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ABSTRACT
A PATIENT-CENTERED APPROACH TO LABELING FOR OVER-THE-COUNTER
MEDICATIONS: USING DATA TO DRIVE DESIGN DECISIONS FOR THE BENEFIT OF
OLDER ADULTS
By
Shiva Esfahanian

One of the largest challenges for drug manufactures is ensuring safe and effective
medication use. Older adults are four times more likely to experience an adverse drug
reaction (ADR) than younger people. Labeling is a crucial strategy in the prevention of
adverse effects related to OTC medication use. We proposed a novel label design for OTC
medications, utilizing a small box which includes drug drug and drug diagnosis indications
on the front of the package (an FOP label). To test the efficacy of the strategy, we employed
a change detection methodology. Two main objectives framed our work: (1) to determine if
older adults would be more accurate and faster in finding changes to an FOP than
comparable changes to existing commercial standards for labeling, and (2) whether they
would be more accurate and faster in finding changes to highlighted information than
comparable changes that were not highlighted. Sixty older adults (65+) were recruited to
participate. Results suggest that the presence of an FOP did not impact either the accuracy of
the ability to find the information or the time to find it. By contrast, there was a significant
difference in detecting critical information when treatments that were highlighted were
compared to those that were not (p<0.0001) although there was no significant effect of

highlighting on the time participants took to find the changes.
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CHAPTER 1 — INTRODUCTION & LITERATURE REVIEW

1.1 Introduction

In 1951, US medications were legislated into two broad categories, termed prescriptions
and over-the-counter (OTC) products with the passage of the Durham-Humphrey
Amendment to the Federal Food Drug and Cosmetic Act (FFDCA)(Amendment, Durham-
Humphrey, 1951)(A Food Labeling Guide (FDA), 2018). Prescribed medications were
defined as requiring doctor’s supervision and must be labeled with the statement, “Caution:
Federal law prohibits dispensing without a prescription” due to the potential to be habit-
forming or potential for harm associated with inappropriate use (Amendment, Durham-
Humphrey, 1951).

By contrast, OTC medications, also called non-prescription medications or proprietary
medications, are considered to be safe and effective for use by people without a physician’s
orders or oversight (Albert et al., 2014). In order for a drug to be categorized as an OTC, it
generally undergoes a rigorous, data-driven process referred to as an “Rx to OTC switch”. In
the US, this process is regulated by the US Food and Drug Administration (FDA).

It has been estimated that the healthcare system saves $6 to $7 for every dollar expended
on OTC drugs (as opposed to utilizing the healthcare system and obtaining prescribed
medications). This leads to an estimated total of $102 billion savings in the US annually
(Consumer healthcare products Association, 2012).

Other advantages of OTC utilization include convenience, privacy, quick access, and

flexibility. Consequently, OTC use is growing, largely fueled by these benefits.



As aresult, over 100 medications have been switched from prescription to OTC in recent
decades (McGee & Wilkin, 2019). In order to successfully “switch status,” manufacturers
must demonstrate, through a data-driven process, that the drug is effective, has a wide margin
for safe use and that it bears understandable labeling which ensures its proper use (Consumer

Health Products Association, 2020).

Although OTC drugs provide many benefits, as with any medication, there are risks
associated with their use as well. Ghaswalla showed some of these risks are particularly
pronounced for older adults. Age adversely affects functionality of human organs such as the
eyes, brain, kidney and liver. These, in turn, can create reading difficulties, lead to the
incorrect interpretation of printed matter, difficulty remembering medication instructions,
and also have the potential to affect drug absorption and elimination (Andrus & Roth,
2002)(Matthews, Shine, Currie, Chan, & Kaufman, 2012)(Lee et al., 2009)(Wolf et al.,
2012). Furthermore, the increased complexity of medical regimens required by older
consumers combined with these factors can heighten the probability of an adverse drug
reaction (ADR) in this vulnerable population (Ghaswalla, 2011).

Edwards and Aronson defined the adverse drug reaction (ADR) as “an appreciably
harmful or unpleasant reaction, resulting from an intervention related to the use of a
medicinal product, which predicts hazard from future administration and warrants prevention
or specific treatment, or alteration of the dosage regimen, or withdrawal of the product.”
(Edwards & Aronson, 2000). A meta-analysis of prospective studies suggests that 106,000

US deaths happen every year as a result of ADRs (Lazarou, Pomeranz, & Corey, 2019).

A single study of an emergency department in Canada reported that about 0.75 percent of

older adult patients who visit the emergency department have an ADR, costing



approximately $333 per visit. Moreover, 21.6 % of these patients have to hospitalized at an
average cost of $7,528 per person. Consequently, the overall costs for Canadian healthcare

resulting from ADRs is estimated at $13.6 million annually (Wu, Bell, & Wodchis, 2012).

Although it is important to remember that OTCs are not the singular cause of ADRs, they
do play a role. Studies conducted in Europe implicate OTCs (Eaves, 2015)(Schmiedl,
Rottenkolber, & Hasford, 2014)(Bourgeois, Shannon, Valim, & Mandl, 2011). Though the
prevalence of ADRs associated with OTCs is generally regarded as low, studies have found

that among ADR patients engaged in self-care, between a third and (Bourgeois et al., 2011)

half (Schmiedl et al., 2014) of incidents are attributable to OTCs.

While multiple strategies are required to mitigate the likelihood of an ADR, when the
focus is on OTCs, one strategy for ADR prevention that is employed is labeling. Although
multiple sources of information can be utilized when selecting and using an OTC, studies
have suggested that frequently labeling is the sole source of information accessed by the
consumer (Brass & Weintraub, 2003). Germane to the work presented here, drug
manufacturers should demonstrate to FDA that consumers can use the product as directed
using its label (Nguyen, Cook, & Bero, 2006).

Although labeling is recognized as a crucial strategy in the prevention of adverse effects
related to OTC medication use (Roumie & Griffin, 2004), multiple researchers have
suggested that empirical studies of label use are needed to enhance the labeling of OTCs
(Brass & Weintraub, 2003)(Roumie & Griffin, 2004)(Catlin et al., 2012)(Bix, Kosugi, Bello,

Sundar, & Becker, 2010).

It is a commonly recommended strategy because of the important role it plays in the safe

and effective use of these medicines, partly because it is a present, available accessible



source of information for consumers who are self-diagnosing and “prescribing” these
medications at both the point of selection and use (Brass & Weintraub, 2003). Unlike
prescription medications which are chosen and taken under the care of doctors and
pharmacists, OTC use is not guaranteed to have the oversight of learned intermediaries.
Among the recommendations for improved label design is the use of highlighting for
warning instructions, bigger and bolder fonts and placement of important information on the
front of the package (Shiyanbola, Smith, & Mansukhani, 2016)(Shiyanbola, Meyer, Locke,
& Wettergreen, 2014).

Thus, studying the effects of label design on the ability to notice information critical to
the safe and effective use of these products is an important goal. The first step in such a

study, is to understand the common terminology surrounding the issue.
1.2 Regulatory Authority for the Labeling of US Drug Products

The US Food and Drug Administration (FDA) is a federal agency within the United
States Department of Health and Human Services (DHHS); they are granted the authority to
regulate the labeling of OTC products by the US Congress through the Federal Food Drug

and Cosmetic Act (FFDCA), and its subsequent amendments.

Regulations regarding the content and formatting of the information on the label of OTC
drugs are promulgated through the Agency, which ultimately reviews label designs prior to
approval for sale in interstate commerce (A Food Labeling Guid (FDA), 2018). Most OTC
medications made available for sale in US commerce require labeling that is dictated in

format and content by FDA requirements.

The term “labeling” is defined in within section 201(m) of the FFDCA as:



“all labels and other written, printed, or graphic matter (1) upon any article or any of its
containers or wrappers, or (2) accompanying such article”

The term “label” falls within the broad definition of labeling; and is defined in section
201(k) of the FFDCA as a:

“display of written, printed, or graphic matter upon the immediate container of any
article...” (A Food Labeling Guid (FDA), 2018).

FDA not only has the authority to develop and administer regulations applicable to drugs,
but also regulates the labeling of food (A Food Labeling Guid (FDA), 2018), cosmetics
(Food and Drug Administration Cosmetic Labeling Guide, n.d.), medical devices (Regulatory
Requirements for Medical Devices, 1989), and radiation-emitting electronic products
(Electronic Product Radiation Control (FDA), 2018).

Historically, policy makers have focused regulatory efforts regarding the information
required for the safe and effective use of OTC products on optimizing the presentation of the
detailed drug information on the back of the package (Catlin et al., 2012).

Although there are information and formatting requirements related to the principle
display panel (PDP) (Fair Packaging and Labeling Act, 1966), the information presented on
the PDP is generally heavily driven by the need to attract attention and sell the product.

Information required on the PDP (statement of identity and declaration of net quantity of
contents) is mandated within 21 CFR 201.61 and 201.62 requiring “The general
pharmacological category(-ies) of the drug (b) or principal intended action (s)” of the drug
(b), measure, weight, size and numerical count (a), and statements related to the accuracy of

the quantity of drug or device in package (f), respectively (A Food Labeling Guide (FDA),

2018).



Details regarding the Drug Facts Label (DFL) are found in Title 21, Chapter 1,
Subchapter C (Drugs), Part 201 Sub Part C (Labeling requirements for Over the Counter
Drugs). Specifically, Section 201. 66 dictates both the content and formatting requirements
for the DFL. The following headings are currently required: (1)“Title (Drug Facts or Drug
Facts (continued)), (2)Active ingredient(s), (3) Purpose(s), (4) Use(s), (5) Warning(s), (6)
Directions, (7) Other information, (8) Inactive ingredients, and (9) Questions? Or Questions
or comments?”’(Otc & Drug, 2009)(see Table 1).

Accordingly, requirements for labeling that appears on the front of the package are more
limited than the DFL mandates which appear on the back and sides of packaging (Catlin et

al., 2012).

1.3 OTC Drugs’ Label Importance

As comprehensive as the requirements for OTC labels in the US are, documented
shortcomings exist. Researchers have postulated that current regulations for label
requirements are not enough. Specifically, that the existing labels do not adequately capture
consumer’s attention to convey necessary information about the drug in a suitable manner
(Shaver & Wogalter, 2003). In a study of prescription warning labels, yellow highlighting
was found to draw attention (Shiyanbola et al., 2014). Because labeling has been indicated as
the primary means of communicating with the consumers of these products (Catlin et al.,
2012), and the label is commonly indicated to be the only source of information used when
selecting and dosing these products, the effect of label design on attention is a serious issue
worthy of study. It is crucial for the label to capture consumer’s attention and engage them to

read it. Important information for the safe and effective use of OTC not only includes



Table 1-Summary of labeling requirement and relevant contacts (Otc & Drug, 2009)

Paragraph

Description of
Paragraph

Comments

(e)(1)

Drug Facts, Drug
Facts (continued)

The title to be used is Drug Facts (on subsequent panels
use Drug Facts (continued)).

For drug-cosmetic products, the drug ingredients are

. Afitl Vet considered the active ingredients, and the cosmetic
©)(2) ingredient(s) ingredients are considered the inactive ingredients. See §§
(established 201.66(b)(2), (b)(8), and (c)(8); and

name, quantity) § 701.3(a) and (f).
If there is no statement of identity or no applicable OTC
drug monograph, the ingredient purpose is stated based on
©3) Purpose(s) its general pharmacological category(ies), or the principal
intended action(s) of the drug product.
The use(s) are the specific indication(s) or approved
use(s) for the drug product. For drug-cosmetic products,
the use in the Drug Facts labeling is attributed only to the
©)#) Use(s) drug component. See
§ 201.66(c)(4).
Warning information appears in a specific order, under the
(©)(5) Warning(s) heading Warnings, as applicable. Most warnings follow

specific subheadings, as described in (¢)(5)(i) through
(©)(5)x).




directions for use, but also information regarding who should (or should not) use these
products, which despite their accessibility, do carry risks. This is especially important for

older adults (Wogalter & Dietrich, 1995).

1.4 Older Adults and Medication Use

One of the largest challenges for drug manufacturers is ensuring safe and effective
medication use (Roumie & Griffin, 2004). Since older adults (aged 75-85) tend to use
medications of all types (including around 47.2 % of OTC drugs in the United States (Qato et
al., 2009)). In addition to the other reasons previously discussed, increased per capita use for
older adults (for both prescription and OTC products) results further enhances the likelihood

of an ADR occurrence for this population.

Based on a recent study by Oscanoa et al. (2017) older adults are four times more likely
to experience an ADR than their younger counterparts. As a result, we targeted participants
65 and older for our work. The creation of labels that are more likely to be noticed by this
vulnerable population is an important aspect when attempting to prevent ADRs that result
from drug/diagnosis, drug/drug interactions in complex medical regimens (Albert et al.,
2014).

Although multiple strategies are required to mitigate the likelihood of an ADR, when
OTC:s are considered as part of the mix, one strategy that is employed is labeling. Although
multiple sources of information can be utilized when selecting and using an OTC, studies
have suggested that frequently labeling is the sole source of information accessed by the
consumer (Brass & Weintraub, 2003). As such, labeling is a crucial strategy in the prevention
of adverse effects related to OTC medication use (Roumie & Griffin, 2004). In order to

improve labeling, empirical studies should be done (Brass & Weintraub, 2003)(Roumie &



Griffin, 2004)(Catlin et al., 2012)(Bix et al., 2010).

In an attempt to develop OTC labels that garner attention to information critical to the
safe and effective use of OTCs, particularly for older adults, we leveraged insights from a

review of research related to a successful strategy for food labeling.

1.5 Nutrition Facts Panel

Most packaged food products sold in the US (and the labeling of the same) fall under the
regulatory authority of the FDA (meat and alcohol are regulated by Agencies within the
Department of Agriculture and the Treasury, respectively (Meat Inspection Act 1906,

n.d.)(Federal Alcohol Administration Act, 1935)(Alcoholic Beverage Labeling Act, 1988)).

The formatting and content of nutritional information required for most packaged food
sold in US commerce, called the Nutrition Facts Panel (NFP), is found in regulations that are

authorized by the Nutrition Labeling and Education Act (NLEA)(Waxman, 1990).

Nutrition labeling generally takes the form of a rectangular box referred to as the
Nutrition Facts Panel (NFP) which appears to the right of the Principal Display Panel (PDP),
the face that is “customarily displayed during retail (Fair Packaging and Labeling Act, 1966).

The primary intention of the NFP is to provide consumers with consistent and objective
nutrition information regarding food they are considering for purchase (Kessler, Mande,
Edward, Schapiro, & Feiden, 2003).

Similar to the Drug Facts Label (DFL), required on most OTC drugs in the US, the
nutrition facts panel (NFP), follows mandates for both information content and formatting
requirements for the information published by the FDA (21 CFR 201.60). Like the DFL, the
NFP has different headings; these include servings per container, serving size, calories (per

serving), and percent daily values (and grams) for varied nutrients and vitamins.



The original intention behind the NLEA, and enacted in the form of the NFP, was to
provide a uniform standard for nutrition information which would assist consumers making
nutritional comparisons between products by providing accurate, standardized information
related to the nutritional components for the products that they consider for purchase

(Balentine, n.d.).
1.6 Front of Package on Labels

Dietary choices are commonly indicated as a single factor among many that contribute to
chronic diseases, including: stroke, diabetes, heart disease and obesity (Kromhout, Menotti,
Kesteloot, & Sans, 2002)(Astrup, 2001)(Members of WHO/FAO Expert Consultation on
Diet, Nutrition and the Prevention of Chronic Diseases, 2003). One approach to reducing the
prevalence and impacts of these serious diseases is to promote strategies that encourage

consumers to choose healthier products (Nijman et al., 2007).

As with ADRs and OTCs, labeling has been seen as a strategy that can be used to provide
information at the point of selection and consumption of foods with the potential to influence
healthier choices and consumption practices. Just as the use of labeling for OTCs is
employed as a mitigation strategy for ADRs, labeling for food products is one technique that
is used to facilitate appropriate choices, and healthy portions. A relatively recent
development within food labeling is the use of a “Front of Pack” (FOP) strategy, whereby
portions of the more comprehensive nutrition information from the NFP is also provided on
the package’s front. Generally, the components included in FOP strategies are closely
affiliated with chronic diseases (e.g. salt- hypertension; sugar- diabetes; fat and saturated fat-

heart disease).
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Hodgkins et al. classify FOP labeling in three categories: directive, non-directive and
semi-directive (Hodgkins et al., 2012). The non-directive labels leave the burden of
assessment of the information’s meaning to the consumer by listing truncated section of the
nutrition information from the more comprehensive nutrition information on the package
front. One such example, is the Guideline Daily Amount- (GDA), one of the early, non-
directive FOPs used in the UK; incidentally, this approach has now been replaced by the
Reference Intake (RI standard). When overlaid with an ordinal assessment (e.g. color, or icon
indicating that the product had a relative “level” of a given nutrient), these non-directive
systems become semi-directive. From our previous example, when the GDA FOPs included a
color overlay, they were referred to as a “traffic light system”.

Specifically, green was applied for nutrients levels that were low; yellow for moderate
and red for high amounts of a given component of the product. By contrast, directive labels
make an assessment regarding some aspect of the product (e.g. the “heart safe” seal or
“healthy tick”)(L. Bix, Sundar, Bello, & Peltier, 2015). Scott and Worsely (1994) remind us
that the presence of an FOP of any type does not preclude the ability of the consumer to
access more complete information, or back-of-pack (BOP); the Nutrition Facts Panel (NFP)
in the United States, allowing consumers to access more data about the products under their
consideration (Scott & Worsley, 1994).

Feunekes et al. investigated the important role of FOP nutrition labelling in choosing
healthier products among consumers in diverse countries (Feunekes, Gortemaker, Willems,
& Kommer, 2008). Their work suggests that while shopping, it is easier and less time-
consuming for consumers to make purchase decisions when simpler FOPs (like Healthier

choice tick, smileys and stars) are used compared to those FOPs that merely present
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truncated information (i.e. the non-directive formats)(Feunekes et al., 2008).

Researchers have also investigated how the position of nutrition information impacts the
likelihood that consumers will attend to it. A study by Grunert & Wills shows that users are
less likely to see nutrition information on the side or back of the package compared to FOPs
(Grunert & Wills, 2007), but they are likely to view nutrition information that appears on the
package’s front (Graham & Jeffery, 2011). Shiyanbola et al. had similar findings in their
investigation of prescription labels; they found a consumer preference for placement of drug
information on the front of pill bottles (Shiyanbola et al., 2014).

Many researchers indicate that the simplified designs which appear on the front-of-
package are more noticeable than the more complete sets of information that appear
elsewhere (e.g. back of the package (BOP) or on its side)(An Agreed Public Health Position,
2009)(Wansink, 2003)(Grunert & Wills, 2007)(Kleef, Trijp, Paeps, & Ferna, 2007).

In addition, Smith et al. measured four versions of FOP labels on food products;
specifically: “(1) Control : no front-of-package information (zero icons), (2) Some
information : Calories only (one icon), (3) More information : Calories+nutrients to limit
(saturated fat, sodium and sugars)(four icons), and (4) Most information : Calories+nutrients
to limit (saturated fat, and sugars) and nutrients to encourage (protein, fiber, vitamin A,
vitamin C, calcium, iron, or folate )(five to seven icons) on third version plus nutrients to
encourage (five to seven icons)”’(Smith et al., 2014).

Given that the design and formatting of the Drug Facts Label (DFL) for OTCs was
largely based on the Nutrition Facts Panel (NFP) (OTC Drug Fact label FDA, 2015), and

studies (L. Bix, Bello, Auras, Ranger, & Lapinski, 2009)(Ryan & Costello-white, 2017)
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suggest the DFL to be poorly attended by people, we postulated that the FOP strategy might
also be an effective way to increase consumer attention to some of the critical information
found in the DFL.

We leveraged findings from the literature on food labeling to create a novel, FOP for
OTC drugs. The literature regarding food labeling suggests that the use of FOP labels result
in faster (and increased)(Becker et al., 2017) attention to nutrition-related in information,
better and more accurate cross product comparisons (Grunert & Wills, 2007) and, ultimately,
more healthful product selections (Bix et al., 2015) to develop a novel FOP (Becker et al.,
2017) for OTC drugs.

