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PROCEEDINGS

DR. DELLIBOVI-RAGHEB: Good morning.
Welcome, and thank you for joining FDA"s virtual
public workshop, ""The Nonprescription Drug Facts Label
in a Changing Consumer Marketplace 2021." My name is
Teegan Dellibovi-Ragheb. 1 am an interdisciplinary
scientist in FDA"s Office of Nonprescription Drugs,
and I am the workshop host and moderator.

Before we begin, there are a few housekeeping
items I want to mention. |If you have any technical
issues during the meeting, you can submit questions
directly into the Q&A chat window or email a link that
we will provide there. |If you have questions for our
speakers during the workshop, please enter them iIn the
same Q&A chat window and, time permitting, we will try
to address your questions during the panel discussions
at the end of each session.

In addition, FDA invites any interested
parties to submit research, data or information
relevant to the workshop topics to the public docket.
You can find a link to the docket on the workshop

webpage. The docket will remain open until August 10,
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2021.

Following the workshop, meeting materials
including recordings, speaker slides and transcripts
will be available on the workshop webpage.

Moving on to our agenda, I"m thrilled to
announce that we have three incredible sessions
featuring experts invited to speak on many exciting
topics related to the nonprescription Drug Facts
label. 1 would like to welcome each of our speakers
and panel moderators. Please refer to the speakers”®
Tfull biographical summaries posted on the workshop
webpage to learn more about their remarkable work and
research.

Without further ado, I am delighted to
introduce our fTirst two speakers who will deliver the
opening remarks. Please welcome our First speaker
from FDA, Dr. Peter Stein, director of CDER"s Office
of New Drugs.

AV SUPPORT: Hi, Dr. Stein. 1"m sorry to
interrupt. 1 believe you"re muted on your cell phone.
This is AV support.

DR. STEIN: Okay. We®"ll try that again.
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Thank you. Hopefully you can hear me now.
AV SUPPORT: Yes, sir. Thank you.
WELCOME And OPENING REMARKS

DR. STEIN: Okay. The challenges of our
virtual world. Well, I just want to again, | want to
wellcome you to this iImportant workshop. I know we®ve
been looking forward to learning and participating in
the presentations and discussions that | know will be
very rich today.

Two hundred and forty million Americans use
over-the-counter drugs every year, and these products
have long provided an efficient, low cost way for
consumers to manage everyday health needs. And they
play an increasingly vital role in our healthcare
system.

There are, of course, a vast array of over-
the-counter drugs including cough and cold medicines,
fever reducers, sunscreens, pain relievers, antacids
and many more. And for more than 20 years now,
consumers have relied on the information in the Drug
Facts label to allow them to appropriately self-select

which over-the-counter drug to use, how to take the
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drug and what side effects they should look for. The
information allows these drugs to be used safely and
effectively without the intervention of a healthcare
professional.

While the DFL format has been a huge advance
when 1t was first proposed, a lot has changed in
medicine, in the American population and in the
consumer marketplace over the time. As the last year
during the pandemic in particular has shown us,
consumers no longer purchase their OTC drug products
just in a traditional brick-and-mortar pharmacy.

In addition to multiple different types of
retail outlets such as groceries and convenience
stores, consumers are increasingly purchasing drugs
online and are looking to digital tools and the
Internet to get their health information and a lot of
other information.

As these things change, it"s important for
nonprescription drug labeling to keep up, and that"s
why this workshop 1Is so important. It"s a start of
what we expect will be an ongoing process to take a

look at nonprescription labeling to see if it can be
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further optimized for consumer use in a way that"s
robust, user-friendly, compatible with traditional
text, paper-based presentation and adaptable to use
with new technologies.

So again 1 want to welcome you to what 1 know
will be a valuable and important meeting, and we
certainly appreciate your participation and look
forward to the discussions. And I°11 turn 1t over to
Dr. Terri Michele, who"s the director of CDER"s Office
of Nonprescription Drugs. Terri?

DR. MICHELE: So thanks so much, Dr. Stein.
We really appreciate all of the support that we"ve
gotten from CDER and from OND to hold this workshop.
And we"re looking to some really fantastic
presentations. So we"re very excited that everyone
could join us this morning.

