (3)

-printing ink (2)

-tamper button - vacuum (1)

-aluminum alloy clips for film bags (1)

NOTE: Some companies supplied two or more tamper-resistant
materials or devices.

What machines do you supply that are now being used to produce tamper-
resistant packages?

11 None 3 __ Cappers

__ 5 _ Band applicators _0  Tube formers

_13  Shrink tumnels __ 0 Blister/bubble formers

__6  Shrink wrappers _ 2 Pouch formers

_2 Cartoners _ 0 Tape applicators

_ 1 Adhesive attachments for _ 0 Induction sealers
cartoners

9 Other (please specify)

-equipment to marmufacture caps (1)

-injection molding machinery - especially adapted
for tamper-resistant closures (1)

-tooling to crimp seals (1)

-label applicators (3)

-impulse, heat, vacuum sealers (1)

-conduction sealers (1)

-core (cone?) applicators (1)

NOTE: Some supplied two or more machines used to produce tamper-
resistant packages.
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Did or will you increase production capacity to meet the demand for your
tamper-resistant materials, devices, or forming/application equipment?
(PLEASE CHECK)

22 YES 17 NO

If yes: Did you increase capacity by purchasing new
machmery/equipment" (PLEASE LIST EQUIPMENT,
NMBER PURCHASED AND COST)

11  Check here if none was purchased.

NUMBER COST
MACHINE PURCHASED EACH
1. Tooling 10 $§ 750
2. Printing and cutting equipment 2 $ 35,000
3. Lining machinery 3 $ 90,000
Hot stamp 3 70,000
Printer 3 92,000
Injection molding 14 155,000
4, Tools 4 $250,000 (total)
5. Injection molding equipment : 10 $150,000
6. Complete manufacturing line 1 $475,000

What labor changes were or will be necessary at your campany due to
this tamper-resistant regulation? (PLEASE CHECK)
27 No change
0 Decrease in labors hours-Total Savings $
11 Increase in labor hours-Total Cost $25,000 (only one company answered)

What changes have you had or do you expect to have in Advertising costs?
(From November 5, 1982 to November 6, 1983) CHECK ONE AND OCOMPLETE
No change
1 Decrease-Total Cost $
18 Increase-Total Cost $

-$18,000 -$50,000
-$10, 000 - 50 percent
-$20,000 -$25,000
-$10,000 -$30,000
- 50 percent -$ 5,000
-$10,000-$15,000 -$30, 000

-$20,000
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10. How did or how do you expect this regulation to effect your company's
sales volume? (CHECK ONE AND COMPLETE)
14 No change in sales volume expected
0 Decreased volume: Dollar value $
25 Increased volume: Dollar value $

-$1,000, 000 -$3, 000,000
-3 185,000 -$ 250,000
-$ 500,000 -$4,000,000 to $5,000,000
-$ 100,000 -$ 100,000
-$1,000, 000 -$5,000,000 to $10,000,000
-$5,000, 000 -$3,000, 000

11. Do you expect your additional costs caused by this regulation to
be passed on to your customers?

25 We did not incur additional costs due to this regulation.
11 YES we will pass costs to our customers
[0 we will absorb additional cost

12, Please not any additional costs or changes due to this tamper-
resistant regulation which we may have overlooked.

NOTE: Not answered

13. COMMENTS PLEASE
NOTE: No further comments
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