To test the effect of our novel FOP on the attention of older consumers viewing the labels
of OTC medications we leveraged a change detection method from the field of visual
psychology. This method is traditionally used to examine the visual attention of people
viewing scenes. Herein, we apply it to assess the efficacy of four label types (the standard
OTC (1) No FOP label and no highlight (2) No FOP with highlighted (3) FOP with

highlighted and (4) FOP without highlighting) at garnering attention to critical information.
1.7 Change Detection method for evaluating packaging

First proposed by Rensink, Regan & Clark in 1997, the change detection methodology
has been extensively studied to develop a fundamental understanding of attention (Stevens &
Bavelier, 2012)(Knudsen, 2007) but, more recently, has been employed as an applied tool to
assist in understanding the visual saliency of critical elements of labels.

Labeling studies employing the technique have examined the efficacy of varied strategies
for use with food (Gaschler, Mata, Stormer, Kiihnel, & Bilali¢, 2010)(Becker et al.,

2017)(Becker, Bello, Sundar, Peltier, & Bix, 2015)(B. L. Bix et al., 2010), medical devices
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(Seo, 2014) and drugs (Dehenau, Becker, Bello, Liu, & Bix, 2016).

During a change detection method, also called a “flicker task™ two images, an original
image (sample one) and a slightly modified image (sample two) appear in series with a blank,
gray field interleaving. A modification to sample one is made to create sample two and this
modification can be any size and type. The four screens display in a repeated series (grey
field, sample one, grey field, sample two), yielding a “flickering appearance until the
participant, who has been instructed to find the change in the image as quickly as possible,
locates the difference.

Participants signal identification of change location by inputting a keystroke on the
computer running the test. If the change is not detected within an allotted timeframe
determined by the experimenter, the trial is recorded as a “timeout” (Rensink, Regan, &
Clark, 1997). As such, there are generally two resultant variables for these experiments, the
proportion of participants that successfully locate a change prior to timing out (a binary

variable- accuracy) and the time to successfully locate a change (continuous variable-time).

Change

4

Y

Hexidvill

A

Standard image appears for Grey blank appears for Test image appears for Grey blank appears for
240 milliseconds 80 milliseconds 240 milliseconds 80 milliseconds

Figure 1- Iterative loop of standard and test images (timing and method first proposed by
(Rensink et al., 1997))
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Thus, change detection testing requires the participants to attend and encode the change
into a more durable form of working memory (Rensink et al., 1997)(Becker, Pashler, &
Anstis, 2000)(Becker & Pashler, 2002). Due to this attention dependency, a good indication
of the time when attention first selects an object is the time required to detect a change.
Subsequently, faster detection of the change means early attention to the change property.

This can improve our understanding regarding the viewer’s ‘attention scan path’

(Rensink et al., 1997)(Simons & Rensink, 2005).

Reviewed studies suggest that the use of an FOP for food products is an effective tool for
garnering attention. Herein, we proposed to use a flicker change detection method to evaluate
the attention of older people, at increased risk for ADRs, to test the efficacy of an FOP

strategy as applied to OTCs using E-Prime software.
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CHAPTER 2 - STUDY GOALS

2.1 Goals of the Study

The overarching goal of this study was to investigate how the addition of a novel, Front
of Pack (FOP) label and highlighting of information critical to safe and effective product use
impacts consumer attention when viewed by older adults (65+) examining OTC drug labels.
Specifically, we hypothesized that:

¢ Older adults would be more accurate and faster in finding changes to a FOP than
comparable changes to a STD.
e Older adults would be more accurate and faster in finding changes to highlighted

information than comparable changes that were not highlighted.
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CHAPTER 3 — METHODS

3.1 Test Study

In support of these objectives, we utilized the change detection methodology (discussed
previously). During this method, called a “flicker task™ two images (an original and
modified) and gray screen, flickering for eighteen seconds or until the time ran out. We using
version 3 of E-prime software (Pennsylvania, USA (Tools Psychology Software, n.d.)).
Timings and method were based on those developed by Rensink et al. 1997, and the study
was performed in accordance with methods reviewed and approved by the MSU IRB under

the number x17-922¢D.

Stimulus materials were created utilizing Adobe Illustrator software in support of study
objectives. Stimulus images were comprised of three black and white mock brands created by
the research team and used in previous studies (Liu, 2016). All stimulus images’ dimensions
were 1920x1080 (with resolution of 226.97 ppi). Brand names used were: Hexidvil,
Circussin, and Recantac (Appendix 8-19). Designs were carefully created such that each of
the mock brands was from a different class of drugs; namely, pain relief/fever reducer,
antitussive and acid reducer, respectively. Each brand consisted of a different (single) active
ingredient (Hexidvil-Ibuprofen (IBU), Circussin-Dextromethorphan (DEX) and Recantac-
Ranitidine (RAN)). Each brand was created in four different treatments (FOP
present/Highlighted; FOP absent/Highlighted; FOP absent (Standard label)/Highlighted; FOP
absent (Standard label)/not highlighted). Study participants were asked to complete a total of
56 trials for each of the mock brands (each brand was presented in the four design treatments
and changes occurred at different locations for each of the trials- details to follow), for a total

of 168 trials per participant.
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Both the formats, the FOP and the STD, had common elements; specifically, each had a
principal display panel (PDP) and a drug facts label (DFL) with information that was specific
to the mock brand (tied to the active ingredients mentioned previously). As such, changes to
the stimulus material could occur on the Principal Display Panel (PDP), which might or
might not have an FOP, or the DFL for any of the four test treatments (FOP/non-highlighted,
FOP/highlighted, STD/non-highlighted, STD/highlighted) (see figures 2 and 3).

We considered three pieces of information as critical to the safe and effective use of
OTCs; namely: The Active Ingredient (Al); Drug-Drug interactions (DD1) and
Drug/Diagnosis interactions (DD2). To provide an example of the types of changes that
occurred in drug/drug and drug diagnoses warnings, please see Figure 4 which shows
changes to the Hexidivl product, containing the active ingredient Ibuprofen. Comparing A to
B (within Figure 4) represents the change that occurred in the critical information in the DFL
relating to the active ingredient. A comparison of C to D (within Figure 4) represents the
critical information (DD2) that represents the drug diagnosis information and E to F (within
Figure 4) references critical changes to DD1 (Drug drug interactions). These changes were
part of the critical trials that each participant conducted (see Figure 6) and were presented in

accordance with Rensink’s methods (Rensink et al., 1997) depicted in Figure 1.
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Figure 2- Image (a) shows FOP/non-highlight and Image (b) shows FOP/highlight

19

C , Inc. develops and
vaccines for a wide range of medical disciplines, including
immunology, oncology, cardilogy, diabetologylendocrinology, and

more information, please contact our 2477 customer service
hme 817-775-2366 or visit our website: www cirbio-health-

OhEiD)

98061
1117

LoT
EXP




Vaw

NDC 0404-0413-34

B Rechio Technologies

Recantac

Ranitidine, 75 mg
Acid Reducer

75 Coated Tablets

wvaw

B Rechio Technologies NOC 0404-0413-34

Recantac

| . Ranitidine, 75 mg
Acid Reducer

75 Coated Tablets

certain food and beverages

Warnings

If pregnant or breast-feeding, ask a health professional before.

use.

Keep out of reach of children. In case of overdose, get medical

help or contact a Poison Control Center right away.

Aumyummmwlmanawumu
acid reducers.

Drug Facts Drug Facts (continued)
Active ingredient (in each tablet) Purpose
Raniidne, 75 mg { J Ackd reducer Directions 2
Uses m reveves heartoum assocated wih acd ndgeston 1m0 prevr Symioms, swallow 2 abet wiha gass o waler
and sour stomach m prevents heartbum associated with acid fight before or any time up to 30 minutes before eating food
i = el e an s 024 s
12 years: sk a docor
Omalntomudm

 store at 20°-25°C (68"77°F)

missing

Inactive ingredient

Dononm ‘wif you have trouble or pain swallowing 1004,
with blood, o MMM
swls  serious condition.
reducer lﬂyounmlum'ym except under the advice
and supervision of a doctor
Ask a doctor before use if you have

starch, sodum lauryl sufate, Sodum starch giycolate, ttanium

Questions or comments?
Call 1800-719.9260 8:30 AM-4:00 PMET_Monday-Friday

-wmmm-\m
Newlmwutm)
= phanyion (sezur
v&nmmumm
swmmmumn -yeu
wyou need

(a)

® heartum sweating or dzziness Tm\uw.s Inc. is an American multinational pharma-
® had heartbum over 3 months. This may be a sign of a more ceutical corporation headquartered in Me«vmm,amms
‘serious conditon. . Connecticut,

= chest pain or shoulder one of revenues.

@ sweating: pain spreading 10 arms, neck or Shoulders. o
Recbio Te develops and produces medicnes and

' frequent wheezing, parbcularly with heartbum vaccines for a wide range of medical discipiines, including
= unexplained weight loss m nausea or vomiting immunology, oncology, cardiology, diabetology/endocrinalogy, and
sk a doctor or pharmacist before use i you are taking neurology.

For more information, please contact us 800-719-8260 or visit our

website: www recbio-tech com

Purpose

Drug Facts
Active ingredient (in each tablet)
Ranitidine, 75 mg Acid reducer

Drug Facts (continued)
Directions o

Uses m relieves heartbum associated with acid indigestion

10 relieve symploms, swallow 2 tablet with a glass of water
-»mmmzmmamum

lmumnamwum
Kmmwmnmm In case of overdose, get medical
help or contact a Poison Control Center right away.
Ahm)nmmmmlmanwbmu

Donmm -nmmmummm
mmr: or black stools. These may be

amm your doctor. nmmm
m w i you have kidney disease, except under

Allld“h'b'bnu“ﬂywhln
, Sweating or dzziness
-Mmmmwanmmmyuamdam

‘serious conditon.
= chest pain or shouider pain with shortness of breath;
-mmﬂmnmmwmav

ltwul . partcularly with heartbum
loss @ nausea of vomitting

Axlumwummnmmnywmm
-

are taking one

talk 10 your doclor or phamacist.

and sour stomach mprey ribum associated wih mmuwmwwwmwmmw
‘and sour stomach brought on by eatng or Grnking o that cacse heatoun
certain food and bever ® 00 ot take more than 4 tablets in 24 hours
~ - 12 years: ask a doctor
yl
ings Other information

Siopss s sk dockor i wyour earun
worsens @

(b)

m store at 20°-25°C (68"-77°F)

missing

Inactive ingredient

polyethylene glycol, polysorbate 80, povidone, pregelatinized
starch, sodium lauryl sulfate, sodum starch glycolate, ttanium

Questions or comments?
Call 1-800-719.9260 8:30 AM-4:00 PM ET_Monday-Friday

Recbio Technologies, Inc. is an American multinaional pharma-
York City

one of the revenues.

and produces medicines and
vaccines for a wide range of medical discipiines, including
o, rdiology, diabetologylendocrinalogy, and

For more information, please contact us 800-719-260 o visit our

‘website: www recbio-tech.com

Figure 3-Image (a) shows STD/non-highlight and Image (b) shows STD/highlight

20



} Ibuprofen, 200 mg (NSAID)

(a) , (b)

e
Drug Facts N | | Drug Facts (continued)
Active ingredient (i tablet)  Purpose When using this product
i ) | e

(e), (H) S e T et
Uses w ‘and pains due to: mmmu&umnrn-mm rience any of the
mioohache  mmenstualcramps  mbackache owingSgns o simachteedng:  vom tcod e
mheadache mthe commoncold  mmuscular aches or black stools m any new symptoms appear
®minor pain of arthritis - reduces fever -Mnmenummmmw

© Hexbio Pharmacy i

-mmwnwmmms

ing. ask m redness or sweling is present in the

ntor

u:mammmmmwm

Aluqyllm lwmmaymamwm
especally in people allergic 0 aspin.Symploms may include:

smua-
which may ca
higher if

byaum

Mmg ummg: product contains an NSAID, occurs, and seek medical help right away.
1y Cause Severe stomach bleeding. The chance is wmvmxﬁelcﬁmmwdw&uwm
mhorooma Poison Control Center right away.

m-mwmm Dlmclm -amuummaw

.m..

Nsubs[ mhnrdm or others]
-nmsumnmmw aayvmmmg

aasmmuzmrsmwm|muwt
wif pain or fever does not

mhum,zmmum 00 not exceed
-mmuuamm 6 in 24 hours, unless dif adoctor mchidren
under 12 years: ask a doctor

Pain Reliever

Other information
m store between 20°-25°C (68°77°F)

w under a doctor's care

sase 150 Coated Tablets ,v‘,‘.‘.s“;;ﬁ”mm‘“““;“,mmmm = o0 o o o gt i and ok rumbor
mmawm-mmamd ‘com starch, fumed
my0u have high biood pressire, mm MW siica gel, lvywm\olnn.lm.mmmnh
( d s Sy - fad o o, sodum a stoarc acid, Sanum
C) ( ) for heart attack or stroke, because
’ 'memam-hwwmm Questions or comments?

Call 1-800426-9391 8:30 AM-4:00 PMET Monday-Friday

Drug Facts Drug Facts
Active ingredient (in each tablet)  Purpose Active ingredient (in each tablet) ~ Purpose
...Pain reliever/Fever reducer Ibuprofen, 200 mg (NSAID)" .............Pain reliever/Fever reducer

* nonsteroidal anti- mﬂammahoty druo

* nonsteroidal ant-inflammatory drug

(2)

(b)

Ask a doctor before use if mthe stomach bleeding warni
applies to you myou have problems or serious side effects from
taking pain relievers or fever reducers m you have a history of
stomach problems, such as heartburn m you are taking a diuretic
myou have

m you have asthma

Ask a doctor before use if mthe stomach bieeding wami
applies to you myou have problems or serious side effects from
taking pain relievers or fever reducers m you have a history of
stomach problems, such as heartbum m you are taking a diuretic
kl’gouhavehighbloodpfm.mndisease.ivereims,u
idney disease m you have asthma

(c)

(d)

Warnings
If pregnant or breast-feeding, ask a health professional before
use. Itis especially important not to use ibuprofen during the
last 3 months of pregnancy unless definitely directed to do so
by a doctor because it may cause problems in the unbom child
or complications during delwe%
Stomach bleeding warning: This product contains an NSAID,
mchmaywuseseve«estomad\bieedng The chance is
higher if you:
60 or older
= have had stomach ulcers or bieeding problems
= lake a (anticoagulant)
m take other drugs containing prescniption or nonprescription
NSAIDs [aspirin, ibuprofen, naproxen or others]
= have 3 or more alcoholic dnnlcs every day while using
this product m take more or for a longer time than directed

Warnings
If pregnant or breast-feeding, ask a health professional before
use, Itis especially important not to use ibuprofen during the
last 3 months of pregnancy unless definitely directed to do so
by a doctor because it may cause problems in the unbom child
or complications during delwe%
Stomach bleeding warning: This product contains an NSAID,
whchmaywusesevmstomadlueedng The chance is
highef if you:
60 or older
- have stomach ulcers or bleeding problems
= take a blood thinning or steroid drug (anticoagulant)
m take other drugs containing prescniption or nonprescription
NSAIDs [aspirin, ibuprofen, naproxen or others]
® have 3 or more alcoholic drinks every day while using
this product m take more o for a longer time than directed

(e)

®

Figure 4-Image (a) & (b) show change in Al, Image (c¢) & (d) show change in DD1, and Image
(e) & (f) show change in DD2
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Changes that occurred in the stimulus materials were classified as critical and non-
critical. We considered changes in information tied to the safe and effective use of the
products as critical. Specifically, any changes to the active ingredient (Al), drug-drug
interaction (DD1; e.g. do not take this drug if you are currently taking aspirin or other blood
thinning products), drug- diagnosis (DD2; e.g. do not take this drug if you have been
diagnosed with high blood pressure) (see figure 4), were considered as “critical changes”;
changes that occurred to other information within the stimulus were considered non-critical.

It is important to note that the Al appeared on both the PDP and the DFL for all
treatments, as such, it was also important that the model and statistics consider the location of
the change. Specifically, some changes to the critical information could occur in the Al that
appeared on the PDP (this information appeared regardless of the presence of a FOP) or in
the DFL (as depicted in Figure 4). By contrast DD1 and DD2 do not normally appear on the
PDP but do appear in the DFL. As a result, changes in DD1 and DD2 only appeared in the
PDP in the conditions where a FOP was present. In order to properly consider this, the
information relating to the location of the change had to be coded into the data. Figures 2-4
provides insight into the coding related to the highlighted trials. Changing in the trials is can
occur by (1) highlight text in one picture and the other does not have same highlight text or

(2) the portion of the information is disappearing in the modified image.

Al
Critical ———> Highlight DDI

DD2

Figure 5- Classification of Critical trails
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Figure 6 provides an overall perspective on the trials that each participant conducted.
Within the 56 trials composed of a single brand, 30 contained a front of the pack (FOP) label
and 26 were comprised of standard (STD) labels. The FOP was designed such that it
contained truncated critical information from the DFL that related to drug/drug or drug
diagnosis interactions (Al was not included in the FOP as that critical information is already
present on all package fronts. Also, as you can see in the Figure 6, we cannot have STD label
and changing location is on front of panel (PDP) and DD1 or DD2 is changing. Because if
we do not have a FOP, we do not have any information relating to either of those pieces of

information on front of package.

All changes that occurred in the critical information related to DD1 and DD2 were
matched in size and text regardless of whether they occurred in the FOP or in the DFL.
(Appendix 10). For the changes in the Al, the sizes were presented as they would be in a
commercial scenario; as a result, text presenting the Al on the PDP was larger than it was on

the DFL.

To minimize the potential effect of run order fatigue, the order of trials was randomized

by E-prime software for each participant.
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Non-highlight (3)
DFL (16)

Highlight (5)
Non-critical (1 0)<
1-DEX (56) Non-highlight (5)

Mock brands 2-IBU (56)
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FOP (30)

Highlight (4)

Non-critical (8)<
Non-highlight (4)
Highlight (3)
Critical (6) <
< Non-highlight (3)
DFL (16)

Highlight (5)
Non-critical (10)<
Non-highlight (5)

Figure 6- Classification of 168 trials conducted by each participant

Highlight (1)
Critical (2) <
< Non-highlight (1)
PDP (10)

STD (26)

3.2 Recruitment

Participants were recruited using the SONA software system, word of mouth
communication, and distribution of approved fliers to willing participants to recruit their
friends. The SONA system is an online system, where interested parties register to receive
notification of available studies; additionally, the system can also assist with participant
scheduling, though we did not use this feature. The platform enables participants to read a
summary of research, including the inclusion/exclusion criteria, location of the research and
information regarding incentive. Interested, eligible parties were instructed to contact the

research team by phone or email to schedule a time for testing.
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3.3 Participants

To participate in this study, participants had to:

e Be at least sixty-five years of age

e Not be legally blind

e Have used OTC drugs during the past 6 months

e Have NO history of seizure

e Have the ability to come the HUB lab at the Michigan State University, where the

research was conducted.

In exchange for their participation, subjects were provided a $60 cash incentive, and,

when needed, a two-hour parking permit. All participants underwent an informed consent

process which required a written consent form (See Appendix 1 - consent form (approved

under MSU IRB x17-922¢D).

As part of the informed consent process, participants were informed that they were able
to discontinue or opt out of any portion of the test at any time, and that they would still
receive the incentive of sixty dollars. No identifying information was collected; as a result,
not even the research team was able to tie collected data to participant identity. Data was

tracked by participant number only.

After informed consent was obtained, participants provided basic demographic
information such as gender, age, highest level of education, ethnicity, income, etc. in a
survey that was administered to them on paper (See Appendix 2). Participants were further
characterized with a series of pre-tests (see Appendix 4, 5, and 6) before starting the change

detection testing. Prior to these tests they were asked if they used glasses for reading and,
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if so, they were asked wear them during the pretest and change detection testing.
3.4 Pre-tests

The pre-tests contained three separate parts; namely, a near-point visual acuity test, a test
of health literacy and a test of color vision. The pre-tests and the change detection testing
were held in the room 159, the Healthcare, Universal Design, Biomechanics lab (HUB) in the

School of Packaging at Michigan State University.
3.4.1 Near-Point Visual Acuity

The visual acuity testing measured participants’ near-point visual acuity using a card
from Bernell (Mishawaka, IN a division of Vision Training Products, INC). The researcher
placed the visual acuity card approximately 16 inches from the participants’ eyes under
standard room illumination in the HUB lab and instructed the participant to read the lowest
line on the card that they were able. Specifically, they were instructed with the following
verbiage, “I want you to hold this card at about 16 inches from your eyes and try to read the

lowest line on this card that you are able.”

