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Draft Concept Paper

Box 3: Possible Evaluation Design

A neutral control name that is fictitious and pretested to ensure that it makes no representations
atall (i.e., it is neutral from a promotional standpoint) should be established. This control name,
having been pretested, should be used in all research on proposed names. This methodology will
add control and continuity to studies.

Sponsors will use a different sample of respondents for each proposed name. The sample will
respond first to questions about the neutral control name, described above. Next, half of the
sample responds to the proposed name and then to an extreme control name that makes clear and
extreme representations or misrepresentations about the drug. The other half of the sample
responds to this extreme name first and then to the proposed name.

All control names, neutral and extreme, should be pretested to ensure that the name has the
desired qualities and should be used in all research on proposed names. The extreme name will
serve as a positive control to ensure that individuals can identify names that make representations
about efficacy or safety. Responses to the proposed name will be compared with responses to the
neutral control name.

This methodology will require a different sample for each proposed name, but will require fewer
individuals per study than other designs because all subjects would see the proposed name and the
two control names. In other words, this should be a within-subjects design, rather than a between-
subjects design.

The approach described in Box 3 should be especially helpful in gathering information about
how a name influences attitudes and behaviors of practicing healthcare providers. If participants
are only asked what they think about the proposed name, it will be difficult to determine how
accurately their responses reflect their actual thoughts or likely behaviors because participants
may reveal what they think they should or what they think the investigators want to hear. By
comparing the compilation of responses to the proposed name with the compilation of responses
to the control name, however, it could be determined whether the proposed name actually does
influence these thoughts and intended behaviors. This type of study could be evaluated by
looking at both the absolute percentages of participants who responded in a particular way, or by
looking at the different scores between the proposed and the control name.
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a. Design of Questions

A combination of open-ended and closed-ended questions, arranged from more general to more
specific, should be used. The coding scheme proposed to analyze open-ended questions should
be reviewed by the Centers prior to the actual coding. Questions should be designed so as to
avoid leading questions, yea-saying and other forms of bias.”* Initial questions in the study
should be asked before participants have any information about the product so that the answers
will not be influenced by knowledge of product characteristics. Subsequent questions would be
asked after receiving indication information for the product but no other identifying information.
Because many decisions about efficacy and risk are made during the IND process, the specifics
may not be known at the time the proprietary name is proposed and undergoing testing. Thus,
there should be a measure of participant response when they have only minimal information.

Examples of open-ended questions include:

e You have just learned of a new product named Fungusfree. What, if anything, does
the name Fungusfree say or suggest to you about the product?

e Now you learn that the product Fungusfree is used to sterilize injection sites before
inserting 1V needles. What does this name mean to you in this context?

Examples of closed-ended questions include:

e How likely are you to prescribe this drug product?

- Notat all likely

- Somewhat likely
- Moderately likely
- Very likely

e Onascale from 1 to 5 where 1 equals Strongly Disagree and 5 equals Strongly Agree,
please indicate your agreement or disagreement with the following statement:

This name makes superiority claims over other products with the same indication.
b. Sampling
Note: these are general comments. A statistician should be consulted before making definitive
determinations about sample size and sampling design. The size of the sample should be

adequate to detect differences. The sample should represent the relevant prescribing population
and be generalizable to this population. In addition, applicants should also consider testing a

16 For a brief discussion of questionnaire bias in label comprehension studies, see Morris, L.A., Lechter, K.,
Weintraub, M., and Bowen, D. (1998). Comprehension testing for OTC drug labels: Goals, methods, target
population, and testing environment. Journal of Public Policy and Marketing, 17(1), 86-96.
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sample of consumers. Although this group does not have prescribing authority, consumers
should and do participate actively in treatment decisions. The product name may play a role here
through direct-to-consumer (DTC) advertising.

C. Research Methodology

Please note that all research methodology used to support a proposed proprietary name should
include the product profile provided to study participants, the complete survey questionnaire,
complete results (both positive and negative), as well as any other information given to the study
participants regarding the drug approval process and the regulations regarding proprietary names.