So this workshop®s really all about the
future, which is the future of nonprescription drugs.
So I have a bit of an echo. Tech support, do you hear
an echo? No? Okay.

So basically when we first started

approaching speakers about this workshop a number of
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months ago, the very Ffirst question that everyone
asked me was, well, why are you doing this now? And
that"s a very good question, and 1 suspect that many
of you may share it.

So 1 wanted to talk a little bit about that.
The answer really comes down to preparing for the
future. So the idea for this workshop grew out of a
discussion 1 had with Dr. Woodcock several years ago
now while we were working on OTC monograph reform.

And as you heard, we"re now living in a world that has
changed drastically from when we started thinking
about the Drug Facts label more than 20 years ago.

So seeing this, we started asking ourselves
what FDA could do to really help ensure better health
impact of over-the-counter, nonprescription drugs. So
these questions iIncluded how can the regulatory
process support safety and innovation while also being
more agile, timely and predictable, how can technology
impact on self-selection and use and expand the
availability of certain drug products and how can the
delivery of information for correct self-selection and

use be iImproved.
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So based on these questions, we"ve been
working on several major initiatives to answer them.
So first to improve the regulatory process to support
safety and innovation, in March of 2020, so just over
a year ago now, Congress passed some really landmark
legislation for nonprescription drugs which reformed
the over-the-counter monograph system in the CARES
Act.

Monograph reform modernizes the OTC drug
review, taking i1t out of the slow and burdensome
regulation process into a new and more agile
administrative order process. Importantly the
legislation also gives FDA a new user fee program to
provide the funds that we need to implement this
program. So currently we"re working very hard on
implementation to bring the promise of monograph
reform into fruition.

Second, the nonprescription safe use
regulatory expansion, or NSURE program, is an effort
to establish innovative approaches to Increase access
to a broader selection of nonprescription drug

products for consumers. And these approaches include
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applying innovative tools like digital health
technologies that would support consumers in
appropriately self-selecting and using certain drugs
to permit more complex prescription-to-over-the-
counter switch programs to proceed. And so far we
have a draft guidance out and we"re working to publish
a proposed rule to further codify the process.

And that brings us to the third question, and
with these two major efforts ongoing, the time is now
right to begin looking at nonprescription drug
labeling, especially the Drug Facts label, to make
sure that we apply the learnings from the last 20
years of doing switches and looking at labeling to
make sure that we have an optimized label format to
better support safety and efficacy of products in
today®s changing marketplace.

So we are very much looking forward to the
presentations today. We greatly appreciate the input
of our speakers as well as everyone attending from the
public, and we look forward to a very robust
discussion. So thank you, everyone, and 1°1l turn it

back to Teegan.
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SESSION 1: THE CURRENT LANDSCAPE OF THE DRUG FACTS
LABEL And BARRIERS TO CONSUMER COMPREHENSION

DR. DELLIBOVI-RAGHEB: Thank you very much,
Dr. Michele, for your remarks. We will now begin our
first session, which i1s entitled, "The Current
Landscape of the Drug Facts Label and Barriers to
Consumer Comprehension.™

Our first three speakers are from the Office
of Nonprescription Drugs at the FDA. So I will
mention here that these presentations reflect the
views of the authors and should not be construed to
represent FDA"s views or policies.

Starting off our first session, 1°d like to
introduce Dr. Kevin Lorick, from FDA"s Office of
Nonprescription Drugs. The title of his presentation
is, "A Brief History of the Drug Facts Label for
Nonprescription Drugs.™
A BRIEF HISTORY OF THE DRUG FACTS LABEL FOR
NONPRESCRIPTION DRUGS

DR. LORICK: Sorry. My name is Kevin Lorick,
and 111 be speaking today about the history of the

Drug Facts label for nonprescription drugs. Any
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discussion of consumer labeling has to begin with what
existed before there was effective regulation.