The line they read completely correctly was scored as indicated on the card with values

ranging from 20/20 (lowest line) to 20/800 (Appendix 4).
3.4.2 Health Literacy
To estimate participants’ health literacy we employed the Rapid Estimate of Adult

Literacy in Medicine, Revised (REALM-R); REALM-R is a technique widely used to

identify people at risk for poor literacy (Bass III, Wilson, & Griffith, n.d.).

The card contains eleven words: fat, flu, pill, allergic, jaundice, anemia, fatigue, directed,
colitis, constipation, and osteoporosis (See Appendix 5). In accordance with standard

procedures for this test, the first three words in the list were not scored, but used to improve
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participant confidence and decrease test anxiety (Aging & Foundation, n.d.).
Standard instructions for examiners collecting this data are to:

“Put an x next to the scored trials where subjects did not correctly pronounce the word

and a checkmark next to those that were correctly indicated.”

Participants were asked to read aloud the eleven words on the REALM-R cards. The
number of words they read correctly was scored as eight to zero; eight representing correct
pronunciation for all words scored, seven for those whom read seven of the eight words
correctly, etc. As indicated by standards procedure, participants receiving a score of 6 or less

were coded as “at risk” for poor health literacy.
3.4.3 Color Differentiation Ability

Following the assessment of participant health literacy, we examined participants’ ability
to perceive color using a series of color vision test cards based on the concept introduced by
Japanese ophthalmologist Shinobu Ishihara in 1917 (Levine & Beveren, n.d.)(See Appendix
6). These cards contain 24 plates with sets of colored dots, some of which contain numbers,

others not.

Participants were instructed to view each of the color perception circles printed in the test
sheets and, say aloud, any number that they were able to detect. In the event they were not
able to decipher a number, they were instructed to say “pass.” Responses were recorded in
tabular form (See Appendix 7) as a rough estimate of the ability of participants to view color.

If participants read at least 13 plates correctly, results were recorded as “Normal color
vision”. Participants with 9 or fewer correct responses were recorded as having “Red-Green
Deficiencies”, and participants who read only one number (usually the first plate) were

indicated as at risk for color blindness and recorded as “Total Color Blindness and
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Weakness”.
3.5 Change Detection Testing

As mentioned previously, change detection testing was conducted using E-prime
software; testing took place at one of three workstations set up, side by side within room 159
Packaging. Each workstation was comprised of a Dell computer laptop with a 13-inch screen
containing an Intel® Core™ i5-7440HQ CPU @ 2.80GHz and 16.0 GB of installed memory
Ram and 238 GB memory. Each ran a 64-bit Operating System and had a screen resolution
of 1920 * 1080. The E-prime code for this project contained 172 trials; specifically, each
participant began with four example trials intended to familiarize them with the testing
technique, providing them the opportunity to clarify questions prior to starting the test and

then continued with the 168 trials previously discussed (see Figure 6).
3.6 Test

To begin, the researcher transferred all information collected on the demographic sheet
into the participant’s assigned computer (Appendix 3-7). This included: participant number,
computer number, subject’s sex, age, ethnicity, maximum education successfully achieved,
native language, near point visual acuity score, REALM-R health literacy score, and color
differentiation ability. Researchers asked each participant to sit in a chair in front of
computer laptop station. At this point the screening criteria related to seizure history was
reiterated, and the participant was seated in front of the computer screen, where the following
information appeared:

“Do you have a history of seizures?

If so, we ask that you do not participate in the experiment. Instead please inform

the experimenter that you are not able to continue.
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If you have no history of seizures, please hit a button to continue.”
Once the participant had advanced past the final screening for seizures, a welcome screen
explaining the experiment appeared as:

“Welcome to the experiment!

You will see two images separated by a brief blank. The images are identical

except for one change. Your task is to detect the change. As soon as you see the

change, press the space bar. Then the cursor will appear. Use the mouse to click

on the location where the change occurred. The task is timed until you hit the

space bar. Using the mouse to indicate the change location is not timed. If you fail

to find the change within 18 seconds, the trial will time out. Please hit the space

bar to begin a few practice trials...”

Directly following these instructions, the researcher worked with participants as they
engaged four example trials of the test, which were intended to familiarize them with the
experiment. Prior to engaging these four trials, participants were also instructed with the
following text:

“try to find the change that appears in the image, or ‘flickering’ as quickly as
possible. You can indicate that you have found this by hitting the space bar.

After this point, you will need to use the mouse to click the area where the change

appeared.”

Testing was comprised of three blocks composed of fifty-six trials, with participants
having the opportunity to take a break between trial blocks. During these times, they were
offered water, and the opportunity to rest. Participants were instructed that they could restart

the testing at any time by pressing the space bar.
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3.7 Statistical Methods

This study focuses primarily on the effects of two variables. The first, label design,
compares the FOP design of label and non-FOP (STD) for sixty critical trials (see Figure 6);
the second examines the effect of highlighting. Two dependent/resultant variables from the
experiment were analyzed: (1) the proportion of people that were able to successfully
identify the critical change prior to timing out at 18 seconds (a binary variable), and (2) the
time it to them to correctly identify the change (a continuous variable).

The independent variables used in the study’s final model were: education level, age,
ethnicity, sex, label design (FOP or standard), change location (where the change occurred,
either on the PDP or the DFL), highlighting (present and absent), change type (identifying
which type of critical information was changing- the active ingredient Al, drug drug

interaction DD1 and drug diagnosis DD2), and ingredients (IBU, RAN and DEX).
3.8 Binary Results (Proportion of correct responses)

We used a generalized linear mixed model to assess the influence of different variables of
interest (see aforementioned) on the probability of correctly identifying changes to critical
information prior to timing out at 18 seconds. The independent variables included were label
type (2 levels- FOP and Standard), change location (PDP and DFL), highlighting (present or
absent, change type (changed occurred in active ingredient, drug drug interaction-DD1 or
drug diagnosis DD2), ingredient (Ibuprofen, Ranitidine or Dextromethorphan), education (at
five levels), participant age, sex (male, female). Trial order and the participant themselves
were also included as random effects. To begin, all possible variables in the model and two-

way and three-way interactions between the variables that are most of interest (such as label
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type crossed with highlighting, each at two levels) and (label type, highlight and location
change).

This resulted in the following interactions terms being included in the model as
improving: Label design x highlight x change location, change type x label design x
highlight, and change type x highlight x change location. Models were run using R software
(version 3.6.1, Vienna, Austria).

The data is binary in format (correctly detected yes/no); results are interpreted in terms of
the probability of correctly detecting the change in terms of log odds. The log odds are

defined as follow:

l0g (1)
B\1=p

Where p is the probability of correctly detecting the change. As the log odds increase, the
probability of detecting the changes increases; conversely, as the log odds decrease the

probability of detecting the change decreases.
3.9 Continuous Results (Time to correct selection)

For all the critical trials that were correctly identified prior to time out, we used linear
mixed model with log-transformed time to correct response as the dependent variable for the
model. The process for this model was similar to that used in determining the binary model
employed for the probability data. To assess the validity of normality assumptions, we
residual plots and normal probability plots were visually inspected first with the non-
transformed data, and then with data that had undergone transformation until it was
determined that normality assumptions were adequately fulfilled. In the residual plot with the
original data, there is low variability at the beginning/end points and high variability in the

middle, suggesting a failure to meet model assumptions. As a result, data were log
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transformed prior to use with the linear model. To account for minor non-constant variance
in the data, Tukey’s methods and Satterthwaite’s degree of freedom was used to adjust the
degrees of freedom.

The final model included the independent variables: education (at five levels), age, sex
(male and female), ethnicity (white and nonwhite), ingredients (IBU, RAN, DEX), Label
design (FOP present and absent) x highlight (present and absent) x change location (PDP or
DFL), change type (changed occurred in active ingredient, drug drug interaction-DD1 or
drug diagnosis DD2) x label type (FOP present or absent) x highlight, change type x
highlight x change location.

Post- hoc tests were conducted in order to perform pairwise comparisons related to the

research objectives.
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CHAPTER 4 — RESULTS AND DISCUSSION

4.1 Characterization of Participant Population

A total of 60 people aged 65 and older participated. Results of participant
characterizations are presented in Figures 9-13. Twenty-three of the participants were male

and thirty-seven of them were female (Figure 9).

4.1.1 Participant Demographics

Sex
Sex Number
Male 23
Female 37
40 Total 60
30
20
10
0
Male Female
Figure 8- Subject Sex
Education History
Education History Number
25 High School 12
Associate degree 21
20 Bachelor’s degree 11
Master’s degree 5
Doctor degree 11
15 Total 60
10
5 '
0
High School Associate Bachelor's Master's Doctor
Degree Degree Degree Degree

Figure 9- Education History
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The sample collected through the campus-offered SONA system was highly educated;
the majority of participants had a bachelor’s degree or beyond. Of the 60 participants
recruited, the primary language for the vast majority (58) was English, with one native
speaker of Spanish and the other Arabic.

Figure 10 presents the frequency of results relating to the near point visual acuity testing
of the 60 participants. All participants had some degree of vision loss at close range
according to the results from the near point visual acuity testing. Not a single participant
tested to have 20/20 vision, with even the most visually capable participants testing at 20/30

or lower (see Figure 10).

Visual Acuity
Visual Acuity Number
35 Scored
20/30 35
30
20/40 10
25 20/50 10
20/70 2
20 20/100 3
15 Total 60
: ' '
5
O e S
20/30 20/40 20/50 20/70 20/100

Figure 10-Visual Acuity

The education level of the sample paralleled the results of the REALM-R test, which
assessed health literacy. Four participants tested at risk for poor health literacy (pronouncing
six or less of the provided words correctly), while fifty-six participants did not have an
indication of difficulty according to test results (meaning they read 7 or 8 of the words

correctly).
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Health Literacy Scored ® Normal

® At risk
Health Literacy Number

60 Scored

8 53
50 7 3
40 6 3

5 1
30 Total 60
20
10

; ay A =

8 7 6 5

Figure 11-Health Literacy

Participants were also characterized by their ability to view color. Figure 12 presents the

frequency of people who were suggested to have anomalies in their ability to see color.

Color Differentiation Ability

Color Differentiation Ability Number
Normal Color Vision 57
60 Person with Red-Green Deficiencies 1
Person with Total Color Blindness and Weakness 2
50 Total 60
40
30
20
10 V4 V. 4
0
Normal Color Person with Red- Person with Total
Vision Green Deficiencies Color Blindness and
Weakness

Figure 12-Color Differentiation Ability
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4.2 Results Related to Probability of Successful Detection

Independent variables that were determined to improve the model fit for the binary

response, proportion of correct responses, are indicated in table 2, effects those that reached a

level of significance (a=0.05) are presented in bolded text.

Table 2- Overall result for the probability of successful detection

Mean Standard Test
Variables Estimate Error Statistic P-Value
Education (associate degree-
high school) -0.42081 0.44892 -0.937 0.348568
Education (bachelor’s
degree- high school) -0.45185 0.39909 -1.132 0.257549
Education (master’s degree-
high school) -0.31756 0.46648 -0.681 | 0.496023
Education (Doctoral Degree-
high school) -0.01528 0.60673 -0.025 0.979902
Age -0.58714 0.13359 -4.395 1.11e-05
Ethnicity (Hispanic- White) -1.07551 0.77730 -1.384 | 0.166464
Ethnicity (African
Americans- White) -0.30883 0.44837 -0.689 0.490967
Sex 0.09899 0.29674 0.334 0.738689
Ingredient (RAN-IBU) -0.31675 0.09878 -3.207 | 0.001343
Ingredient (DEX-IBU) 0.18974 0.09921 1.913 0.055807
Label Design -0.42699 0.24026 -1.777 0.075531
Highlight 0.84779 0.25293 3.352 0.000803
Change location 0.71115 0.25024 2.842 0.004485
Change Type (DD1-Al) -1.09677 0.24433 -4.489 7.16e-06
Change Type (DD2-AI) -1.57902 0.25312 -6.238 4.43e-10
Label Design x Highlight 0.37422 0.35551 1.053 0.292508
Label Design x Change
location 0.45845 0.35252 1.301 0.193429
Highlight x Change
location 1.23276 0.43126 2.859 0.004256
Label Design x Change Type
(AI-DD1) 0.27721 0.34570 0.802 0.422626
Label Design x Change Type
(DD2-AI) 0.47442 0.35566 1.334 0.182232
Highlight x Change Type
(DD1-AI) 0.46795 0.35259 1.327 0.184444
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Table 2-(cont’d)

Highlight x Change Type
(DD2-AI) 0.86789 0.35805 2.424 0.015355
Change Location x Change
Type (DD1-Al) -0.75170 0.35060 -2.144 0.032029
Change location x Change
Type (DD2-AI) -0.88583 0.35739 -2.479 0.013190
Label Design x Highlight x
Change Location -1.42299 0.57543 -2.473 0.013402
Label Design x Highlight x
Change Type (DD1-Al) -0.24861 0.49802 -0.499 | 0.617642
Label Design x Highlight x
Change Type (DD2-AI) -0.63480 0.50372 -1.260 0.207594
Highlight x Change Location
x Change Type (DD1-Al) -0.53205 0.51485 -1.033 | 0.301413
Highlight x Change location
x Change Type (DD2-AI) -0.40726 0.51830 -0.786 | 0.432007

As you see in the table 2, with p values greater than a=0.05, there is no evidence that
education level affected the ability to detect a change prior to timing out at 18 seconds. The
same was true when sex and ethnicity of participants of participants were considered. Unlike
other participant characteristics, results did suggest a significant impact of age on the
probability of getting a correct response; specifically, as age increases, the likelihood of
detecting the change prior to time out decreases, as indicated by the negative mean estimated
probability (p=1.11e-05).

The result of all variables of interest and pairwise comparisons which suggest
significance are explored below in order to better interpret results. As mentioned in the

Statistical Methods Tukey’s test was utilized with a confidence level of 0.95 (alpha is 0.05).

4.2.1 Effect of Label Design

In contrast to our first hypothesis, that the presence of an FOP label would lead to more

accurate detection of changes, our data does not suggest a significant difference in the ability
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to detect changes in FOP treatments when they were compared to those without an FOP
(STD; P=0.07)(see Table 3). The negative value of the mean estimate of the log odds (-
0.42699) suggests that treatments absent an FOP had a lower probability of successful
detection than those where the FOP was present. Although the directionality of this response
is as we anticipated in our hypothesis, it doesn’t rise to the level of a significant effect.

Table 3-Pairwise difference of Label Design in first model

.. Mean Test
Pairwise Estimate Standard Error Statistic P-Value
Label Design (FOP | ) 45699 0.24026 1777 | 0075531
absent and present)

The other primary design element that we proposed to examine was that of highlighting
of critical information. Specifically, we hypothesized that by highlighting information critical
to the safe and effective use of an OTC, older adults would be able to detect changes more
accurately (a higher proportion prior to time out) and more quickly). The following section

explores the role of highlighting.

4.2.2 Effect of Highlight

Tables 4-7 present statistical results while controlling for a variety of factors (change
location, change type, etc.). All comparisons suggest a positive effect of highlighting on the
ability to successfully detect a change prior to timing out. Specifically, the pairwise
comparisons of the mean estimates of the log of probability of comparisons in all tables (4-7)
result in a negative, which means the probability of correct response in the absence of
highlighting is less than in present of it. Also, p-value is significant so we can conclude the
participants are better at detecting trials that incorporate highlighting than those that do not.

Table 5 presents the results of the pairwise comparison related to highlighting while
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Table 4-Pairwise differences of Highlight across all treatments

Pairwise Mean Standard Error Test Statistic P-Value
Estimate
NonHL-HL -1.44 0.14 -10.248 <.0001

controlling for change location. Specifically, we can see that the benefits of highlighting the
text on the probability of finding the change prior to timeout hold regardless of whether or
not the changes occur in the DFL or the PDP. The fact that the difference of the estimates is
slightly larger in the PDP treatments suggest that the benefit may be greater when it occurs to
information of the PDP, though this comparison was not tested statistically.

Table 5- Interaction of Change Location and Highlight in first model

Comparisons of the
Effect of Highlighting Mean Standard Test

within a Location Estimate Error Statistic

Change

DFL

P-Value

NonHL- HL -1.33 0.104 -12.829 <.0001
PDP
NonHL- HL -1.54 0.259 -5.944 <.0001

Highlight & DFL Highlight & PDP

-0.2
-0.4
-0.6
-0.8

'
[N

-1.2

-1.4

-1.6
-1.8
-2

Figure 13- Comparisons of the Effect of Highlighting within a Location Change
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Table 6 investigates the benefit of highlighting while controlling for the type of
information that is involved in the change. As with all the previous comparisons investigating
highlighting, the p-value is significant for all three change types (changes in the active
ingredient, changes in the drug drug contraindications or changes in the drug diagnosis
warnings). Anecdotally we can make a comparison of the size of the resultant differences and
see that DD2 appears to derive the most benefit (largest difference; =1.64) from the presence
of a highlight, as compared with DD1 or Al, though these were not compared for statistical
significance.

Table 6-Interaction of Highlight and Change Type

Comparisons of
Highlighgng by Change Esi/'frer?;e Stg?gird S t:‘[?zzic P-Value
Type

Change type = Al

NonHL- HL -1.30 0.146 -8.896 <.0001
DDI1

NonHL- HL -1.37 0.225 -6.102 <.0001
DD2

NonHL- HL -1.64 0.229 -7.187 <.0001

As with all other comparisons that have been made with the highlighting, a review of
Table 7, suggests that this people are significantly more likely to find the highlighted changes
across label designs and change locations for all comparisons at 0=0.05. A review of the
differences suggests that this benefit is largest when the changes occur on the PDP of a
standard label (i.e. without the FOP; -2.213). By contrast, when the FOP is present, the
benefit is greatest when highlighting is added to the DFL (-1.373) and relatively small in the
PDP (-0.869). This could be interpreted as suggesting that the FOP is drawing attention to the

package front already, and as a result, highlighting does not enhance attention as greatly as it
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does when the FOP is absent. That said, these differences were not assessed for significance
and further study is needed.

Table 7-Interaction between Highlight and Change Location and Label Type

Comparisons of
Highlightir}g within Mean Standard Te'st‘ P-Value
Change Location by Label Estimate Error Statistic
Design
DFL, STD
NonHL- HL | 1293 | o146 | 886 | <0001
PDP, STD
NonHL- HL | 2213 | 0506 | -437 | <0001
DFL, FOP
NonHL- HL | <1373 | 0145 | 9441 | <0001
PDP, FOP
NonHL- HL | -0869 | 015 | -5805 | <.0001

4.2.3 Effect of Location Change

The following tables summarize the investigation of effects specific to change location.
The mean estimates of differences between the logs of probability for all the tables 8-11 is
negative, which means the probability of identifying a change prior to timing out when
changes happen on the PDP is higher than those that occur in the DFL. Table 8§ provides an
overarching assessment which suggests that participants are better at detecting the trials
which the change occurs on the primary display panel compare when occurs on the drug fact
label.

Table 8-Pairwise difference of Location Change in first model

Pairwise Mean Standard Error Test Statistic P-Value
Estimate
DFL-PDP -0.499 0.139 -3.578 <0.0003

Table 9 shows compares the location of the change (DFL Vs. PDP) for treatments that

were highlighted and those that were not. Within each condition of highlighting, results are
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significant ((a<0.05). The presence of highlighting exacerbates this location difference (with
a larger difference occurring in the probability of detecting changes in the PDP as compared
to the DFL in highlighted treatments (-0.603) as compared to those in non-highlighted
treatments (-0.395)).

Table 9-Interaction of Change Location and Highlight

Comp aring Change Mean Standard Test
Location for an effect Estimate Error Statistic P-Value
of Highlighting
Non-Highlight
DFL-PDP -0.395 0.177 -2.227 0.0259
Highlight
DFL-PDP -0.603 0215 | -2805 | 0.005

We investigate the effect of change location by change type (Active Ingredient,
Drug/Drug interactions, vs Drug/Diagnosis interactions) in Table 10. These results suggest
that the difference is only significant as it relates to Al (p<.0001) with the Al change to the
PDP being more likely to be detected than when it appeared on the DFL (as indicated by the
negative difference between the probability logs -1.201). By contrast, DD1 (Drug Drug
contraindications p=0.4145) and DD2 (p= 0.6227) did not achieve any indication of a
significant difference. This suggests that the information on the FOP (DD1 and DD2
presented in FOP formats) did not enhance attention to critical information.