V. WHAT WILL THE CENTERS CONSIDER WHEN EVALUATING PILOT
SUBMISSIONS?

This section describes the kinds of things the Centers will consider as they review manufacturers'
submissions as part of the pilot program. The Centers are interested in manufacturer input on
these considerations.

A. Standards

The ultimate goal of FDA's safety review is avoiding medication errors. The Centers will
evaluate the safety and promotional implications of a name under the pilot program using the
same methods they currently use as part of their evaluation of proposed proprietary names. If a
proprietary name demonstrates vulnerability to confusion in the testing stage, the Centers will
not recommend its approval for use in the market and will request the applicant propose an
alternate name for evaluation. From public health and regulatory perspectives, there is no
acceptable background rate for a preventable adverse drug event resulting from a medication
error due to name confusion. Any preventable risk of error that can be identified prior to drug
approval should be addressed. The Centers will examine both the process used and the reasoning
and conclusions reached in an applicant’s determination that the name it puts forth is both safe
and promotionally acceptable.

B. Assessing Adequacy of the Testing

Under the pilot program, the Centers will assess the adequacy of the data submitted to support
the safety and promotional analysis. We will also identify medication error safety concerns that
will need attention prior to approval. Because the Centers will also evaluate the safety and
promotional aspects of the proposed name using our traditional proposed drug name review, we
intend to evaluate and document the differences in the data, findings, and conclusions between
the Centers' and applicant’s analyses and reviews.

Specifically, we plan to consider the following in our evaluation:

1. Did the applicant screen the proposed name with regard to the common errors listed
previously (Box 1) to ensure acceptability for testing?
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Did the applicant include a statement confirming that the proposed name does not
contain a USAN stem; was the date of the search included?

Did the applicant conduct a thorough database search to identify existing similar names,
using, at a minimum, those publicly available databases described in Appendix A? Was
the search methodology adequately described, and were all resulting similar names
documented?

Did the applicant use appropriate computational methods to identify additional look-
alike and sound-alike names? Were the parameters adequately described?

Did the applicant consider all available medication error data related to the proposed
proprietary name (e.g. for products with the same active ingredient marketed
domestically or internationally)?

Did the applicant conduct a name simulation study that reflected all relevant real-use
conditions (e.g., inpatient/outpatient, written/verbal)? Were all resulting qualitative and
quantitative data from the simulation provided in addition to a clear description of the
testing protocol? Was the appropriate range of practitioners included in the testing?

Was the composition of the FMEA team appropriate with respect to the number of
people, healthcare expertise, and medication error experience? Was the FMEA analysis
thorough and well-structured (e.g., were all relevant failure modes and associated effects
identified, did the analysis consider all potential practice use settings, were product
characteristics beyond the proprietary name considered)?

Were new testing methods used and were these adequately described and documented?

At the end of the pilot, FDA will evaluate the results to determine whether the model of industry
conducting reviews, submitting the results to FDA, and FDA reviewing the data would be a
better model than FDA conducting de novo reviews of proprietary names.

C.

Increasing transparency

Although one objective of the pilot program is to increase transparency of the name evaluation
and FDA review processes, in some cases the Centers have access to information that is not
publicly available to applicants. The Centers will communicate with the applicant to the greatest
extent possible to describe the nature of this information. Some examples include:

Whether other names are in the Centers’ review pipeline that are not in the public domain
and that, in the Centers’ view, may cause confusion or possible medication error. The
Centers’ will not release proprietary names of other applicants that are not already in the
public domain.

Whether there was postmarket experience or error risks that the applicant may have
overlooked or to which the applicant did not have access.
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APPENDIX A: COMPUTERIZED RESOURCES
In most cases, the computerized resources listed here are publicly available.
Adverse Events Reporting System (AERS)

AERS is a database application in CDER that contains adverse event reports for approved drug
products and therapeutic biologics. Healthcare professionals and consumers are encouraged to
voluntarily report possible errors to the FDA. The main utility of such a spontaneous reporting
system is to identify potential postmarket safety issues. There are inherent limitations to this
system, however. For example, there is underreporting and duplicate reporting; information
received may be incomplete; for any given report, there is no certainty that the reported suspect
product(s) caused the reported adverse event(s); and raw counts from AERS cannot be used to
calculate incidence rates or estimates of drug risk for a particular product or used for comparing
risk between products.