This is an example of a patent medicine
label. Typical of a snake o1l of the time, there are
outrageous claims and no directions for use. The
product claimed to be a cure-all for vague diseases or
symptoms that appeared similar but were not
necessarily related. It was billed as a reliable
treatment for epilepsy, St. Vitus dance, convulsions
hysteria, nervous prostration, insomnia, neurasthenia
and disorders of the nervous system. We don’t know
what®"s in Dr. Guertin®s nerve syrup, but we do know
that 1t 1s guaranteed free from alcohol, opiates and
other dangerous drugs.

The quackery was one of the factors that led
Dr. Harvey Wiley, the chief chemist of the FDA Bureau
for Chemistry and a member of the AMA®s Council on
Pharmacy and Chemistry, to encourage Congress®™ passage
of the 1906 Pure Food and Drugs Act, also known as the
Wiley Act.

This law prohibited interstate commerce in

misbranded and adulterated foods, drinks and drugs.
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The act provided some of the first definitions of
misbranded. Misbranded shall apply to all drugs, the
package or label of which shall be false or misleading
in any particular —- it"s still our number one
definition, if it be an imitation or offered for sale
under the name of another article or i1f 1ts contents
shall have been removed and other contents shall have
been placed in that package or if the package fails to
bear a statement on the label of the quantity or
proportion of any alcohol, morphine, opium, cocaine,
heroin or other dangerous drug.

However it was expected that safety would be
achieved by guaranteeing that drugs were what they
purported to be. The focus of this law was on
deceptive practice. For example, the definitions of
misbranding describe false claims, counterfeit or
falsified medicine through labeling, counterfeit or
falsified medicine through tampering or that the
product is intoxicating without informing the patient
or consumer; that is, material facts have been
omitted.

But there were some improvements. For
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example, the Kickapoo Indian Medicine Company patented
Sagwa in 1882 as a cure-all. 1In 1908, they“re selling
Kickapoo oil and the claims are more limited to aches
and pains. It also has directions for use.

However among its numerous shortcomings, the
1906 provisions for misbranding were not adequate.
The words safe and effective don’t appear in the text
of the Wiley Act, and penalties were also limited.

Famously, elixir sulfanilamide was
responsible for at least 100 deaths and was recalled
and seized due to the presence of diethylene glycol, a
solvent which the manufacturer had not tested prior to
use. The product was misbranded because i1t contained
no alcohol, as required for a product labeled elixir.
However, despite the damage done, the company
responsible for only required to pay a small fine.
Even this fine wouldn®t have been required had the
product been labeled solution.

And so Congress passed the more modern 1938
Federal Food, Drug and Cosmetic Act, greatly expanding
FDA authority over drug adulteration and misbranding,

and i1t authorized premarket approvals and inspections.
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This new act went beyond saying that drugs had to be
what they said they were. It also stated that
products had to be safe. The law expanded the
definitions for misbranding to include 1f any
information required to appear on the label or
labeling is not placed with conspicuousness under the
consumer conditions for purchase and use. The
interpretation of this clause especially with regard
to therapeutic effectiveness claims varied.

It also includes the definition that the
label does not provide adequate directions for use
and, importantly, warnings against misuse that are
necessary for the protection of users or If it's
dangerous to health when used as suggested iIn the
labeling thereof.

In 1938 though i1t was up the pharmacist to
decide 1f an individual could simply walk in and buy a
drug or if a prescription from the doctor was
required. This could mean that consumers may receive
drugs with dangerous side effects containing complex
instructions at a time when many people couldn®t even

read.
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So later talks today will discuss the impact
of low literacy on label comprehension. This
confusion regarding when a doctor®"s advice may be
needed to safely use a drug led to the passage of the
1951 Durham-Humphrey amendment to the FD&C Act. This
meant that the FDA recognized two classes of drugs,
those available only with a prescription, the Rx only
or legend drugs, and those whose packaging did not
suggest the need for a prescription, the over-the-
counter or nonprescription drugs.

Here you see a label for an NSAID product
that 1 recreated from an actual product available in
1957. You"ll notice that even when the directions are
clearly printed on the outside container, the warnings
are only found on the inside. So purchase decisions
that a consumer might make even for simple medicines
could still be uninformed of necessary warnings and
the drug could be potentially unsafe for them.