Table 10-Interaction of Change Location and Change Type

Comparing Change
Location for an Mean Standard Test P-Value
effect by Change Estimate Error Statistic
Type

Al

DFL-PDP | -1200 | 0146 | -825 | <.0001
DD1

DFL-PDP | -0183 | 0225 | -0816 | 04145
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Table 10-(cont’d)

DD2
DFL-PDP | 0112 | 0227 | -0492 | 0.6227

Table 11 investigates the three-way interaction that occurred between highlighting x label
design x change location. As was suggested in the previous discussion related to change type,
the effect of change location is impacted by the type of change that is happening. Within the
standard label (no FOP) for non-highlighted trials, no evidence of significance was present
when changes in the DFL were compared with the PDP (P=0.6081); by contrast, for this
same label (STD- no FOP) in the highlighted condition, a significant difference was noted in
the ability to correctly identify changes prior to timing out (P=0.0092), whereby participants
were more likely to find changes in the PDP that were highlighted than those in the DFL (as
indicated by the negative difference in the probability estimates -1.085). Conversely, in the
results that investigate the FOP labels, people are statistically significantly more likely to find
changes in the PDP than the DFL for non-highlighted treatments (P<.0001), but no evidence
of location effect is present in the highlighted treatments (P=0.4189).

Table 11-Interaction of Highlight, Label Design and Change Location

Comparisons of
Change Location by Mean Standard Test P-Value
Highlight and Label Estimate Error Statistic 4
Design
Non-Highlight, STD
DFL-PDP -0.165 0.322 -0.513 0.6081
Highlight, STD
DFL-PDP -1.085 0.417 -2.604 0.0092
Non-Highlight, FOP
DFL-PDP -0.624 0.145 -4.305 <.0001
Highlight, FOP
DFL-PDP -0.12 0.149 -0.808 0.4189
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4.2.4 Effect of Ingredient

Table 12 depicts, the difference in the log probability of mean estimates for the pairwise
comparisons related to the brands that we created. As with previous tables, a positive value
indicates that the probability of a successful detection is higher for the first brand then the
second, a negative mean estimate suggest that the second had a higher probability of
successful detection. For example, the first comparison (IBU-RAN) is significant
(P=0.0038), the positive mean estimate of the differences indicates that the probability of a
successful detection is higher for Ibuprofen (IBU) than Ranitidine (RAN), participants were
better at detecting the change in IBU compare to RAN. Also, the difference in the mean
estimates for the third row has a negative value (-0.506) which means the probability of
correct response for DEX is significantly higher than RAN and the p-value is significant, so
participants were better at detecting changes in DEX compare to RAN.

Table 12- Pairwise differences of ingredients in binary model

Pairwise Mean Test
Comparisons of . Standard Error P P-Value
. Estimate Statistic
Ingredients/Brands
IBU-RAN 0.317 0.0988 3.207 0.0038
IBU-DEX -0.190 0.0992 -1.913 0.1351
RAN-DEX -0.506 0.0992 -5.108 <0.0001

4.3 Results Related to the Time to Successful Detection

Results were also analyzed to investigate the time to successful detection (a continuous
variable) as a dependent variable. In this model we used Tukey’s test with Satterthwaite’s
degrees (to adjust the degree of freedom) of freedom and confidence level of 0.95 (a=0.05).
Table 13 lists the fixed effects serving as independent variables and interactions. Effects that

reached a level of significance are presented in bolded text.
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Figure 14-Pairwise comparison between different brand
Table 13-Overall result for the Time to Successful Detection
Mean Standard Test
Variables Estimate Error Statistic P-Value
Education (associate degree-
high school) 2.388e-01 9.889¢-02 2415 0.02066
Education (bachelor’s degree-
high school) 1.457e-01 8.754e-02 1.664 0.10432
Education (master’s degree-
high school) 3.152¢-01 1.018e-01 3.095 0.00374
Education (Doctoral Degree-
high school) 3.379¢-01 1.313e-01 2.575 0.01432
Age -2.076e-03 3.124e-02 -0.066 0.94727
Ethnicity (Hispanic- White) 4.121e-01 1.730e-01 2.383 0.02205
Ethnicity (African
Americans- White) 1.861e-01 1.009¢-01 1.844 0.07230
Sex -1.889e-01 6.549¢-02 -2.884 0.00640
Ingredient (RAN- IBU) 3.159¢-02 3.168e-02 0.997 0.31883
Ingredient (DEX- IBU) -2.564e-02 | 3.025e-02 -0.848 0.39672
Label Design 6.921e-02 8.105e-02 0.854 0.39320
Highlight -9.886e-02 | 7.354e-02 -1.344 0.17904
Change location -5.455e-01 7.442¢-02 -7.329 3.43e-13
Change Type (DD1-Al) 5.164¢-01 8.958e-02 5.764 9.60e-09
Change Type (DD2-AI) 5.991e-01 9.833e-02 6.093 1.34e-09
Label Design x Highlight -3.328e-02 1.066e-01 -0.312 0.75505
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Table 13-(cont’d)

Label Design x Change
Location 1.334e-01 1.070e-01 1.247 0.21269
Highlight x Change location -1.586e-01 | 9.832¢-02 -1.613 0.10688
Label Design x Change Type
(DD1-AI) 3.840e-02 1.302e-01 1.849e+03 | 0.476807
Label Design x Change Type
(DD2-AI) -8.193e-02 1.400e-01 -0.585 0.55847
Highlight x Change Type
(DD1-AI) -5.267¢-02 1.149¢-01 -0.458 0.64687
Highlight x Change Type
(DD2-AI) -1.871e-01 1.219¢-01 -1.534 0.12513
Change Location x Change
Type (DD1-Al) -5.176e-01 1.257e-01 -4.118 3.99¢-05
Change Location x Change
Type (DD2-AI) -2.866e-01 | 1.857e+03 -2.133 0.03307
Label Design x Highlight x
PDP 2.145e-03 1.416e-01 0.015 0.98792
Label Design x Highlight x
Change Type (DD1-Al) -1.029¢-01 1.657e-01 -0.621 0.53462
Label Design x Highlight x
Change Type (DD2-AI) 1.707e-01 1.744e-01 0.979 0.32757
Highlight x Change
Location x Change Type
(DD1-AD) 3.478e-01 1.618e-01 2.150 0.03170
Highlight x Change Location
x Change Type (DD2-AI) 1.446¢-01 1.699¢-01 0.851 0.39490

4.3.1 Effect of Label Design

Table 14 provides a global comparison of the label designs of interest (FOP present and
absent) in support of our first hypothesis (an FOP label would enhance attention to critical
information as measured by time to successfully detect changes. Across all types of changes,
there is no evidence of a difference in the time to successfully detect changes (P=0.39320).
That said, the positive difference (6.921e-02) when the mean estimates are compared
suggests that in FOP absent conditions (STD) time to successful detection is slightly higher

than the time that it took to detect changes in FOP present conditions.
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Table 14- Pairwise difference of Label Design in second model

.. Mean Test
Pairwise Estimate Standard Error Statistic P-Value
Label design (FOP 1 ¢ o510 05 | g.105¢-02 0.854 0.39320
absent and present)

4.3.2 Effect of Highlight

When the effect of highlighting on time to detect is investigated across all treatments
(Table 15) there is no evidence of a significant effect (P=0.17904). The slight negative value
in the difference suggests, the difference in the mean estimates of the time to correct response
for highlighted trials was slightly higher than non-highlight.

Table 15- Pairwise differences of Highlight in second model

Pairwise Mean Standard Error | Test Statistic P-Value
Estimate
NonHL-HL -3.328e-02 1.066e-01 -0.312 0.17904

However, by further investigating the three-way interaction between highlighting change
type and location we can begin to better understand the efficacy of our design strategy, and
overall we can conclude that highlighting significantly decreases the time to successful
detection when the change is in Al in the DFL (P=0.0309); Al in the PDP (<0.0001); DD1 in
the DFL (P=0.0006) and DD2 in the DFL (P=0.0017). The treatments where highlighting did
not provide evidence of a significant effect involved those that were in the FOP (DD1, PDP

(P=0.8191) and DD2 in the PDP (P=0.0924)).
4.3.3 Effect of Location Change

As was the case with our probability results, Table 17 suggests that the location of the

change significantly impacts that time to successful detection (P<0.0001). The difference in

48



Table 16-Interaction of Label Design, Highlighting and Change Type

Comparisons of
Highlighting by Mean Standard Te‘st. P_Value
Change Type and Estimate Error Statistic
Change Location
Al, DFL
NonHL- HL 0.1155 0.0535 2.16 0.0309
Al, PDP
NonHL- HL 0.273 0.0467 5.847 <.0001
DD1, DFL
NonHL- HL 0.2196 0.0637 3.447 0.0006
DD1, PDP
NonHL- HL 0.0294 0.1285 0.229 0.8191
DD2, DFL
NonHL- HL 0.2172 0.0693 3.135 0.0017
DD2, PDP
NonHL- HL 0.2302 0.1367 1.684 ‘ 0.0924

estimates of the mean log response times is positive, this suggests that across all changes that
occur in the DFL there is a larger mean log response time than those in the PDP (as indicated
by the positive difference of the mean estimate (0.744). One my conclude that people have a

tendency first attend information on the PDP as compared to other segments of the

packaging.
Table 17-Pairwise difference of PDP and DFL in second model
Pairwise
Comparison _y
of Change Estimate Standard Error Test Statistic P-Value
Location
DFL-PDP 0.0406 18.327 <0.0001

Table 18 evaluates the three-way interaction that occurred involving change location x
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highlighting x change type. In these comparisons, when the difference in the log for response

times of the mean estimates is positive, it suggests that the time to successfully detect a




change in the PDP is less than DFL. The p-values are significant for all comparison
conditions, so participants are quicker to detect changes in the front panel compared with
changes in the DFL regardless of the condition related to highlighting or the type of
information that is changing (Al, DD1 or DD2).

Table 18- Interaction of Label Design, Highlight and Change Type

Comparison of
Clangoloation | Mo | S| ey s | Ve
and Change Type
Non-Highlight, Al
DFL-PDP 0.479 0.0543 8.817 <.0001
Highlight, Al
DFL-PDP 0.636 0.0467 13.62 <.0001
Non-Highlight, DD1
DFL-PDP 0.996 0.1123 8.869 <.0001
Highlight, DD1
DFL-PDP 0.806 0.0904 8.922 <.0001
Non-Highlight, DD2
DFL-PDP 0.765 0.1218 6.284 <.0001
Highlight, DD2
DFL-PDP 0.778 0.0938 8.294 <.0001

4.3.4 Effect of Change Type

Table 19 provides the differences of the mean estimates of the log times comparing the
change types. Results suggest that changes to active ingredient are successfully detected
more quickly than either DD1 or DD2 (<0.0001). There was no evidence of a significant
difference in the amount of time to successfully detected changes when trials composed of
DDI1 and DD2 were compared (P=0.1342)(see Figure 15).

That said, it is important to remember that the Al that appeared on the PDPs was not size

matched to the Al that appeared on the DFL, likely leading to faster changes at this location.
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Table 19-Pairwise differences of change type in the second model

Pairwise Comparisons Mean Test
of Change Type Estimate Standard Error Statistic P-Value
AI-DD1 -0.3117 0.0400 -7.795 <0.0001
AI-DD2 -0.4002 0.0426 -9.397 <0.0001
DD1-DD2 -0.0885 0.0462 -1.917 0.1342
25
B
2 A
g 15
e
a
05
0
Al DD1

Figure 15-Pairwise comparison between different change type

By contrast, DD1 and DD2 were size matched in both locations (DFL and PDP- present in

FOP designs only). As such, exploring by location is an important next step when analyzing

the effects Change Type. Table 20 provides comparisons of the differences of the mean

estimates of the log times for the comparisons of Change Type by highlighting and change
location. Significant differences were found: (1) in Non-highlighted changes in the DFL
when comparing Al and Drug/drug as well as drug/ diagnosis (p<.0001). That is that on the

DFL, when in non-highlighted treatments, changes to the AI were more detected faster than

those to either DD1 or DD2. No evidence of a difference was noted when changes in

drug/drug and drug/diagnoses were compared (for nonhighlighted changes in the DFL).
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When comparing the log times to successful detection on the PDP in non-highlighted
conditions, only Al compared to DD2 rise to the level of significance (P=0.0448) with the
negative value suggesting people were faster in detecting changes to the Al than those to
DD2. It important to note that this comparison would only be made with FOP treatments as
the standard treatment did not have DD1 or DD2 appear on the PDP. The highlighted trials
resulted in a more consistent result than the non-highlighted trials (discussed immediately
previously). Specifically, for each comparison of the log time to detect active ingredient vs
DD1 and DD2 was significant at a=0.05, where the active ingredient was detected faster
regardless of whether the change took place on the DFL or the PDP, although the difference
in the effect of the type of information was more pronounced in the DFL than in the PDP.

Table 20-Interaction of Change Location, Highlighting and Change Type

by Highhghiing Condtion |  Mean | Stndard | Test
and Change Location Estimate Error Statistic
Non-Highlight, DFL
AI-DDI1 -0.5356 0.0654 -8.191 <.0001
AI-DD2 -0.5582 0.0705 -7.917 <.0001
DDI1-DD2 -0.0226 0.0771 -0.293 0.9538
Non-Highlight, PDP
AI-DD1 -0.018 0.1054 -0.171 0.9841
AI-DD2 -0.2716 0.1137 -2.389 0.0448
DDI1-DD2 -0.2536 0.125 -2.03 0.1054
Highlight, DFL
AI-DDI1 -0.4315 0.0512 -8.434 <.0001
AI-DD2 -0.4564 0.0521 -8.753 <.0001
DDI1-DD2 -0.025 0.0542 -0.461 0.8895
Highlight, PDP
AI-DDI1 -0.2616 0.0883 -2.962 0.0087
AI-DD2 -0.3145 0.091 -3.455 0.0016
DDI1-DD2 -0.0528 0.0981 -0.539 0.8522
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4.4 Discussion

Contrary to our hypothesis that the use of a novel FOP would enhance attention to critical
information and the time it took to detect the same, our results (Table 3&14 ) did not suggest
that the presence of an FOP, as compared to a STD label, significantly affected the attention
to, or time to detect critical information for OTC products when tested with adults 65 and
older. That said, it is important to note that our stimulus treatments were in a flattened
format, automatically exposing the viewer to the information present in the DFL. In real-
world contexts, participants would have had to rotate the package to have access to the DFL;
as a result, our experiment is a conservative test of our hypothesis. Further, the directionality
of our results suggests that people were more accurate (Table 3) and faster (Table 14) in FOP
treatments than standard, but that the difference did not rise to a level of significance.
Additionally, there is a clear indication that participants tended to preferentially attend
information on the PDP (Table 8), which continues to show promise for the strategy. We
positioned the FOP at the far-left side of the package. It is possible that repositioning of the
FOP within the PDP could result in stronger strength of signal. Future work is recommended.

Our results regarding highlighting suggest it to be a promising strategy for garnering the
attention of older adults. Although Figure 16, which depicts the average response time for
successful detection for highlighted versus non-highlighted trials, collapsed across all
conditions, (6.72415365 seconds for highlighted compared to 7.45347917 seconds for those
without highlights) does not indicate significance. It is imperative to look at the nuances of
this data to get a better understanding of the effect.

When compared globally (across all other effects) results suggest that older adults were

significantly more likely to highlighted detect changes (Table 4) but not significantly faster
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(Table 15) in finding the change in the highlight compare to non-highlight (across all other
factors). More nuanced looks at the interactions (as in Table 16 which investigates that the
three way interaction between label design x highlight and change type) suggest highlighting
to be significantly beneficial for all combinations of information type (Al, DD1 and DD2),
the both locations (PDP and DFL) with one exception, when the information changes in the
FOP (those changes involving the PDP with DD1 and DD2).

Results suggest that highlighting of critical information may be a promising avenue for
garnering attention to important information related to the safe and effective use of OTC
products. Further work to evaluate the efficacy of the FOP approach, including the effect of

placement within the PDP is recommended.
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Figure 16-Average Response Time for Highlight and non-Highlight trials
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Appendix B-Consent Form

Michigan State University
School of Packagmngepartment of Psychology
Study Title: A Patient Ci d app h to || ing for over-the-counter medications: Using
data to drive design decisions for the benefit of older adults
INSTRUCTIONS AND RESEARCH CONSENT FORM

You are being asked to participate in a research project. Researchers are required to provide a consent form
to inform you about the study, to convey that participation is voluntary, to explain risks and benefits of
participation, and to empower you to make an informed decision. You should feel free to ask the researchers
any questions or concerns you may have during the experiment.

1. PURPOSE OF RESEARCH: You are being asked to participate in an experiment to investigate how
well the formats of different OTC drug labels work.

2. TO PARTICIPATE IN THIS STUDY YOU MUST:

Be 65 years or older

. Have NO HISTORY OF SEIZURE

Not legally blind

. Manage your own medications

Have purchased or used OTC drugs within the last 12 months

Have transportation to Michigan State University, where testing will occur

me a0 o

2. WHAT YOU WILL DO: If you agree to participate in this study, the following events will take place.
We will ask you to answer some basic questions about yourself. Your visual acuity, and your ability to see
color will be tested; we will also test you for familiarity with medical terms. You will sit in front of a
computer screen. On the computer screen, a test image (a label) continuously alternates with the same image,
slightly altered, with a gray screen in between. This i k-test-blank will loop, ing in a “flickering” at
the place of alteration until you press the space bar, indicating that you have found the change. You will then be
asked to use a mouse to point and click on the place where you saw the flickering of the image. If you are
unfamiliar, unable or uncomfortable with using the mouse to click, you can point to the location of the change and
the research team will do this for you. If you cannot find the change within the time the allotted time (30 seconds
per label), the software will move you to the next trial in the test. This process will repeat for a series of trials.

The research should take no more than 1 hour of your time. In exchange for your participation in this study, you
will receive $60.

3. POTENTIAL BENEFITS: There will be no direct benefit to you from these procedures. However, it
is our goal to understand what factors make certain parts of a label more noticeable than others so that we can
develop labels that provide important information to people in ways that they are likely to see it.

4. POTENTIAL RISKS: We will ask you to read aloud a series of words used by medical people. It is
possible that you may not be familiar with these words and this would be embarrassing. You can skip
any words you are unsure of.

There is a possible risk of seizure associated with viewing flashing images; as a result, if you have a
history of seizure, you are not eligible to participate. If you are injured as a result of your participation in
this research project, researchers from Michigan State University will assist you in obtaining emergency
care, if necessary, for your research-related injuries. If you have insurance for medical care, your
insurance carrier will be billed in the ordinary manner. As wnh any medlcal insurance, any costs that are
not covered or in excess of what are paid by your i d ibles, will be your
responsibility.

The University’s policy is not to provide financial compensation for lost wages, disability, pain or
discomfort unless required by law to do so. This does not mean that you are giving up any legal rights you
may have.

In the event that you are uncomfortable with any of the tasks, you may elect to skip a portion of the study,
or discontinue altogether.

5. PRIVACY AND CONFIDENTIALITY: The data for this project will be tied to subject number, not
name. Although the researchers, research staff, and the Institutional Review Board will have access to the
data, neither the researchers nor anyone else will be able to link your data to you. Participant confidentiality
will be protected to the maximum extent allowable by law. Paper records will be kept in Dr. Bix’s office
for as long as required by publishers or at least three years after the study closes whichever is longer;
digital records will be housed on computers in our laboratories (Psychology and Packaging). Data would
be provided (deidentified) to publications that deemed it a necessary part of due diligence and is also
accessible to the IRB.

6. YOUR RIGHTS TO PARTICIPATE, SAY NO, OR WITHDRAW: Participation in this research is
completely voluntary. Refusal to participate will involve no penalty or loss of benefit. You may also refuse
to answer particular questions. You may change your mind at any time, for any reason, and withdraw without
penalty or loss of compensation.

7. COSTS AND COMPENSATION FOR BEING IN THE STUDY: You will receive $60 in
exchange for your participation in this study.

8. CONTACT INFORMATION FOR QUESTIONS AND CONCERNS: If you have any concerns or
questions about this research study, such as scientific issues, how to do any part of it, or to report an injury,
please contact the researcher (Laura Bix, PhD 448 Wilson, 114 Packaging East Lansing MI 48824 517
355-4556 bixlaura@msu.edu )

If you have questions or concerns about your role and rights as a research participant, would like to obtain
information or offer input, or would like to register a complaint about this study, you may contact,
anonymously if you wish, the Michigan State University's Human Research Protection Program at 517-
355-2180, Fax 517-432-4503, or e-mail irb@msu.edu or regular mail at 4000 Collins Road, Ste. 136,
Lansing, MI 48910.