Vaccine Adverse Event Reporting System (VAERS)

VAERS is a cooperative program for vaccine safety of the Centers for Disease Control and
Prevention (CDC) and FDA. VAERS is a postmarket safety surveillance program, collecting
information about adverse events that occur after the administration of U.S. licensed vaccines.
The VAERS Web site provides a nationwide mechanism by which adverse events following
immunization can be reported, analyzed, and made available to the public. The VAERS Web site
also provides a vehicle for disseminating vaccine safety-related information to parents/guardians,
healthcare providers, vaccine manufacturers, state vaccine programs, and other constituencies.
The majority of VAERS reports are sent in by vaccine manufacturers and healthcare
practitioners. However, these data are subject to limitations such as underreporting,
simultaneous administration of multiple vaccine antigens (making it difficult to know to which
of the vaccines, if any, the event might be attributed), reporting bias, and lack of incidence rates
in unvaccinated comparison groups. When evaluating data from VAERS, it is important to note
that for any reported event, no cause and effect relationship has been established. The report of
an adverse event to VAERS is not documentation that a vaccine caused the event.

Micromedex Integrated Index

This reference contains a variety of databases covering pharmacology, therapeutics, toxicology,
and diagnostics. This information will be useful for naming because it contains a large number
of product names marketed both domestically and abroad.

Phonetic and Orthographic Computer Analysis (POCA)

This system was designed by the FDA. As part of the name similarity assessment, proposed
names are evaluated via a phonetic/orthographic algorithm. The proposed proprietary name is
converted into its phonemic representation before it runs through the phonetic algorithm.
Likewise, an orthographic algorithm exists that operates in a similar fashion. This product will
be publicly assessable by the end of FY 2008.
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Drug Facts and Comparisons, online version, St. Louis, MO

Drug Facts and Comparisons, a part of Wolters Kluwer Health, is a compendium developed for
health professionals. The compendium is organized by therapeutic class; contains monographs
on prescription and nonprescription products, with charts comparing similar products.
(http://online.factsandcomparisons.com/index.aspx?)

Drugs@FDA

Drugs@FDA is an FDA Web site that contains most of the drug products approved in the United
States since 1939. The majority of labels, approval letters, reviews, and other information are
available for drug products approved from 1998 to the present. Drugs@FDA contains official
information about FDA-approved brand name and generic drugs and therapeutic biological
products prescription and over-the-counter human drugs and therapeutic biologicals, and
discontinued drugs (http://www.fda.gov).

CBER Products

The CBER Products Web site contains most of the biologic products currently regulated by
CBER. Many of the labels, approval letters, reviews, and other information are available for
products approved from 1996 to the present. (http://www.fda.gov/cber/products.htm)

Electronic online version of the FDA Orange Book

This Web site provides a compilation of approved drug products with therapeutic equivalence
evaluations. (http://www.fda.gov/cder/ob/default.htm)

United States Patent and Trademark Office

This website provides information regarding patent and trademarks. (http://www.uspto.gov)

Clinical Pharmacology Online

This resource, provided by Thomson & Thomson’s SAEGIS ™ Online Service, contains full
monographs for the most common drugs in clinical use, plus mini monographs covering
investigational, less common, combination, nutraceutical and nutritional products. It provides a
keyword search engine. (www.thomson-thomson.com)

The Pharma In-Use Search Database

This database contains more than 400,000 unique pharmaceutical trademarks and trade names
that are used in about 50 countries worldwide. The data are provided under license by IMS
HEALTH.