In 1962, the Kefauver-Harris amendments
required drugs to demonstrate effectiveness as well as
safety, and i1t was focused really on the protection of

human subjects. This amendment to the act created
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FDA®"s modern NDA system, new drug application system.
The change in law also required review of the safety
and effectiveness of drugs already on the market.
While focused on prescription drugs, this led to the
OTC drugs review in 1972. In order to deal with the
large number of OTC drugs, the FDA created the
monograph system for classes of drugs that were
generally recognized as safe and effective, or GRASE.

Monograph regulations began requiring certain
warnings on labels for the GRASE drugs. For example,
21 CFR 8331.30, which is the monograph for antacids,
requires the labeling for some products to contain a
warning, ""May cause constipation.”™ Similar to the
NSAID label 1 showed previously, there was not a
specific requirement that warnings be visible prior to
purchase.

So the way the information was presented
could vary from drug to drug and from manufacturer to
manufacturer. As a result, labels could still be
crowded with promotional material or have iInformation
not relevant to use of the drug -- the safe use of the

drug mixed within the directions and the warnings.
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Then in 1990, our colleagues in the Center
for Food Safety and Nutrition worked with the USDA and
Congress to pass the Nutrition Labeling and Education
Act of 1990, or NLEA. The agencies required
nutritional label paneling, which is described in 21
CFR 8101.9 and shown here, provides standardized
graphic presentation for food nutrients, allowing
consumers to judge the significance of the levels of a
particular nutrient in a product in the context of a
total daily diet.

Since its implementation in 1993, the agency
has received very positive feedback from consumers and
nutritionists, noting the impact and utility of the
standardized food label. This also led FDA to
recognize that OTC drug labels needed to have
standardization and simplification to provide
consumers easier access to the information needed for
the safe use of their drugs.

In the Federal Register of February 27, 1997,
FDA proposed to establish a standardized format for
the labeling of OTC drug products that included

specific subheadings -- headings and subheadings
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presented In a standardized order, standardized
graphical features such as Helvetica type style and
the use of bullet points to iIntroduce key information
and minimum standards for type size and spacing or
whitespace. In a later talk, Amanda Pike-McCrudden
will discuss the studies that evolved from this effort
and their significance.

So fast-forward two years. On March 17,
1999, FDA published a final rule that standardizes
format and content requirements for the labeling of
OTC drug products. This Drug Facts rule is codified
in 21 CFR 8201.66 and states that the content and
format requirements within it apply to the labeling of
all OTC drug products.

This includes products marketed under a final
drug OTC monograph, products marketed under an
approved new drug application, or NDA, or an
abbreviated new drug application, ANDA, under section
505 of the act and products for which there is no
final drug OTC monograph or approved NDA or ANDA.

And so now, in order to better convey

adequate directions for use and appropriate warnings
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against misuse to the layperson, the Drug Facts label
iIs required to be on the package at the point of
purchase and looks like this. Dr. Betsy Scroggs will
discuss the details of the Drug Facts rule, its
content and format requirements in a later talk.

So here we are a little bit more than 20
years later. And have things gotten better? Well,
with the DFL, consumers can make informed purchase
choices before taking the product home. Most serious
warnings are presented first and multiple label
comprehension studies have shown that this is helpful
in conveying the most important safety messages to
consumers.

Many consumers know directly where to look
for information relevant to their individual health
situation and standardization of the format the Drug
Facts has permitted ease of understanding for
physicians and pharmacists who may be advising
consumers on their self-treatment choices.

But of course not everything works the first
time out. Drug Facts labels have changed

incrementally for specific products as new warnings
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arise. And, in general, they also have changed for
all OTC drugs. For example, in 2000, certain changes
in formatting were allowed to accommodate stronger
warnings. In 2007, a sexually transmitted disease
warning was added. [In 2008, an FDA contact number for
adverse event reporting was added.

well, what still needs work? For
prescription to OTC switches, the prescription labels
were always available. This 1s no longer the case,
especially for older drugs. This may be remedied only
with DFL content that is extensive, especially the
fixed-dose drug combinations.