9. DOCUMENTATION OF INFORMED CONSENT: I voluntarily agree to participate in the study.

Signature Date

You will be provided with a copy of this consent form for your records.

Figure 18- Consent Form
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Appendix C-Research Questionnaire Form (Data collection)

Change Detection Questionnaire, School of Packaging, Michigan State University

Research Questionnaire Form Subject #:

Section A. Demographic Survey

1. Sex:
2. Age:

3. What is your ethnicity?

[J White, non-Hispanic [J American Indian/Alaskan Natives
[J Asian or Pacific Islanders [J Hispanic

[ African Americans, non- [ Others:

Hispanic

4. What is the highest level of education you have completed?

[J Middle School [J Bachelor Degree
[J High School [J Master Degree
[ Associate Degree [J Doctor Degree

5. What is your native language?
[J English [J Spanish [ French [J Russian [ Chinese

[J Japanese [J Others:

1|6

Figure 19-Research Questionnaire Form (Data collection)
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Appendix D-Near Point Visual Acuity card

NEAR VISION CARD

DISTANCE VISUAL
CORRELATION JAEGER PT EFF%
D I I 20/800 72 5%

L E s 3 20/400 42 10%
R F x B N 20/250 18 30 15%
F o 5 7 A 20/200 16 26 20%

S8CVLM 20/100 10 14 50%
37SZK 20/70 7 10 65%
EXRTN 20/50 5 8 75%
DMPROF 20/40 3 6 85%
FHGIXY 20/30 2 5 90%
...... 20/20 1 4 100%

This card has been prepared for the vision care practitioner to
facilitate standardized measurements of near point acuity. This
card should be held at a distance of approximately 16 inches
under standard room illumination.

Figure 20-Near Point Visual Acuity card

59



Appendix E-REALM-R Card

Change Detection Questionnaire, School of Packaging, Michigan State University

Part II. REALM-R Examiner Record

Put an x next to the scored trials where subjects did not correctly pronounce the word and a
checkmark next to those that were correctly indicated.

fat fatigue

flu directed

pill colitis
allergic constipation
jaundice osteoporosis
anemia

Fat, Flu, and Pill are not scored. We have previously used a score of 6 or less
to identify patients at risk for poor literacy.

Score:

3|6

Figure 21-REALM-R Card

60



Appendix F-Color Differentiation Ability

Change D ion Questi ire, School of Packaging, Michigan State Uni

Y

Change Detection Qi

School of P

Section C. Color Differentiation Ability

Please hold each of these 75 cm from your eyes and read the number that appears to you. If no
number is apparent, please say “pass”.

Plate13

Plate 1 Plate 3
Platel6
Plate 5 Plate 6 Plate19
Plate22

Plate 7 Plate 9

Plate12

416

Figure 22-Color Differentiation Ability
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Plate17

Plate20

Plate23

Ly

Plate15

Plate18

Plate21

Plate24
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Appendix G-Table for Color Differentiation Ability

Change Detection Questionnaire, School of Packaging, Michigan State University

Answers to each plate

Normal [Person with Red-Green Deficiencies|Person with Total Color
Blindness and Weakness
Plate Person
1 12 12 12
2 8 3 X
3 29 70 X
4 5 2 X
5 3 5 X
6 15 17 X
7 74 21 X
8 6 X X
9 45 X X
10 5 X X
11 7 X X
12 16 X X
13 73 X X
14 X 5 X
15 X 45 X
Protan |Deuta n
Strong [Mild|Strong [Mild
16 26 6 (2)6 2 2 (6)
17 42 2 (4) 2 4 4(2)

The mark X shows that the plate cannot be read. Blank spce denotes that the reading is indefinite. The
numerals in parenthesis show that they can be read but they are comparatively unclear.

As assessment of the readings of plates 1 to 15 determines the normality or defectiveness of
color vision.

If 13 or more plates are read normally, the color vision is regarded as normal.

If only 9 or less than 9 plates are read normally, the color vision is regarded as deficient.

However, in reference to plates 14 and 15, only those who read the numerals 5 and 45 and read
them easier than those on plates 10 and 9 are recorded as abnormal readings.

It is rare to find a person whose recording of normal answers is 14-16 plates. An assessment of
such a case requires the use of other color vision tests, including the anomaloscope.

Figure 23- Table for Color Differentiation Ability
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Appendix H-Example of Hexidvil-STD-Critical-PDP-Change in AI-Non-Highlight

NDC 0311-0404-34

' Hexbio

Hexidvil *

’ Ibuprofen, 200 mg (NSAID)
’ Pain Reliever

150 Coated Tablets

NDC 0311-0404-34
i d 'I 4

Pain Reliever

D Hexhio

|
|
‘-

saasz: 150 Coated Tablets

Drug Facts

Drug Facts (

Active ingredient (in each tablet)  Purpose
lbuprofen 200 mg (NSAID)" . Pain reliever/Fever reducer
* nonstercidal antinfiammatory drug

Uses ‘mtemporarily relieves minor aches and pains due to:
- manslmal cramps  mbacka

heatache cod  mmuscular aches
oo wtemporty teuces fever

Warnings
|| p:egmm or breast-feeding, ask a

When using this product

m take with food or milk if stomach upset occurs

m the risk of heart attack or stroke may increase if you use

more than directed or for longer than directed

Stop use and ask a doctor il myou experience any of the
ach bleeding: m vomit bk)od w feel faint

‘m have bioody of biack stools. m any new symptoms appear

‘= have stomach pain that does not get better

m pain gets worse or lasts more than 10 days.

m fever gets worse or lasts more than 3 days

m redness or sweling s present i the pemrul area

is especially important not to use ibuprofen during

Iasl 3 monllvs of pregnancy unless definitely directed |odo S0
a doctor because ft may cause problems in the unbom child

o complications during delwe%‘

Stomach bleeding warning: This product contains an NSAID,

which may cause severe stomach bleeding. The chance is

higher if you:

mare a%aso or ude

rsor problems
lake : uooammnmq o steroid drug (antcoagulant)

r drugs containing prescription or nonprescription
NSAIDs [aspirin, ibuprofen, naproxen o others]
m have 3 or more alcoholic drinks every day while using

this product  m take more or for a longer time than directed
Do not use
m f you have ever had an allegic reaction to any other pain
refiever/fever reducer  mright before or after heart surgery
Ask a doctor before use if mthe stomach bleeding warning
applies 10 you myou have problems or serious side effects from
fever reducers

as heartoum m
‘myou have high blood pressure, heart disease, lver cithosis, or
kidney disease m you have asthma
Ask a doctor or phlm\amsl before use if ynu are

Allergy alert: louprofen may cause a severe allergic reaction,
especially in people allergic to aspirin.Symptoms may include
m hives mfacial sweling masthma (wheezing) m shock

m skin reddening mrash lnlxmrs If an allergic reaction
occurs, stop use and seek medical help right away.

Keep out of reach of cmlﬂun In case of overdose, get medical
help or contact a Poison Control Center right away.

Directions mdo not take more than dlmmd
- the smullesl :Ileclue dose should be
aduits a yearsal\dovel taketcaptetevefya
b hours wmla ‘symptoms persist mif pain o fever does not
1o 1 caplet, 2 caplets may be used mdo not exceed
6 caplets in 24 hours, unless directed by a doctor m children
under 12 years: ask a doctor

Other information

w store between 20°-25°C (68°-77°F)

m avoid excessive heat 40°C (104°F)

w see end flap for expiration date and lot number

Inactive mgredlent ‘camauba wax, oom starch, fumed
sica gl hypronelose acose, nagnesi sarat,

rediron oxide, sodium s13ron nlycola!e stearic acd, anium
dioxide

m taking a ov heart attack or stroke, because ibuprofen -
kcbecot! is benefit of aspirin g mwu Questions or comments?
lithocieingeint any serious condition » Call 18004269391 8:30 AM-:00 PM ET Monday-Friday
Drug Facts Drug Facts )
Active ingredient (in each tablet)  Purpose When using this product
lbuprofen 200 mg (NSAID)' ..........Pain reliever/Fever reducer take with food or milk f stomach upset occurs

nonsteroidal anti mﬂammalmy

Uses mtemporarily relieves minor aches and pains due to:

loothache ~ mmenstrual cramps ~ mbackache

headache mon cold  mmuscular aches
‘mminor pain of arthritis 'w temporarily reduces fever
Warnings

If pregnant or breast eedi

= the K of hoat afack o SHoke @ may increase if you use
‘more than directed o for longer than directed

Stop use anu lsk adoctor if myou experience any of the
stomach bleeding: m vomit Sood m o ant
mhave bloody or biack stools m any new symptoms appear
‘m have stomach pain that does not get better
= pain gets worse of lasts more ' 10 uays
m fever gels worse of lasts more than 3 day s
m recness or sweling s present in the painful area

aska
use. Itis especially important not to use iouprofen during the
Jast 3 months of pregnancy unless defintely directed o do ®
by a doctor because it may cause problems in the unbom
or complications during delivery.
Stomach bleeding warning: This product contains an NSAID,
which may cause Severe stomach bleeding. The chance is

‘stomach ulcers o
ke a blood thinning or steroid drug (anncoagu\am)
m take other drugs containing ptescmnon of nonprescription
NSAIDS [aspirin, ibuprofen, naproxen o others|]
® have 3 or more alcoholic drinks every day while using
this product m take more or for a longer time than directed
Do not use
w if you have ever had an allergic reaction to any other pain
refiever/fever reducer  mright before or after heart surgery
Ask a doctor before use if mthe stomach bleeding warniny
applies to you myou have problems or serious side effects from

o e igh o ressure, et dieas, e i, o
kidney isease m you have asthma

Ask a doctor or pharmacist before use if you are

m taking aspmn lov heart at stroke, because ibuprofen
benefit of aspirin g any drug
-u\asladoclorscamfo(anysemsmmm »

Allergy alert: louprofen may cause a severe allergic reaction,

especlally m peopie ‘allergic to aspirin Symploms may include:
cial sweling masthma (wheezing) m shock

l skm !eddenmq wrash wblisters. If an allergic reaction

occurs, stop use and seek medical help right away.

Keep out of reach of children. In case of overdose, get medical

help or contact a Poison Control Center right away.

Directions mdo not take more than directed
m the smallest effective dose should be used

' aduts and chikiren 12 years and over: take 1 caplet every 4
106 hours while symptoms persist mif pain or fever does not
respond to 1 caplet, 2 caplets may be used mdo not exceed
6 caplets in 24 hours, unless directed by a doctor m children
under 12 years: ask a doctor

Other information

m store between 20°-25°C (68°-77°F)

' avoid excessive heat 40°C (104°F)

' see end flap for expiration date and lot number

Inactive ingredient camauba wax, com starch, fumed
siica gel, hypiomellose, lactose, magnesium stearate,

, polydextrose,
12 fon s, adum starch gycoiate, stearic acid, tanium

Questrons or comments?
Call 18004269391 8:30 AM-4:00 PMET  Monday-Friday

Figure 24-Example of Hexidvil-STD-Critical-PDP-Change in AI-Non-Highlight
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Appendix I-Example of Hexidvil-STD-Critical-DFL-Change in AI-Highlight

' Hexbio NDC 0311-0404-34

Hexidvil *

Ibuprofen, 200 mg (NSAID)
Pain Reliever

150 Coated Tablets

NDC 0311-0404-34
idvil
Ibuprofen, 200 mg (NSAID)
Pain Reliever

' Hexhio

sasz: 150 Coated Tablets

Drug Facts Drug Facts ( d
Active lngredlem (In each tablet)  Purpose When using this product
lhwmjeq 200 mg (NS/ Pain reliever/Fever reducer m take with food or milk if stomach upset occurs.

* nonsteroidal antl- mﬁammalmy drug

Uses ‘mtemporarily relieves minor aches and pains due to:
- manslmal cramps  mbacka

heatache cod  mmuscular aches
oo wtemporty teuces fever

Warnings
I mqnlnl or mulh«ng' ask a

m the risk of heart attack or stroke may increase if you use
more than directed or for longer than directed
Stop use and ask a doctor il myou experience any of the

ach bleeding: m vomit bk)od w feel faint
‘m have bioody of biack stools. m any new symptoms appear
‘= have stomach pain that does not get better
m pain gets worse or lasts more than 10 days.
m fever gets worse or lasts more than 3 days
m redness or sweling s present i the pemrul area

use. Itis especially importa 1o use ibuprofen during the
last 3 months of pvegmmy unless definitely directed |odo S0
a doctor because ft may cause problems in the unbom child
o complications during dehve%‘
Stomach bleeding warning: This product contains an NSAID,
which may cause severe stomach bleeding. The chance is
higher if you:
m are age 60 or older
ve had stomach ulcers or bleeding problems
take a blood thinning or steroid drug (anticoagulant)
take other drugs containing prescripion of nonprescription
INSAIDs [aspinin, ibuprofen, naproxen or others]
m have 3 or more alcoholic drinks every day while using

this product - m take more or for a longer time than directed
Do not use
i you have ever had an allergic reacton o any other pain
relieverflever reducer  mright bafore or after heart surgery
Ask a doctor before use if mthe stomach bleeding warning
applies 10 you myou have problems or serious side effects from

T

;meavahmm haandsease mmw
ddney disease -ymhavnsmma

Aska doctor or phlm\amsl before use if ynu are

Allergy alert: louprofen may cause a severe allergic reaction,
especially in people allergic to aspirin.Symptoms may include
m hives mfacial sweling masthma (wheezing) m shock

m skin reddening mrash lnlxmrs If an allergic reaction
occurs, stop use and seek medical help right away.

Keep out of reach of cmlﬂun In case of overdose, get medical
help or contact a Poison Control Center right away.

Directions mdo not take more than dlmmd
- mg smullesl :Ileclue dose should be
a yearsal\dovel taketcaptetevefya
|o6 hours wmla ‘symptoms persist mif pain o fever does not
1o 1 caplet, 2 caplets may be used mdo not exceed
6 caplets in 24 hours, unless directed by a doctor m children
under 12 years: ask a doctor

Other information

w store between 20°-25°C (68°-77°F)

m avoid excessive heat 40°C (104°F)

w see end flap for expiration date and lot number

Inactive mgredlent ‘camauba wax, oom starch, fumed
sica gl hypronelose acose, nagnesi sarat,

rediron oxide, sodium s13ron nlycola!e stearic acd, anium
dioxide

m taking aspvm for heart attack or stroke, because ibuprofen =
is benefit of aspirin g dug Questions or comments?
mundera doclofs care for any serious condiion » Call 18004269391 8:30 AM-:00 PM ET Monday-Friday
Drug Facts Drug Facts d
Active ingredient (in each tablet)  Purpose wnen using this product

...Pain reliever/Fever reducer
* nonsteroidal ant-nflammatory drug

Uses wtemporarily relieves minor aches and pains due to:

take with food or milk if stomach upset occurs
H the risk of heart attack or stroke may increase if you use
more than directed o for longer than directed

Stop use and ask a doctor if myou experience any of the

mloothache  mmenstrual cramps  mbackache loilowmg signs of stomach bleeding: m vomit biood m feel faint
mheadache mthecommoncold — mmuscular aches ‘or black stools m any new symptoms appear
‘mminor pain of arthritis ‘w temporarily reduces fever l have stomach pain that does not get beter
m pain gets worse or lasts more than 1Mays
Warnings m fever gets worse of lasts more than 3 day xf
0 — redness or sweling is presentin the painful area

preg ska
use. Itis especially important not to use lwpfoiendunng the
Jast 3 months of pregnancy unless defintely drecled to do ®
by a doctor because it may cause problems in the
o mphcahms juring delivery.
Stomach bleeding warning: This product contains an NSAID,
which may cause severe stomach bleeding. The chance is
mgher ifyou:

60 or cdder

ve or bleeding problem

o bbodmmmm o sercid g (anhooagu\anl)

= take other drugs containing ptescmnon o nolwescnplion

INSAIDs [aspirin, ibuprofen, naproxen or others]
'® have 3 or more alcoholic drinks every day while using

this product m take more or for a longer time than directed
Do not use
wifyou nave ever had an allergic reaction to any other pain
reliever/fever reducer  mright before or after heart surgery
Ask a doctor before use if mthe stomach bleeding warniny
applies 1o you myou have problems or serious side effects from

Allergy alert: Ibuprofen may cause a severe allergic reaction,
especlally in peopse allergic to aspitin Symploms may include:
' hives mfacial Sweling masthma (wheezing) m shock

- skin leddenmq wrash mblisters. If an allergic reaction
occurs, stop use and seek medical help ight away.

Keep out n' rlal:ll of children. In case of overdose, get medical
help or contact a Poison Control Center right away.

Directions mdo not take more than directed
m the smallest effective dose should be used
and children 12 years and over. take 1 caplet every 4
106 hours while symptoms pe-sm wif pain or fever does not
respond o 1 caplet, 2 caplets may be used mdo not exceed
scapoels in 24 hours, uniess dwemed by adoctor mchildren
under 12 years: ask a doctor

Other information

m store between 20°-25°C (68°-77°F)

m avoid excessive heat 40°C (104°F)

m see end Hw for exuirabon date and lot number

Inactive mauba wax, com starch, fumed

-ywnavenmmmm hear Gssase, e s, o
iney disease m you have asthma
Aslu doctor or pharmacist before use if you are
m taking aspirin lor heart attack or stroke, because ibuprofen
fit of aspirin drug
w undera uoclors care for any serious condition »

sica gel, hypiomellose, lecoss, close, nagnesiun searat,

12 fon s, adum S Tk, S o o

auesrrons or comments?
Call 18004269391 8:30 AM-4:00 PMET Monday-Friday

Figure 25-Example of Hexidvil-STD-Critical-DFL-Change in AI-Highlight
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Appendix J-Example of Hexidvil-FOP-Critical-DFL-Change in DD1-Non-

Highlight

NDC 0311-0404-34

2 Hexbio

Hexidvil *

Ibuprofen, 200 mg (NSAID)
Pain Reliever

’ Warnings if you have or take:

Conditions: - pregnant or breast feeding; aswna
age 60 or older; - stomach ulcers or |
- high blood pressure, heart isease, Iwercrmosusot
ddney disease; - 3cr motea aloolcdink

Drugs: - hear

rtburn; -
- blood thining or steroid drug

150 Coated Tablets

- NSAIDs; - asnmn

NDC 0311-0404-34

' Hexhio

Hexiduvil

Ibuprofen, 200 mg (NSAID)
Pain Reliever

| Warnings if you have or take:

Conditions: - pregnant or breast feeding; - asthma;
~age 60 or older; - stomach uicers or bleeding;

- high blood pressure, heart disease, liver cirhosis or
ey iease: -3 o1 more acohoic dnks

Drugs: - heartburn; - diuretic; - NSAIDS; - aspifin

Bod hining or Stercid drg

150 Coated Tablets

Drug Facts Drug Facts d
Active lngredlent (ln each tablet) Purpose mn using this product
ouprofen, 200 mg (N ...Pain reliever/Fever reducer take with food or milk if stomach upset occurs

nonsteroidal ant- mllammalmy

Uses mtemporarily relieves minor aches and pains due to:
mloothache  mmenstrual cramps  mbackache
mheadache  mthe commoncold  mmuscular aches
mminor pain of artritis  m temporarily reduces fever

Warnings

- the risk of heart attack or stroke may increase if you use
‘more than directed or for longer than directed

Stop use and ask a doctor if myou axoenenoe any of the
following signs of stomach bleeding: m vomit blood m feel faint
m have or black stools m any new symptoms appear
‘m have stomach pain that does not get better

‘= pain gets worse of lasts more than 10 days

m fever gets worse or lasts more than 3 days

m redness or sweling is present in the painful area

If pregnant or breast-feeding, ask a
use. Itis especially important not to use ibuprofen during the
last 3 months of pregnancy unless definitely directed to do so
by aooumbecausenmayumpum ms in the unbom chid
o oomphcalvws during delivery.
Stomach bleeding naming: “This product contains an NSAID,
which may cause severe stomach bleeding. The chance is
higher if you:
m are age 60 or older
® have had stomach ulcers or bleeding problem:
m take a blood thinning or steroid drug 1anhooagu\anl)

m take other drugs containing prescription of nonprescription

NSAle aspinn, ibuprofen, naproxen or others)

ve 3 or more alcoholic drinks every day while using
m produc( ‘m take more or for a longer time than directed

Do not
wifyou have ever had an allergic reaction to any other pain
rebover/fever reducer  mright bafore or afer heart surgery

Ask a doctor before use if mthe stomach bleeding warning

applies 10 you m you have problems or Serious Side efects rom

fovereduces m

as
-you have high biood pressure, heen asease liver cirrhosis, or
iney disease m you have asthma

Ask  doctor or pharmacist before use if you are

m taking aspifin (ov heart attack of stroke, because ibuprofen
it of aspirin g g

= Undor 3 doctors cas for any serious condition

»

Allergy alert: Ibuprofen may cause a severe allergic reaction,

especially in people allergic to aspirin.Symptoms may include

m hives mfacial swelling masthma (wheezing) m shock

m skin reddening m rash mblisters.  If an allergic reaction

oceurs, stop use and seek medical help right away.