Natural Medicines Comprehensive Databases
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This Web site contains up-to-date clinical data on the natural medicines, herbal medicines, and
dietary supplements used in the western world. (http://www.naturaldatabase.com)

Stat!Ref

STATIREef, is a subscription-based, online medical reference library that contains full-text
information from approximately 30 texts, including tables and references. Among the database
titles are: Handbook of Adverse Drug Interactions, Rudolph’s Pediatrics, Basic Clinical
Pharmacology and Dictionary of Medical Acronyms Abbreviations.
(http://www.statref.com)

USAN Stems

The USAN Council (tri-sponsored by the American Medical Association (AMA), the United
States Pharmacopeial Convention (USP), and the American Pharmacists Association (APhA),
aims for global standardization and unification of drug nomenclature and related rules to ensure
that drug information is communicated accurately and unambiguously, working closely with
the International Nonproprietary Name (INN) Programme of the World Health Organization
(WHO), and various national nomenclature groups. This Web site, managed by the AMA,
contains lists of all of the recognized USAN stems.
(http://www.ama-assn.org/ama/pub/category/4782.html)

Red Book Pharmacy’s Fundamental Reference

This reference contains prices and product information for prescription, over-the-counter drugs,
medical devices, and accessories.

Medical Abbreviations Book

Various references on this topic are available. These references contain commonly-used medical
abbreviations and their definitions.
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APPENDIX B: PROPOSED TEMPLATE FOR APILOT PROGRAM
SUBMISSION

1. Table of Contents
. Executive Summary

Provide a summary of the overall findings of the proprietary name review including
the rational as to why the name is acceptable.

1. Introduction
a. ldentify the primary and alternate proprietary name(s).

b. Provide the information required for the Center’s traditional name review and/or
provide the container label, carton labeling, and professional insert in an
Appendix.

IV.  Safety Review
a. Preliminary Screening

Describe the methods used and considerations given to the proprietary name in
the prescreening process. If a proposed name fails the preliminary screening and
is submitted to the Centers for evaluation, describe the rational for pursuing the
name.

b. USAN Stem Search

Include a statement that indicates the name(s) does not contain a USAN stem
along with the date on which this information was searched on the USAN list.

c. Orthographic and Phonetic Similarities

Describe the search methodology employed, resources searched, and pooled
results with source citations. Also provide full product characteristics of each
name identified as a possible source of confusion with the proposed name.

d. Computational Methods

Provide the following information on the computational method(s) used:

o Parameters used for testing threshold; and
e Testing output.

e. Medication Error Data
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If your proposed product contains an active ingredient that is marketed
domestically or abroad, all available information relevant to medication error
cases associated with that active ingredient should be identified and submitted to
the Centers. Relevant information would include any error reports related to the
product nomenclature, active ingredient, package, and/or the label and labeling.
This information should be identified and reported to the Centers in line listings
with a narrative as described in Box 1 below.

Format for Submitting Relevant Information

e The Centers recommend that applicants submit a line listing and narratives of the medication
error case reports identified in the postmarket period for marketed products with the same active
ingredient as the product under review.

e The applicant should cite the source of the report along with any analysis conducted by the
applicant. Applicants should submit the full text of any article published on medication errors
associated with the product.

e Applicants should also categorize these errors by type (e.g., incorrect product, incorrect route of
administration) using the NCC MERP taxonomy.

e Applicants should review these cases to identify factors that contributed to the medication errors
and to ascertain whether these risks apply to the proposed proprietary product name. All
medication error data should be integrated into the FMEA.

f. Name Simulation Studies

Describe all methodology associated with the simulation study including but not
limited to how participants were chosen and the composition and qualifications of
participants.

g. Failure Mode and Effects Analysis

Provide the relevant information to demonstrate that the name will not lead to
confusion. Describe the methods associated with the FMEA (how the team was
chosen, the composition of the team, qualification of its members, the failure
modes identified, and any proposed risk mitigation strategies).

V. Promotional Review

Describe all research methodology used to support a proposed proprietary name
including the product profile provided to the study participants, the complete survey
questionnaire, complete results (both positive and negative), as well as any other
information given to the study participants regarding the drug approval process and
the regulations regarding proprietary names.

VI.  Alternative Methods
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If the methods used to assess the proposed proprietary name deviate from the process
outlined in the formally-issued concept paper submit the rational for deviation, a full
description of the methods, and all data generated and any analysis of this data from

the alternative test method(s).
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