Consumers usually only keep the immediate
container, despite instructions to keep the outer
package. Small type size is typically hard to read
and key warnings may be buried under flaps that
consumers won"t or can"t open. This is a three-panel
DFL that you only see the first panel at the point of
purchase.

Too many messages to read and understand can
lead to consumer fatigue and that fatigue can cause

consumers to miss, forget about or simply ignore
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critical safety warnings.

So as we move forward, we have other things
to consider, right? The DFL rule 1s focused on
printed media, which makes some sense for a rule
written between 1999 and 2000 before the Internet
really took off the way that we know i1t today.

But the marketplace i1s changing. The DFL
rule does not consider the challenges related to
commerce in a digital world. In the simplest of
examples, we look at the use of nontraditional sales
outlets. Consumers still need access to proper label
information for informed purchase decisions.

But this 1s not always available. What you
see on the left here i1s an iImage that | constructed.
But i1t"s typical of what you may find for OTC drugs
sold online today. Notice that there®s a Drug Facts
label. But you can®"t pick up the bottle to read it.

On the other hand, access to digital
information i1s increasing. A focus on self-care iIn
the Internet Age has led to a desire for access to
more drugs that were previously available for

prescription or by prescription only. This creates
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complex problems to solve if we want to accomplish
many of the newer prescription-to-0TC switches.

The DFL rule may not necessarily be
compatible with the very technologies that could be
used to convey complex messages or concepts that could
actually benefit consumers, right? We have access to
smartphones. We have access to our Internet websites.
We have access to social media that could be used to
provide better information.

These new considerations may require more
large-scale changes to regulation going forward. We
talked about the NSURE program, and we"ll get to that
a little bit later on. These challenges will be
considered In our afternoon session.

So finally, as to the future, this workshop
is the beginning of the future of the DFL. As we move
into the future, let"s not repeat the errors of our
history. Thank you. And I*11 turn i1t back over to
Teegan.

DR. DELLIBOVI-RAGHEB: Thank you very much,
Dr. Lorick, for your talk. It is my pleasure to

introduce our next speaker, Dr. Betsy Scroggs, from
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FDA"s Office of Nonprescription Drugs. And the title
of her presentation is "Overview of the Drug Facts
Labeling Regulatory Requirements."”
OVERVIEW OF THE DRUG FACTS LABELING REGULATORY
REQUIREMENTS

DR. SCROGGS: Hello. Hi. 1™m Dr. Betsy
Scroggs, and I"m the associate director for labeling
in the Office of Nonprescription Drugs. The purpose
of my presentation today is to provide you with an
overview of the Drug Facts labeling content and format
requirements described in the Code of Federal
Regulations, or CFR, found under 21 CFR 8201.66.

To jump right in, It Is important to
understand the scope of the DFL regulations. The drug
fact regulations in 8201.66 cover all OTC drug
products. The DFL provides for standardized content
and format requirements. The regulation itself, 21
CFR 8201.66, is divided into two main parts. The
first is content requirements and the second are those
pesky format requirements.

So where do we find the Drug Facts label?

The Drug Facts label must appear on the outside

www.CapitalReportingCompany.com
202-857-3376



http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting June 9, 2021

Page 31
container of wrapper of the retail package, for
example, a carton, or on the immediate container
label, and for example, a bottle that would be iIn a
carton. But if there®"s no outside wrapper, then it
must be on the bottle.

This slide shows you on the left side a list
of the nine main topical content headings, which 1
will describe to you during my presentation. The
colorful graphic image to the right is a
chlorpheniramine label which 1llustrates where the
headings, subheadings and information are located in
this carton.

The content requirements cover what
information is contained in the DFL, its organization
and how 1t must be presented In a certain order as
described in paragraph 201.66(c)(1) through (c)(9).
Please note that the nine headings, eight are required
whereas the last heading, questions or comments, is
optional. But we do recommend it.

Next we"ll cover the headings, subheadings
and required content starting with the Drug Facts

title. The first required heading is the title "Drug
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