Keep out of reach of children. In case of overdose, get medical
help or contact a Poison Control Center right away.

Directions mdo not take more than directed
m the smallest effective dose should be used
and over: take 1 caplet every 4
106 hours while symptoms persist mif pain or fever does not
1 caplet, 2 caplets may be used mdo not exceed
6 caplets in 24 hours, unless directed by a doctor m children
under 12 years: ask a doctor

Other information

w store between 20°-25°C (68°77°F)

' avoid excessive heat 40°C (104°F)

w see end flap for expiration date and lot number

Inactive mgredlem ‘camauba wax, com starch, fumed
sica gl ypronelose acose, nagnesi searat,

ted ifon oxide, sodium s1mh qucuam, stearic acid, tianium
doide

Questions or comments?
Call 18004269391 8:30 AM-4:00 PM ET Monday-Friday

Drug Facts Drug Facts d
Active ingredient (in each tablet)  Purpose wnm using this product
Touprofen, 200 mg (NSAID)" ...........Pain reliever/Fever reducer take with food or milk if stomach upset occurs

* nonsteroidal anti-inflammatory drug

Uses m temporarily relieves minor aches and pams due to:
H mansunal camps  m ba

Figure 26- Example of Hexidvil-FOP-Critical-DFL-Change in DD1-Non-Highlight

- the risk of heart attack or stroke may increase if you use
‘more than directed o for longer than directs

Smp use and ask a doctor if -you exoenenee any of the
vomit blood m feel faint

headache common cold o)\es have bloody or black stools - any new symmoms appear
‘mminor pain of s wtemporariy ook m have stomach pain that does not get bette
W - &am gets worse or Ilas1s more |"M{an 1:? days

farnings m fever gels worse of lasts more
|| ,,,,“,,ﬁ o feedir redness or sweling is present in the pemﬁ area

aska
ly importan notto use: Wolendunng the
v e pvagnamy unless defntey Grected to 00 50

by a doctor because it may cause problems in the unbom child

or complications during delivery.
Stomach bleeding warning: T product contains an NSAID,
which may cause severe stomach bleeding. The chance is
higher if you:
w are age 60 or older
m have had stomach ulcers or bleeding problems
' take a blood thinning or stercid drug (anncoagu\anl)
m take other drugs containing prescipion of nonprescription
NSAIDS [aspirn, ibuprofen, naproxen o others]
m have 3 or more alcoholic drinks every day while using
this product _m take more of for a longer time than directed

Do not use
i you have ever had an allergic reacton o any other pain
reliever/fever reducer  mright before or after heart surgery

Ask a doctor before use if mthe stomach bleeding warniny
applies 1o you myou have

myouhave
myou have asthma

problems or sercus sde efects from

Ask a doctor or pharmacist before use if you are

 taking aswm lu heart attack or stroke, because ibuprofen
benefit of aspirin ] drg

w undera doclors care for any serious condifion

Allergy alert: lbuprofen may cause a severe allergic reaction,
especuauy in peopie allergic to aspirin.Symptoms may include:
' hives mfacial sweling masthma (wheezing) m shock

m skin reddening mrash -bhsms 1f an ablergic reaction
occurs, stop use and seek medical help right away.

Keep out of reach of thldrerl In case of overdose, get medical
help or contact a Poison Control Center right away.

Directions mdo not take more than directed

m the smallest effective dose should be used

m adults and children 12 years and over. take 1 caplet every 4
106 hours while symptoms persist mif pain or fever does not

respond to 1 caplet, 2 caplets may be used mdo not exceed

6 caplets in 24 hours, unless directed by a doctor m children

under 12 years: ask a doctor

Other information

m store between 20°-25°C (68°-77°F)

m avoid excessive heat 40°C (104°F)

m see end flap for expiration date and lot number

Inactive ingredient camauba wax, com starch, fumed
sia gel hypromelose, lactose, magnesium steaate,

ed ifon oxide, sodium Starch glycda|e, Stearic acid, tianium
dioxide

Questions or comments?
Call 18004269391 8:30 AM-4:00 PMET Monday-Friday
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' Hexbio

Hexidvil -

NDC 0311-0404-34

’ Ilnmmgs |l yon have nv ukn
Conditions: - pregr

D Hexhio

Hexidvil *

Ibuprofen, 200 mg (NSAID)
Pain Reliever

150 Coated Tablets

NDC 0311-0404-34

| Warnings f you have or take:
Condlions: - pregrt o st feeaing; -zsina;

-high
kidney disease; - 3or:
Drugs: - heartbun;

Ibuprofen, 200 mg (NSAID)
Pain Reliever

sasz: 150 Coated Tablets

Appendix K-Example of Hexidvil-FOP-Critical-DFL-Change in DD2-Highlight

Drug Facts Drug Facts d
Active lngredlent (In each tablet)  Purpose When using this product
buprofen, 200 mg (NS . Pain reliever/Fever reducer w take with food or milk if stomach upset occurs

* nonsteroidal anti lnﬁammalmy drug

Uses ‘mtemporarily relieves minor aches and pains due to:
- manslmal cramps - backac

adad\e mthe cold muscular aches
inor pain damiie llemporan'y reduces fever

Warnings
I puqnum or mulh«nm ask a

m the risk of heart attack or stroke may increase if you use
more than directed or for longer than directed
Stopuse and aska doctor if myou exerince ofthe

h bleedir vomit bk)od w feel faint
m have b‘ow/ov black stools w any new symptoms appear
‘= have stomach pain that does not get better
m pain gets worse or lasts more than 10 days.
m fever gets worse or lasts more than 3 days
m redness or sweling s present i the pemful area

use. Itis especially importa use ibuprofen during the
last 3 months of pvegnamy unless deﬁn:lefy directed to do S0
a doctor because ft may cause problems in the unbom child
o complications during delwe%‘
Stomach bleeding warning: This product contains an NSAID,
which may cause severe stomach bleeding. The chance is
higher if you:
mare a?geo or older
ve had stomach ulcers or bleeding problems

ke a blood thinning or steroid drug (anicoagulant)
take other drugs containing prescription or nonprescription
INSAIDs [aspiin, ibuprofen, naproxen or others]
m have 3 or more alcoholic drinks every day while using

this product - m take more or for a longer time than directed
Do not use
w if you have ever had an allergic reaction to any other pain
refiever/fever reducer  mright before or after heart surgery
Ask a doctor before use if mthe stomach bleeding warning
applies to you myou have problems or serious side effects from

T

:Jw have high wou haan dsease liver cirthosis, or
ddney disease m you have ashma
Aska doctor or phlm\amsl before use if you are
m taking aspvm for heart attack or stroke, because |bwrulen
is benefit of aspirn mtaking
 indera doclofs care for any serious condition

Allergy alert: louprofen may cause a severe allergic reaction,
especially in people allergic to aspirin.Symptoms may include
m hives mfacial sweling masthma (wheezing) m shock

m skin reddening mrash lnlxmrs If an allergic reaction
occurs, stop use and seek medical help right away.

Keep out of reach of cmlﬂun In case of overdose, get medical
help or contact a Poison Control Center right away.

Directions mdo not take more than directed
- the smullesl :neclue dose should be use
aduits a 12 years and over: taketcaptetevefya
b hours wmla ‘symptoms persist mif pain o fever does not
1o 1 caplet, 2 caplets may be used mdo not exceed
6 caplets in 24 hours, unless directed by a doctor m children
under 12 years: ask a doctor

Other information
w store between 20°-25°C (68°-77°F)
m avoid excessive heat 40°C (104°F)
m see end flap for expiration date and lot number

Inactive mgredlent ‘camauba wax, oom starch, fumed
sica gl hypronelose acose, nagnesi sarat,

rediron oxide, sodium s13ron glycola!e stearic acd, anium
dioxide

Questions or comments?
Call 18004269391 8:30 AM-4:00 PM ET Monday-Friday

Drug Facts Drug Facts
Active ingredient (in each tablet)  Purpose mn usmg ;n&s’ produ “:1’ . .

) i reducer or milk if stomach upset occurs
D ranr il et eher e kol s kvt o may el youse

Uses mtemporarily relieves minor aches and pains due to:
mioothache  mmenstrual cramps  mbackache

mthe com
inor pain of arthritis

‘mtemporarily reduces fever

Warnings

‘more than directed o for longer than

Stop use and ask a doctor if myou experience any of the

foll ns of stomach bleeding: m vomit Nood m feel faint
‘m have bloody or biack stools w oy tow symp(oms appear

‘m have stomach pain that does no

m pain gets worse of lasts more |han 10 uays

m fever gets worse of lasts more than 3 da)

m redness or sweling i present in the painful area

|| pregnlm or breast-feeding, ask
is especially important not ‘ouse iouprofen during the

et 3 monms of pregnancy unless defintely directed fo ao ®

by a doctor because it may cause problems in the unbom

o complications during deliver

Stomach bleeding warning: This contains an NSAID,

which may cause severe stomach bleeding. The chance is

higher i yoo

vmd stomach uloels or bleeding problem:
m Ihe 4 - m(anlmagu\am) o
m take other drugs containing prescription of nonprescrip
NSAIDS [aspirin, ibuprofen, naproxen of others]
= have 3 r more alcoholc dinks every day while using
this product m take more or for a longer time than directed
Do not use
 f you have ever had an allergic reaction to any other pain
refiever/fever reducer  mright before or after heart surgery
Ask a doctor before use if mthe stomach bleeding warniny

Allergy alert: louprofen may cause a severe allergic reaction,

especlally m people ‘allergic to aspirin Symploms may include:
cial swelling masthma (wheezing) m shock

l skm leddel\mg wrash mblisters. If an allergic reaction

occurs, stop use and seek medical help ngm away.

Keep out of reach of children. In case of overdose, get medical

help or contact a Poison Control Center right away

Directions mdo not take more than directed
' the smallest ffective dose should be used

' aduils and chilren 12 years and over. {ake 1 caplt every 4
|06 hours while symp!oms persist mif pain or fever does not
respond 1o 1 caplet, 2 caplets may be used mdo not exceed
6 caplets in 24 houts, unless directed by a doctor m chidren
under 12 years: ask a doctor

Other information

 store between 20°-25°C (68°77°F)

m avoid excessive heat 40°C (104°F)

m see end flap for expiration date and lot number

applies to you myou havepmb!emsorsenwss.ﬂeeﬂecs from
fever reducers m
sch as heartoum m i

‘myou have high blood pressure, heart disease, liver cirrhosis, or
idhey Gisease myou have asthma

Ask a doctor or pharmacist before use if you are

m taking asun in for heart attack or stroke, because ibuprofen

Inactive ingredient camauba wax, com starch, fumed
siica gel, hypiomellose, lactose, mamum stearate,

il m oxide, sodium starch glycda|e stearic acd, tanium

is benefit of aspirin 9 dng
-utmnaooclorscamuanysenwsmm ¢

Call |-800425-939| 8:30 AM-4:00 PMET  Monday-Friday

Figure 27-Example of Hexidvil-FOP-Critical-DFL-Change in DD2-Highlight
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Appendix L-Example of Circussin-STD-Critical-PDP-Change in AI-Non-

Highlight

NDC 0413-3144-00

ussin

Dextromethorphan, 30 mg
Antitussive

® Cirbio

[
e

wuasee 200 Coated Tablets

NDC 0413-3144-00

Antitussive

D Cirbio

Circu

|
) @
T X T

rcuasee 200 Coated Tablets

Drug Facts Drug Facts d

Active ingredient (in each tablet)  Purpose Other information

Dextromethorphan, 30 mg — 7Y m store at 20-25°C (68-77°F)
m each sodium 7 mg

Uses temporarily relieves 'm dosing cup provided

' cough due to minor throat and bronchialinitation as may i i

wu?l with the common cold or inhaled iritants i Inactive ingredient

m the impulse to cough to help you get to sleep citric acid, edetate disodium, emylcslhiosa FD&C Yellow No6,

flavor, high fr partially

Warnings
1f pregnant or breast-feeding, ask a health professional before

Kup out ol mch of children. In case of overdose, get medical

hydrogenated veget (ableod (wybean coﬂonseedb polyeth-
ine gyco| 3350, polysobate B, ropylene ghcol repypar-
‘aben, purfied waler, sucrose, tragacanth, xanthan gum

or 1-817-775-2366

help or contact a Poison Control Center (1-800-222-1222) right
away.

You may also report side effects to this phone number.

o

Stop use and ask a doctor if cough lasts more than 7 days, cough
comes back, or occurs with fever, rash of
These coukd be signs of a serious condition.

Ask 2 doctor before use if you have
m chronic cough that asts as ocours with smoking, asthma or
emphysema

m cough that occurs with (mucus)
Do ot use fyou are now taking 2 prescﬂplm for aepressm
pocistco

Monoamine Oxidase lnhrbw(Mwh or for 2 weeks after smmnq
the MADI drug. f you do ot know if your prescripfion drug contains
an MAOI, ask a doctor or pharmacist before taking this product.

Directions
= s and chidon 12y v ke 2 s vy 12
ot t2ke more than 4 tables i 24 hour
 chiln' o under 12 year o 2ge ke 1 il evey 12
Do ot ke mote than 2 tables n 26 hours,

, Inc. is an
cal corporation headquartered in San Francisco City and with its
research headguarters in Austin, Texas, United States. Itis one of
the world'slargest phammacautical companies by revenues.

[ , Inc. develops

vaccines for awide range of medical discipines, including
m\munobqy oncology, cardiology, diabetologylendocrinology, and

For more information, please contact our 24/7 customer service
‘hotline: 817-775-2366 or visit our website: www Cirbio-health-
care.com

OhyIC)

m chden o e 6o of e ae 05 e ooy 12 LOT 98061
5. Do ot take more than 1 ablets i 24 hous EXP 1117

lwmrenurdeﬂyeafsvtage donot use N
Drug Facts Drug Facts (continued)
Active ingredient {m each lablet) Purpose Other information
Dextromethorphan, 30 ... Antussive  siore at 20-25°C (68-77°F)

| each sodium 7 mg
Uses temporarily relieves ' dosing cup provided
= cough due to minor throat = -

5t wih o common codor e rlas Inactive ingredient

occur wit
 the impuise to cough to help you get to sieep

citric aﬁd edetate disodium, ethyicellulose, FD&C Velzu No6,
igh fr partal

Warnings

flavor,
hydrogenated vegetable ol (soybean, cotionseed), polyeth-

If pregnant o ing, ask a

use
Keep out of reach of children. In case of overdose, get medical
help ct a Poison Control Center (1-800-222-1222) right
away.

Y o 350, st 0 plopylene wca poppar
aben,

Questions or comments? 1-817-775-2366
You may also report side effectsto this phone number.

Stop use and ask a doctor if cough lasts more than 7 days, cough

comes back, or occurs with fever, fash or

These could be signs of a serious condition.

Ask a doctor before use if you have

= chronic cough that lasts as occurs with smoking, asthma or
emphysema

= cough

(mucus)

Do not use if you are nowlakmg a prescription for depression,
psycma(nc or emotional condi or Parkinson's disease, like
Moncamine omase |nmw (Mwn ovm weeks after stopping

Ci , Inc. is an i

calonoraton headquartedin San Francisco City and with ts
research headquarters in Austin, Texas, United States. Itis one of

the world's largest pharmaceutical companes by revenues.

Catio Hoalhcens g, dovekogs
vaccines for awide range of medical discipines, including

immunology, oncology, cardiology, diabetologylendocrinology, and
neurology.

contact our 2417 customer service

the MAOI drug. If y
anMAQI, aska dwov o] pnannacnsl before wung this p«oaua

Directions
-aﬂunsamchmremyea!samwermzm\etsevefyﬂ
rs. Do not take more than 4 tablets in 24 hour

. amk!renS(omdev 12 years of age: take 1 ublelewyi? houts.
Do not take more than 2 tablets in 24 hours.

-ommenmmevsmrsofage|akeo5|awevenywz
hours. Do not take more than 1 tablets in

' children under 4 years of age: domiuse N

honme B817-775-2366 or visit our website: www Cirbio-health-
Ccare.com

BT

LOT
EXP

98061
1117

Figure 28-Example of Circussin-STD-Critical-PDP-Change in AI-Non-Highlight
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Appendix M-Example of Circussin-STD-Critical-PDP-Change in AI-Highlight

NDC 0413-3144-00

ussin

Dextromethorphan, 30 mg
Antitussive

D Cirbio

reuaisee 200 Coated Tablets

|
) @
Y Y Y

NDC 0413-3144-00

ssin °

Antitussive

® Cirhio

wuaisee 200 Coated Tablets

Drug Facts Drug Facts d
Active ingredient (in each tablet)  Purpose Other information
Dextromethorphan, 30 mg . .. Anttussive  siore at 20-25°C (68-77°F)
| each sodium 7 mg
Uses temporarly relieves m Gosing cup provided
‘® cough due to minor throat
occur with the common cold or inhaled iritants Inactive ingredient
 the impuise to cough to help you get to sleep circ acid, edetate disodium, ethylcelluose, FDAC Yellow Nos,
flavor, high fr partially
Warnings hydrogenated vegetable oil (soybean colnmseed; polyeth-
 prgnantor reasdeeing, s heat proessonl e V‘ge": %%emeé?mﬁnmﬂg propyipar-
f reach of [ "
o o P Gonel G o e Questions or comments? 1-817-775-2366
away. You may also report side effects to this phone number.
Stop use and usndommcoumlastsme than 7 days, cough . )
back, or occurs with fever, Ci ,Inc.isan
These could bes»gnsoi asenous w\dm cal corporation headquanered in San Francisco City and with its

Ask a doctor before use if you have

= chronic owgh thatlasts as occurs with smoking, asthma or
emphysema

'm cough that occurs with too much phlegm (mucus)

Do not use if you are now taking a prescription for depression,

psychiatic o«emw conditons, o Parkinson's disease, ke

Monoamine Oxidase Inhibitor (MAOI), or for 2 weeks after stopping

the MAOI drug. uyouoo ot know if your prescription drug contains

an MAOI, ask a doctor or pharmacist before taking this product.

Directions
= suts andciron 12year ard v e et vy 12
rs. Do not take more than 4 tablets in 24 hours.
- ammenslomder 12 years of age: take 1 lablzlevery‘? hours.
Do ot take more than 2 tablels i 24

lsseard\ headquarters in Austin, Texas, United States. Itis one of
the world's largest pharmaceutical companies by revenues.

Citbo Healtheare, Inc,
vaccines for a wide range of medical discipines, including
immunology, oncology, carciology, Giabetologylendocrinology, and
neurology.

For more information, please contact our 24/7 customer service
hotline: 817-775-2366 or visit our website: www cirbio-health-
care.com

ChyIC)

1 chn o nder e o age ke 05 abit evey 12 LOT 98061
hours. Do nol take more than 1 tablets in 24 hours. EXP 1117
' children under 4 years of age: do not use R
Drug Facts Drug Facts
Active ingredient (in each tablet)  Purpose Other information
Dextromethorphan, 30 mg .. .. Antitussive m store at 20-25°C (68-77°F)
- each sodium 7 mg
Uses temporarily relieves ' Gosing cup provided
' cough due to minor throat and bronchialinitation as may i i
i \mon cold or inhaled iitants i Inactive ingredient

' the impulse to cough to help you get to sleep

citric: aod edelats disodium, amyicalhdoss FD&C Yell";n Nos6,
partal

Warnings
W pregnantorbrestdeeding, aahelh pfessional bl

flavor, hi SYTup, M

ydrooenahed vegetable oil (wybean cottonseed), Ddyem
Yene el 3350, plysota 80, propyiens gl propiar
aben, p«rrf»ed ‘water, sucrose, tragacanth, xanthan gur

1-817-775-2366

Knp out of reach of children. In case of overdose, get medical
help or contact a Poison Control Center (1-800-222-1222) right
away.

You may also rapm side effects to this phone number.

Stop use and ask a doctor if cough lasts more than 7 days, cough

Ci It Inc.is an

comes back, or occurs with fever, fash ot
These could be signs of a serious condition,

ska doctor befre o f e
Tasts as occurs with smoking, asthma or

smphysema
= cough that occurs with 100 much phlegm (mucus)
Do not use fyou ae now akinga pr!scﬂpboﬂ for mresm‘
psychiatrc of ke
Monoamine Oxidase MW(IIAOD or for 2 weeks after stopping
the MAOI drug. If you 6o not know if your prescription drug contains
an MAOI, ask a doctor or pharmacist before taking this product.

Directions
- auu\tsamichﬂdran Iiyuﬁmﬂmfmhab\mmly 12
not take more than 4 tablets in 24 hours.
cm\drens(ou\dev 12 years of age: take 1 lablelevefy 12hours.
Do ot take more than 2 tablets in 24 hou
- mwrenuomevﬁyearsofaoe lakel)S!ahlelevery 12
ot take more than 1 tablets in

lcnwreﬂundeuyaarsdage ntomluse N

cal corporation headquartered in San Francisco City and with ts
research headquarters in Austin, Texas, United States. It is one of
the word' largest phamaceutical companies by fevenues.

[ , Inc. develop:

vaccines for a wide range of medical discipines, including
immunology, oncology, cardilogy, diabetologylendocrinology, and
neur ﬂwy

For more information, please contact our 2417 customer Service
otine: B17-775-2366 or viit our website: www Cirbio-health-
care.com

ChyiD]

LOT 98061
EXP 1117

Figure 29-Example of Circussin-STD-Critical-PDP-Change in AI-Highlight
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Appendix N-Example of Circussin-FOP-Critical-PDP-Change in AI-Non-
Highlight

NDC 0413-3144-00

® Cirbio

Circussin ¢

Dextromethorphan, 30 mg
Antitussive

wammgs 1l you have or take:

| Conditior

- pvegnam or beast feeding;

- chronic cough that lasts;
~cmgnmaxm-swum|wmumpmew

 moaring vitase nvbor (MAOI)

wuasee 200 Coated Tablets

NDC 0413-3144-00

Antitussive

D Cirbio
Warnings if you have or take:
[ Conditions:

- pregnant or breast feeding;

- i cogh s
ough thal occurs with 100 much phiegm;

!
- Moﬂuam\ne Oxidase Inhibitor (MAOI)

rcuasee 200 Coated Tablets

Drug Facts Drug Facts (continued

Active ingredient (in each tablet)  Purpose Other information

Dextromethorphan, 30 mg — 7Y m store at 20-25°C (68-77°F)
m each sodium 7 mg

Uses temporarily relieves 'm dosing cup provided

' cough due to minor throat and bronchialinitation as may i i

wu?l with the common cold or inhaled iritants i Inactive ingredient

m the impulse to cough to help you get to sleep citric acid, edetate disodium, emylcslhiosa FD&C Yellow No6,

flavor, high fr partially

Warnings
1f pregnant or breast-feeding, ask a health professional before

Kup out ol mch of children. In case of overdose, get medical

hydrogenated veget (ableod (wybean coﬂonseedb polyeth-
ine gyco| 3350, polysobate B, ropylene ghcol repypar-
‘aben, purfied waler, sucrose, tragacanth, xanthan gum

or 1-817-775-2366

help or contact a Poison Control Center (1-800-222-1222) right
away.

You may also report side effects to this phone number.

o

Stop use and ask a doctor if cough lasts more than 7 days, cough
comes back, or occurs with fever, rash of
These coukd be signs of a serious condition.

Ask 2 doctor before use if you have
m chronic cough that asts as ocours with smoking, asthma or
emphyser

m cough that occurs with (mucus)
Do ot use fyou are now taking 2 prescﬂplm for aepressm
pocistco

Monoamine Oxidase lnhrbw(Mwh or for 2 weeks after smmnq
the MADI drug. f you do ot know if your prescripfion drug contains
an MAOI, ask a doctor or pharmacist before taking this product.

Directions

= s and chidon 12y v ke 2 s vy 12
hours. Do not take mor than 4 tabletsin 24 hous

 chiln' o under 12 year o 2ge ke 1 il evey 12
Do ot ke mote than 2 tables n 26 hours,

, Inc. is an
cal corporation headquartered in San Francisco City and with its
research headguarters in Austin, Texas, United States. Itis one of
the world'slargest phammacautical companies by revenues.

[ , Inc. develops

vaccines for awide range of medical discipines, including
m\munobqy oncology, cardiology, diabetologylendocrinology, and

For more information, please contact our 24/7 customer service
‘hotline: 817-775-2366 or visit our website: www Cirbio-health-
care.com

OhyIC)

m chden o e 6o of e ae 05 e ooy 12 LOT 98061
5. Do ot take more than 1 ablets i 24 hous EXP 1117
lwmrenurdeﬂyeafsvtage donot use N
Drug Facts Drug Facts (continued)
Active ingredient {m each lablet) Purpose Other information
Dextromethorphan, 30 ... Antussive  siore at 20-25°C (68-77°F)
| each sodium 7 mg
Uses temporarily relieves ' dosing cup provided
= cough due to minor throat = -
5t wih o common codor e rlas Inactive ingredient

' s 1 cough 0 helpyou g1 1 569

citric aﬁd edetate disodium, ethyicellulose, FD&C Velzu No6,
igh fr partal

Warnings

flavor,
hydrogenated vegetable ol (soybean, cotionseed), polyeth-

If pregnant o ing, ask a

use
Keep out of reach of children. In case of overdose, get medical
help ct a Poison Control Center (1-800-222-1222) right
away.

Y o 350, st 0 plopylene wca poppar
aben,

Questions or comments? 1-817-775-2366
You may also report side effectsto this phone number.

Stop use and ask a doctor if cough lasts more than 7 days, cough

comes back, or occurs with fever, fash or

These could be signs of a serious condition.

Ask a doctor before use if you have

= chronic cough that lasts as occurs with smoking, asthma or
emphysema

= cough

(mucus)

Do not use if you are nowlakmg a prescription for depression,
psycma(nc or emotional condi or Parkinson's disease, like
Moncamine omase |nmw (Mwn ovm weeks after stopping

Ci , Inc. is an i

calonoraton headquartedin San Francisco City and with ts
research headquarters in Austin, Texas, United States. Itis one of

the world's largest pharmaceutical companes by revenues.

Catio Hoalhcens g, dovekogs
vaccines for awide range of medical discipines, including

immunology, oncology, cardiology, diabetologylendocrinology, and
neurology.

contact our 2417 customer service

the MAOI drug. If y
anMAQI, aska dwov o] pnannacnsl before wung this p«oaua

Directions
-aﬂunsamchmremyea!samwermzm\etsevefyﬂ
rs. Do not take more than 4 tablets in 24 hour

. amk!renS(omdev 12 years of age: take 1 ublelewyi? houts.
Do not take more than 2 tablets in 24 hours.

-ommenmmevsmrsofage|akeo5|awevenywz
hours. Do not take more than 1 tablets in

' children under 4 years of age: domiuse N

honme B817-775-2366 or visit our website: www Cirbio-health-
Ccare.com

BT

LOT 98061
EXP 1117

Figure 30-Example of Circussin-FOP-Critical-PDP-Change in AI-Non-Highlight
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Appendix O-Example of Circussin-FOP-Critical-DFL-Change in DD1-Highlight

NDC 0413-3144-00

® Cirhio

Circussin ¢

Dextromethorphan, 30 mg
Antitussive

mmmgsilyoumveovlab

| Conditior -

- pregnar mmmasl w

- chronic that lasts;

- cough that oceurs with 100 much phiegm;

Drugs:
Oxidase Inhibitor (MAOI)

[LiiSwnen

wuaisze 200 Coated Tablets

NDC 0413-3144-00

D Cirbio

Circussin ¢

‘g:,v‘.::‘.’g; if you have or take: Dextromethorphan_, 30 mg

’ - progpant orbreasecig Antitussive
gy o i wnaisze 200 Coated Tablets
~ Monoamine Oxidase Inhibitor (MAQI)

Drug Facts Drug Facts (continued
Active ingredient {m each fablet) Purpose Other information
Dextromethorphan, 30 mg — T m slore at 20-25°C (68-77°F)

- each sodum7 mg
Uses  temporaril relieves ' dosing cup provided
oo il b coones ot oaga e Inactive ingredient

occur with the-
' the impuise to cough to help you get o sleep

citric aﬁ\d edetate disodium, ethylcellulose, FD&C Yellow No.6,

Warnings
M pregnano bresstdecding, s hest prfssionalbeore

K pou( of reach of children. In case of overdose, 9e| medical
r( ) right

flave Syrup, met partialt
hydfooenaled veqe(able oil (svybean couonseedh polyeth-

ylene glycol 3350, polysorbate 80, nvalene wcm mmpay
ben, pwf»d waler, sucrose, tragacanth, xanthan
or 1-817-775-2366

help or contact a Poison Control Center

You may also report side effects to this phone number.

away.

Stop use and |sl adoctor ricougl Ias:s more than 7 days, cough

comes back, or occurs with fever, , Inc. is an

These could be smusm asenous omdmo« cal wwrabon headquartered in San Francisco City and with its

Askadoctor bafore us f ou are
Tasts as occurs with smoking, asthma or

mphysema
‘cough that occurs with o0 much phiegr (mucus)
Donotsef o ek a presrtionosdpresian,
peychatic o
&se nitior (HAD), oﬂof?weeksaﬁws(ownq

the MADI Grug. f you o ot know i your prescripion drug contains
an MAOI, sk a doctoror pharmacist before taking tis product,

Directions
' aduls and children 12 years and over: take 2 tablets every 12
hours. Do not take more than 4 tablets in 24 hours.
‘m chidren 6 to under 12 years of age: take 1 tablet every 12 hours.
ot take more than 2 tablets i 24 hous,

research headguarters in Ausii, Texas, United Stats. I is one of
the world's largest pharmaceutical companies by revenues.

-
i ot s mnge of medical disciplines, including

immunology, oncology, cardilogy, diabetologylendocrinology, and
neurdlogy.

For more information, please contact our 24/7 customer service
hotline: 817-775-2366 or visit our website: www Cirbio-health-
care.com

ChyiC)

m children 4 to under 6 years of age: take 0.5 tablet every 12 LOT 98061
hours. Do not take more than 1 tablets in 24 hours. EXP 1117
' chidren under 4 years of age: do not use :
Drug Facts Drug Facts (continued)
Active ingredient (in each tablet)  Purpose Other information
Dextromethorphan, 30 mg . .. Antussive  siore at 20-25°C (68-77°F)
h sodium 7 mg
Uses temporaly relieves ' dosing cup provided
m cough due to minor throat i -
esurwilh te common cag o nhaled riants Inactive ingredient
m the impulse to cough to help you get to sleep :lnc acid, edetate disodium, ethyicellulose, FDAC Vencm No6,
lavor, hi
Warnings I;ymoewr%ged vegetable oil (so,é%ean colnmsem pm~
i lene 3350, polysorbate lene
f pregnant or breast-feeding, ask a health professional before Lbem, ited waler, 088, uagm xan%\an s
f f chil . ), | "
e P o e o Questions or comments? 1-817-775-2366
away. You may also reportside effectsto this phone number.

Stop use and ask a doctor if cough lasts more than 7 days, cough

Ci , Inc. is an

comes back, or occurs with fever, fash o
These could be signs of a serious condition.

Ask a doctor before use if you have
= chronic cough thatlasts as occurs with smoking, asthma or

emphysema
- (mucus)
Do not use if you are now taking a prescription for depression,
psychiatric or emotional conditions, or Parkinson's disease, like
Monoamine Oxidase Inhibitor (MAOI), of for 2 weeks after stopping
the MAOI drug. If you do not know if your prescription drug contains
an MAOI, ask a doctor or pharmacist before taking this product.

Directions
L aﬂumandchudren 12yaavsandmertmzm\mm 12
not take more than 4 tablets in 24 hour

. mmens(omaev 12 years of age: ake 1 tablet myﬂ bours.
Do ot take more than 2 tablets in 24 hours.

m chikiren 4 to under 6 years of age: |ake05|ab'elevevy ?
hours. Do not take more than 1 tablets in 24 hour

m chikiren under 4 years of age: do not use: )

cal corporation headquartered in San Francwsco City and with its
lsseamh headquarters in Austin, Texas, United States. Itis one of
the world's largest pharmaceutical companies by revenues.

Citbio Healhcare, Inc. develops
vaccines for awide range of medical discipines, including

immunology, oncology, cardiology, diabetologylendocrinology, and
neurology.

For more information, please contact our 24/7 customer service
hotline: 817-775-2366 or visit our website: www cirbio-health-
care.com

Oh0)

LOT 98061
EXP 1117

Figure 31-Example of Circussin-FOP-Critical-DFL-Change in DD1-Highlight
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Appendix P-Example of Recantac-STD-Critical-DFL-Change in DD2-Non-

B Rechio

Highlight

Vaw

NDC 0404-0413-34

Recantac

B Rechio

Ranitidine, 75 mg
Acid Reducer

75 Coated Tablets

VWV

NDC 0404-0413-34

Recantac ¢

A/

hadéd

Ranitidine, 75 mg
Acid Reducer

sase /5 Coated Tablets

Figure 32- Example of Recantac-STD-Critical-DFL-Change in DD2-Non-Highlight

Drug Facts Drug Facts (continued)
Active ingredient (in each tablet) Purpose Directions
Ranitidine, 75 mg Acid reducer

Uses m relieves heartbum associated with acid indigestion
and sour stomach m prevents heartbum assmtsd with acid

‘10 relieve symptoms, smlkm 2 !abl« with a glass of water
w10 prevent symptoms, swallow 2 tablet with a glass of water
ight before or any time up to 30 minutes before eating food
m

by eating o drinking or rinking beverages tht cause hi
certain lood and beverages o o take more than 4 tablels i 24 hours
o . 12 years: ask a doctor
/arnings
pregantor sk before Other information

Kup out of reach of children. In case of overdose, get medical
help or contact a Poison Control Center right away.

Allergy alert: Do not use f you are allergic o raniidine or
other

Donot use mif you have trouble or pain swallowing food,

black stools. These may be

signs of a serious condition. See your doctor. m with other acid

reducer m if you have kidney disease, except under the advice

and supervision of a doctor

Ask a doctor before un i you have

' heartbun with lght , swealing or dizziness

- nadheanbumovavsmonlts This may be a sign of a more
serious

m chest pain or smmev pain with shortness of breath;

m sweating; pain spreading to anms, neck or shoulders; or

m frequent wheezing, particularly with heartbum

w unexplained weight loss m nausea or vomitting

Ask a doctor or phnmamsl before use if you are taking

w warfarin ( inning)

m theophyliine (oral asmma)

 phenyloin (seizure)
i you are not sure you are taking one of theses medicines,
talk to your doctor or pharmacist.

Stop use and ask a doctor i m your heartbum continues

 store at 20°25°C (66°77°F)
m do not use if printed foil under cap is broken or missing

Inactive ingredient
hypromellose, magnesium stearate, microcrystaline celkiose,

polyethylene glycol, polysorbate 80, povidone, pregelatiniz
Sach,sodurn lauryl sulfate, Sodun sarch glycolate, tanium
dioxide

Questions or comments?

o
worsens m you need to take this product for more than 14 aays

719-9260 AM-4:00 PM ET Monﬂaz Y

Recbio Technologies, Inc. is an American multinational pharma
‘ceutical corporation neaﬂqnanered in New York City and with

research headquarters in Groton, Connecticut, United States. Il is
one of the world's largest pharmaceutical companies by revenues.

Recbio Technologies develops and produces medicines and
‘vaccines for a wide range of medical disciplines, including
|mmrumno|ogy, ‘oncology, cardiology, diabetologylendocrinology, and
neurology.

For more information, please contact us 800-719-9260 or visit our

website: www recbio-tech.com

Drug Facts

Active ingredient (in each tablet)  Purpose
Ranitidine, 75 mg Acid reducer

Drug Facts (continued)
Directions

Uses m relieves heartbum associated with acid indigestion
and sour stomach m prevents heartbum associated with acid

12ye ealsandwev
2tablet

-lopveven(sm swallcwzmmhag&dwa‘a
right be(«eovanynmenpm()mnmas before eating food

use.
Keep out of reach of children. In case of overdose, get medical
help or contact a Poison Control Center right away.

eating or drinking o drinking beverages that cause heartourn
certain food and beverages m 0o not take more than 4 tablets in 24 hours.
= = 12 years: ask a doctor
/arnings P "
It pregnant or " before Other information

m store at 20°-25°C (68°77°F)
m do ot se i printed foi under cap is broken or missing

Inactive ingredient

Mlergy alert: Do not use if you are allergic

other acid reducers
Do not uss mifyouTavevoule or pan swaloeing ood
vomiting with blood, o bloody o black stoois. These may be

feducer m if you have kldnay disase, except under the advice

and supervision of a doct

Ask a doctor before use |I you have

‘m heartbum with ightheadedness, sweating or cizziness

' had heartbum over 3 months. This may be a sign of a more
‘serious condition.

m chest pain or shoulder pain with shortness of breath;

' swealing; pain spreading to ams, neck or Shoulders; or

' frequent wheezing, particularly with heartoum
m unexplained weight loss m nausea or vomitting
Ask a doctor or pharmacist before use if you are taking
m warfarin (blood-thinning)

phenytoin (seizure)
g are ot o 1 g o of eses medeis,
tak to your doctor o phar

Stop use and ask a doctor if m your heartbum continues o

»
worsens myou need to take this product for more than 14 days
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polyethylene sorbate 80, povidone, K
%c‘r;é Sodium lauryl sulfate, sodium starch glycolate, tanium
i

Questions or comments?
Call 100-719:9260 830 AM-400 PM ET_Monday-Friday

Recbio Technologies, Inc. is an American multinational pharma-
‘ceutical corporation headquartered in New York City and with its
research headquarters in Groton, Connecticut, United States. Itis
‘one of the world's largest phamaceutical companies by revenues.

Recbio Technologies develops and produces medicines and
vaccines for a wide range of medical disciplines, including
|mmr\;:|ology, oncology, cardiology, diabetology/endocrinology, and
neurology.

For more information, please contact us 800-719-9260 or visit our
‘website: www recbio-tech,




Appendix Q-Example of Recantac-STD-Critical-DFL-Change in Al-Highlight

B Rechio

Vaw

NDC 0404-0413-34

Recantac

habdod

B Rechio

Ranitidine, 75 mg
Acid Reducer

saase 79 Coated Tablets

VoW

NDC 0404-0413-34

Recantac °

Ranitidine, 75 mg
Acid Reducer

sase /5 Coated Tablets

Drug Facts
Active ingredient (in each tablet)  Purpose
Ranitidine, 75 mg .. <eeees ACK rEOUCET

Drug Facts (continued)

Uses m relieves heartbum associated with acid indigestion
and sour stomach m prevents heartbum assoumed with acid

Directions
‘m aduts and chiren 12 years and
mio rﬂmwmmmnssmemwmagasdmm
w10 prevent symptoms, swallow 2 tablet with a glass of water
mhtwueovmymupmaoq‘umwo«emm
m

by eating or drinking or drinking beverages that
certain food and beverages -mmmmmawasmzanws
Warni 12 years: ask a doctor
/arnings
If pregnant or sk before Other information

Keep out of reach of children. In case of overdose, get medical
help or contact a Poison Control Center right away.

l store at 20°-25°C (68°77°F)
o not use if printed foil under cap is broken or missing

Inactive mgrsdtent

Mergy frt Do use fyouae arge

Dn nol use wif you have wouble or pangllowm food,
black st

reducer m ifyou have kidney disease, except under the advice
‘and supervision of a doctor
Ask 2 doctar heion use if you have
htheadedness, sweating or dizziness
l nadnoanhumovsrtsmmlm This may be a sign of a more
serious condiion.
m chest pain or shoulder pain with shortness of breath;
' sweating; pain spreading to amms, neck or shoulders; or

l lmmmwmemg pamcularly with hearmqm
ined weight loss

Ask a doctor or pharmacist neleve use if you are taking

® wartarin (blood-thinning)

. Iﬂeopmllme 1otal asmma)

= phenytoin (sei
if you are ndlsureymalelamgmeolmsesmedmes
talk to your doctor or pharmacist.

S10p use and ask a doctor f m your heartburn Continues or

polyethylene glycol, polysorbate 80, povidone, pegehmgd'
starch, sodmm lauryl sulfate, somum starch glycolate, titanium
o

Questions or comments?

13
NS myou need to take this product for more than 14 days

Call 1-800-719-9260 AM-4:00 PM ET Mondax Y

Recbio Technologies, Inc. is an American multinational pharma-
ceutical corporation headquartered in New York ity and with ts

research headquarters in Groton, Connecticut, United States. Itis

one of the world's largest pharmaceutical companies by revenues.

Recbio Technologies develops and produces medicines and

vaccines for a wide range of medical disciplines, including
ummx:;um ‘oncology, cardiology, diabetologylendocrinalogy, and
neurology.

For more information, please contact us 800-719-9260 or visit our
‘website: www recbio-ech.com

Drug Facts
Active ingredient (in each tablet)  Purpose
Acid reducer

Drug Facts (continued)
Directions

Uses m relieves heartbum associated with acid indigestion
and sour stomach mprevents heartbum assoomsd with acid

uo wallow 2 tabiet
10 prevent symptoms, swallow 2 tablel wih a gass of water
gt oy I plo 20 s bl g cod

help or contact a Poison Control Center right away.

Allergy alert: Do not use if you are allergic to ranitidine or

other acid reducers

Donotuse mif you have tvaubte or pam swallomg lood
with blood, o ‘black stools. These

reducer m if you have kidney disease, except under the advice
amwpemsmulauoclor

by eating or drinking or rnking beverages that
certain food and beverages m 0o not take more than 4 tablets in 24 hours
Warni = 12 years: ask a doctor
/arnings - .
g " before Other information
w wstore al 20°-25°C G8°TTF)
K«p out of reach of children. In case of overdose, get medical m do not use if printed foil under cap is broken or missing

Inactive ingredient

polyethylene glycol, polysorbate 80, povidone, egela
slamn soduum wauM sulfate, Sodunst starch glycdale titanium

Questions or comments?
Call 1800-719:9260_ 830 AM-400 PM ET_Monday-Friday

Ask a doctor lmon use if you have
w heartburn it A , swealing or dizziness
whad heammm over 3 months. This may be a sign of a more
serious condition.

m chest pain or shoulder pain with shortness of breath;

m sweating; pain spreading to arms, neck or shoulders; or

m frequent wheezing, particularly with heartbum
= unexplained loss m nausea or vomitting

Ask ad doctor or pharmacist before use if you are taking

theophylline (oral as‘mma)

m phenytoin (seizure)
if you are not sure you are taking one of theses medicines,
talk to your doctor or pharmacist.

Stop use and ask a doctor if m your heartbum conbnues or
worsens m you need to take this product for more than 14 days

Recbio Technologies, Inc. is an American multinational pharma-
ceutical corporation headqnaneved in New York City and with its
research headquarters in Groton, Connecticut, United States. Il is
one of the world's largest pham\aeelmcal ‘companies by revenues.

Recbio Technologies develops and produces medicines and

‘vaccines for a wide range of medical disciplines, including
mmunuogy ‘oncalogy, cardiology, diabetologyi emcn»obqy and

For more information, please contact us 800-719-9260 or visit our

website: www recbio-tech.com

Figure 33- Example of Recantac-STD-Critical-DFL-Change in AI-Highlight
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Appendix R-Example of Recantac-FOP-Critical-DFL-Change in DD2-Non-

B Rechio

Recantac

Highlight

Vaw

NDC 0404-0413-34

| Warnings if you have or take:
Conditions: - bloody or black stools; - kidney disease;
- chest pain or shoulder pain; - frequent wheezing;
- pregnant or breast feeding; nausea of vomitting;
heamwm stomach pam we»gm loss.

wartarin ing);
upnymne (oral amma), MG" (seizure)
— —

B Rechio

Recantac ¢

Ranitidine, 75 mg
Acid Reducer

75 Coated Tablets

VWV

NDC 0404-0413-34

| Warnings f you have or take:

Conditions: - bloody or black stools; - kidney disease;

- chest pain or shoulder pain - requent wheezing;

- pregnant or breast feeding; nausea or vomitting;
nbum 4 omacf\pa weight loss.

Dru

inning);
aophyihne (oval ‘asthma); - phenytoin (seizure)

Ranitidine, 75 mg
Acid Reducer

sase /5 Coated Tablets

Drug Facts
Active mgredienl (In each tablef} Purpose
Ranitidine, 75 mg Acid reducer

Drug Facts (continued)

Uses m relieves heartbum associated with acid indigestion
and sour stomach m prevents heartbum assmtsd with acid

Directions
' adults and chikiren 12 years and over
‘m {0 relieve symptoms, swallow 2 !abl« with a glass of water
w10 prevent symptoms, swallow 2 tablet with a glass of water
ugg\ﬂ bﬁo«e or any time upto 30 rvhmmes belore eating food
m

by eating or drinking or drinking beverages that cause
certain lood and beverages ‘w00 ot take more than & tablets in 24 hours
e . 12 years: ask a doctor

/arnings
Other information

preqantorresstieding aska et proessiona e ustow 21 20°25C (6 TTF)
xup out of reach of children. In case of overdose, get medical = do notuse f printed foil under cap is broken or missing
help or contact a Poison Control Center right away. Inactive ingredient
&',';'?’ alert: Do not use if you are allergic to ranitiding or hypromeliose, magnesium stsara(e microcrystaline celiiose,

Donot use mif you have trouble or pain swallowing food,

black stools. These may be

signs of a serious condition. See your doctor. m with other acid

reducer m if you have kidney disease, except under the advice

and supervision of a doctor

Ask a doctor before ust i you have

' heartbun with lght , swealing or dizziness

'm had heartbum over 3. monlts This may be a sign of a more
serious condition.

'm chest pain or shoulder pain with shortness of breath;

' sweating; pain spreading to arms, neck of shoulders; or

w frequent wheezing, particularly with heartoum

w unexplained weight loss m nausea or vomitting

Ask a doctor or phnmamsl before use if you are taking

m wartarin ( inning)

 theophyline (oral s

m phenytoin (seizure)
if you are not sure you are taking one of theses medicines,
talk to your doctor or pharmacist.

Stop use and ask a doctor f m your heartbur conbnues of

worsens m you need to take this product for more than 14 aays

polyethylane glycol, polysorbate 80, povidone, pregel
starch, odun lauryl sulfate, Sodun sarch glycolate, ttanium
dioxide

Questions or comments?

Call 1-800-719-9260 AM-4:00 PM ET Mondax Y

Recbio Technologies, Inc. is an American multinational pharma
‘ceutical corporation neaﬂquanered in New York City and with
research headquarters in Groton, Connecticut, United States. Il is
one of the world's largest pharmaceutical companies by revenues.

Recbio Technologies develops and produces medicines and
‘vaccines for a wide range of medical disciplines, including
|mm:;\o|ogy, ‘oncology, cardiology, diabetologylendocrinology, and
neurology.

For more information, please contact us 800-719-9260 or visit our
website: www recbio-tech.com

Drug Facts
Active ingredient (in each tablet)  Purpose
Ranitidine, 75 mg Acid reducer

Uses m relieves heartbum associated with acid indigestion
and sour stomach mprevents heartbum associated with acid

Drug Facts (continued)
Dlrectlans
2 years and over:
liow 2 tablet

-lopveven(sm swallvwzmmhag&dwa‘a
right be(«eovanybn;euplowmnmes before eating food

Keep out of reach of children. In case of overdose, get medical
help or contact a Poison Control Center right away.

eating or drinking o drinking beverages that cause heartourn
certain food and beverages m 0o not take more than 4 tablets in 24 hours.
= = 12 years: ask a doctor
/arnings T "
It pregnant or " before Other information

m store at 20°-25°C (68°77°F)
m do ot se i printed foi under cap is broken or missing

Inactive ingredient

Mlergy alert: Do not use if you are allergic
‘other acid reducers

magnesium stearale,
e 80,

Donotuse mif you have trouble or pain swallvwmg lood

Vomiting with biood, of ay be

signs of a serious condition. See your doctor. -momraw

feducer m if you have Kidney disease, except under the advice

and supervision of a doctor

Ask a doctor before use if you have

‘m heartbum with ightheadedness, sweating or cizziness

' had heartbum over 3 months. This may be a sign of a more
‘serious condition.

m chest pain or shoulder pain with shortness of breath;

' swealing; pain spreading to ams, neck or Shoulders; or

m frequent wheezing, particularly with heartbum

m unexplained weight loss m nausea or vomitting

Ask a doctor or pharmacist before use if you are taking

m warfarin (blood-thinning)

theophyliine (oral asthma)

phenytoin (seizure)

if you are not sure you are: lakng one of theses medicines,
talk to your doctor or pharm:

Stop use and ask a doctor if m your heartbum continues o

»
worsens myou need to take this product for more than 14 days

polyethyiens po
slarch sodium aury sulfate, sodium starch glycolate, anium

auesnons or comments?
Call 100-719:9260 830 AM-400 PM ET_Monday-Friday

Recbio Technologies, Inc. is an American multinational pharma-
‘ceutical corporation headquartered in New York City and with its

research headquarters in Groton, Connecticut, United States. Itis
‘one of the world's largest phamaceutical companies by revenues.

Recbio Technologies develops and produces medicines and
vacines for a wide fange of medicaldisciplines, induding
|mmr::|o|ogy, ‘oncalogy, cardiology, diabetologylendocrinlogy, and
neur y.

For more mlofmanm please contact us 800-719-9260 or visit our

website: www

Figure 34-Example of Recantac-FOP-Critical-DFL-Change in DD2-Non-Highlight
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Appendix S-Example of Recantac-FOP-Critical-PDP-Change in DD1-Highlight

B Rechio

Vaw

NDC 0404-0413-34

Recantac

gnnmgs if you have nw‘;(e -
onditions: - bioody or| stools; - ney M:
r pain; - frequent wheezi

Drugs: - wararin (blood-thinning);
theophyliine (oral asthmay) - phenytoin (seizure)
— —

B Rechio

Rec

Ranitidine, 75 mg
Acid Reducer

75 Coated Tablets

Vaw

NDC 0404-0413-34

ntac

Vllmmqs i You have or take:
Conditio h‘dneydsms.
-mnoamuywuerm requent wheezing;
~plmmovmloedm nauwaorvovmlnw
wek;mlos

Dmgs waliannlwou
- theophyliine (oral asmma), vhsrman (seizure)

Ranitidine, 75 mg
Acid Reducer

sase /5 Coated Tablets

Drug Facts
Acrlve Ingredienl (in each tablef)

Purpose
Acid reducer

Drug Facts (continued)

Uses m relieves heartbum associated with acid indigestion
and sour stomach m prevents heartbum assoumed with acid

Directions
' adults and chikiren 12 years and over
mio rﬂmsymmmnsswmﬂab\awmagasdmm
w10 prevent symptoms, swallow 2 tablet with a glass of water
l\ghlbelmeovanymupmiommbe'o«ewngm

by eating or drinking o drinking beverages that cause h
certain food and beverages -mmmmmawmmzﬂws
Wi 12 years: ask a doctor

/arnings
I - before Other information

regnant or

Keep out of reach of children. In case of overdose, get medical
help or contact a Poison Control Center right away.

Mty frt Do use fyouaealerge o e o

Dn nol use wif you have wouble or pangllowm food,
black st

reducer m ifyou have kidney disease, except under the advice
‘and supervision of a doctor
Ask 2 docwr helon use if you have
theadedness, sweafing or dizziness
H naoneammmovsrsmmlts This may be a sign of a more
serious
m chest pain or shoulder pain with shortness of breath;
m sweating; pain spreading to arms, neck or shoulders; or

l lrsumwhsszilg, pamcularly wnh heartoum
ined weightloss o vortting

Ask a doctor or pharmacist neleve use || you are taking

® wartarin (blood-thinning)

[l meopmllme (otal as‘lnma)

= phenytoin (sei
if you are not sure ym are taking one of theses medicines,
talk to your doctor or pharmacist.

S10p use and ask a doctor f m your heartburn Continues or

m store at 20°-25°C (68°-77°F)
‘m do not use if printed foil under cap is broken or missing

Inactive ingredient
ypromelose, magnesm searae, mbcmclys!a\lms Del\lose
\

gl e g
starch, sodium lauryl sulfate, Sodun sarch glycolate, mamum
dOXi

Questions or comments?

13
NS myou need to take this product for more than 14 days

Call 1-800-719-9260 AM-4:00 PM ET Mondax Y

Recbio Technologies, Inc. is an American multinational pharma-
ceutical corporation headquartered in New York ity and with ts
research headquarters in Groton, Connecticut, United States. Itis
one of the world's largest pharmaceutical companies by revenues.

Recbio Technologies develops and produces medicines and
vaccines for a wide fange of medical disciplines, including
immx:;um ‘oncology, cardiology, diabetologylendocrinalogy, and
neurology.

For more information, please contact us 800-719-9260 or visit our
‘website: www recbio-ech.com

Drug Facts
Active ingredient (in each tabler) Purpose
Ranitdine, 75 mg . ... A reducer

Uses w relieves heartbum associated with acid indigestion
and sour stomach m prevents heartbum associated with acid
indigestion and sour Stomach brought on by eating or drinking
certain food and beverages

Drug Facts (continued)

Directions
m adults and children 12 years and over;
' 1o relieve symptoms, swallow 2 tablet with a glass of water
10 prevent symptoms, swallow 2 tablet with a glass of water
ight before or any time up to 30 minutes before eating food

Warnings

jnant or

Keep out of reach of children. In case of overdose, get medical
help or contact a Poison Control Center right away.

Mergy lr: Dot us fyouae alerge o e o

. 12 years: ask a doctor

Other information

 store at 20°25°C (68°-77°F)

‘m do not use if printed foil under cap is broken or missing
Inactive ingredient

ivypromllose, magnesium s\eamals microcrystaline celiose,

Dn nol use mif you have trouble or pam swallovmg food,
iood, or bloody or These may be
signs of a serious condition. Seeyouldodov w with other acid
s m you have kidney disease, except under the advice
‘and supervision of a doctor
Ask a doctor before use if you have
' heartbum with lightheadedness, sweating or dizziness
‘w had heartbum over 3 months. This may be a sign of a more
‘serious condition.
'm chest pain or shoulder pain with shortness of breath;
m sweating; pain spreading to arms, neck or shoulders; or

e whoazg parciay wih hearoum

= unexplained weight | nausea or vomitting
Aska doctav or pharmacist before use f you are taking
fin (blood-thinning)
meopmlnu (oral asmma)
 phenytoin (sei

if you are not sure ym are taking one of theses medicines,
talk to your doctor or phammacist.

Stop use and ask a doctor if m your heartbum continues o

»
worsens m you need to take this product for more than 14 days

po
slareh sodmm Tauryl sulrau ‘sodium starch gwcolale titanium

Questions or comments?
Call 100-719-9260 8:30 AM-4:00 PM ET_Monday-Friday

Recbio Technologies, Inc. is an American multinational pharma-
ceutcal corporation headguartered in New York City and with s
feseatch headguarters in Groton, Connecticu, United States. s
one of the word's largest phiarmaceutical companies by revenues.

Recbio Technologies develops and produces medicines and
vaccines for a wide fange of medical disciplines, including
imm:?o!ogy ‘oncology, cardiology, diabetology/endocrinology, and
neurology.

For more information, please contact us 800-719-9260 or visit our
website: www recbio-tech.com

Figure 35-Example of Recantac-FOP-Critical-PDP-Change in DD 1-Highlight
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Appendix T-Average time that each participant answers the trials
In the table below, you can see the average and standard deviation time that each participant
answers the trails:

(Milliseconds look up significant figure and we do not need lots of digit after.)

Table 21-Average time that each participant answers the trials

Subject Average of time in seconds Standard deviation of time in

seconds

1 7.390578947 5.126036632
2 6.25026087 5.054352771
3 6.389363636 4.00560523

4 6.163595745 4.443962718
5 6.487219512 4.084368602
6 6.584484848 4.393289998
7 6.425130435 3.51428711

8 6.907 4.583958042
9 6.377066667 3.112127157
10 2.228363636 0.85608157

11 6.658787234 4.58249205

12 7.631086957 5.758538687
13 6.719478261 4.412721093
14 8.370761905 5.283273416
15 4.26175 4.300608078
16 5.64114 3.857159958
17 8.351555556 3.481085934
18 8.004130435 4.407643849
19 6.697641026 4.565979214
20 7.664083333 4.386352304
21 6.98528125 4.915396103
22 6.665310345 4.763362611
23 9.963636364 1.828774359
24 6.485117647 4.178877532
25 7.420105263 4.930268919
26 6.800325 3.587115836
27 6.794511628 3.985163397
28 7.692142857 3.819242592
29 7.500452381 4.320582172
30 9.06425 3.087808319
31 5.765814815 3.758648878
32 8.497333333 3.675107578
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33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

Table 24 (cont’d)

7.536809524
6.3163
6.543413793
7.471047619
6.930804348
5.570388889
7.429194444
9.389305556
10.7485
6.483765957
5.3638
4.840214286
6.411458333
8.108166667
11.88688462
9.127097561
6.3705
6.147266667
9.120369565
5.245605263
4.829347826
6.675192308
5.048166667
8.033117647
8.322173913
6.43945
5.809941176
7.540756098

5.158519212
3.786948506
4.760022355
5.008300607
3.828771254
3.381140393
4.093876311
4.693962242
5.087275402
4.06747445
3.524312845
2.930228648
2.917521878
4.775426033
5.119991245
4.763124598
3.533643648
2.963730377
5.441074258
2.896638905
3.738630737
3.975304195
4.418939892
3.821687821
5.502439686
2.438822181
3.137129609
4.085788062

The average time for the all participants is 7.00961331 seconds.
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Appendix U-Number of correct answers for sixty participants
In the table below, you can see the number of the correct answer for each participant.
Depend on the 60 participants that did the test, the average of the trials that answered correctly is
about 70, which is less than half of all trails (168). These numbers are for the all trails, and for

critical trails the average is about 33.

Table 22-Number of correct answers for sixty participants

Subject Number of hit for all Number of hit for all critical

trials trials
1 59 38
2 47 23
3 112 44
4 125 47
5 76 41
6 81 33
7 99 46
8 107 49
9 57 30
10 25 11
11 87 47
12 45 23
13 55 23
14 60 42
15 25 12
16 123 50
17 15 9
18 39 23
19 65 39
20 41 36
21 40 32
22 69 29
23 14 11
24 83 51
25 82 38
26 86 40
27 65 43
28 23 14
29 98 42
30 12 8
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31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

Table 25 (cont’d)
64
87
53
101
68
73
113
87
93
63
77
113
40
85
67
67
57
80
15
120
87
104
93
87

7
96
78
55
33
92

78

27
24
21
40
29
42
46
36
36
36
30
47
15
42
24
24
26
41

45
46
38
46
26

34
46
20
17
41



Appendix V-Total number of correct responses for men and women for difference
condition of the labels

Table 23- Total number of correct responses for men and women for difference condition of the

labels
Condition of the Label Total Number of Men Answers  Total Number of Women
Answers
Critical-FOP-PDP-AI-HL 56 94
Critical-FOP-PDP-AI- 54 70
NonHL
Critical-FOP-PDP-DD1-HL 43 53
Critical-FOP-PDP-DD1- 27 43
NonHL
Critical-FOP-PDP-DD2-HL 33 53
Critical-FOP-PDP-DD2- 21 35
NonHL
Critical-FOP-DFL-AI-HL 43 82
Critical-FOP-DFL-AI- 31 54
NonHL
Critical-FOP-DFL-DD1-HL 39 67
Critical-FOP-DFL-DD1- 19 37
NonHL
Critical-FOP-DFL-DD2-HL 36 61
Critical-FOP-DFL-DD2- 13 34
NonHL
Critical-STD-PDP-AI-HL 64 102
Critical-STD-PDP-AI- 48 75
NonHL
Critical-STD-DFL-AI-HL 48 79
Critical-STD-DFL-AI- 34 66
NonHL
Critical-STD-DFL-DD1-HL 36 71
Critical-STD-DFL-DD1- 20 41
NonHL
Critical-STD-DFL-DD2-HL 37 68
Critical-STD-DFL-DD2- 16 30
NonHL
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Correct responses of men and women for difference condition of

the labels
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Figure 36-Correct response of men and women for different condition of the labels
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