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P-R-0-C-E-E-D-1-N-G-S
(7:58 a.m.)

MODERATOR TOIGO: Good morning.
My name is Terry Toigo and | serve as CDER"s
associate director for drug safety
operations. I welcome you to this public
workshop to discuss risk evaluation and
mitigation strategies, or REMS, assessments:
social science methodologies to assess goals
related to knowledge.

As you can see from the agenda, we
have a very full day. We have two very large
panels to address six challenging topics. We
have 15 speakers i1n our open public session,
and we have a few presentations by FDA and
industry representatives to provide some
context for our discussions today.

Dr. Shibuya will 1introduce our
panel members at the start of each of the two
panels and our speakers will be available to
answer clarifying questions at the beginning
of the panel sessions, as opposed to after

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

theilr presentations.

A few housekeeping details before
I turn the podium over to Dr. Claudia Manzo,
our first speaker.

For the record, we didn"t receive
any requests for accommodations due to
disability for this meeting, so that"s taken
care of.

I ask everyone to silence their
cell phones, your BlackBerrys or other
devices i1f you haven*t already done so.

For our panel members, please
remember to turn on the microphones and speak
into the microphones every time you are
recognized to speak, and then turn them off
when you are not speaking. This will take a
whille for us to get used to, but that"s the
way 1t works.

We are transcribing the meeting so
it would be helpful to the transcriber and
also to members of the audience i1f you state
your name before you begin to speak.
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We ask that all of the attendees
sign 1In at the registration table at the
front. Open public session speakers need to
sign iIn at the speaker registration table,
and 1T you have not checked In at the meeting
registration desk and you are signed iIn to
speak, please do so. That way we can make
sure we have everybody and we have the
timing, and we get through -- smoothly
through the open session. And alternatively,
iIT you choose not to speak but you still want
to make sure your comments are heard, we have
the docket open until July 7.

Agendas, i1f you didn"t already get
them, are available at the registration
tables, and all of the other materials will
be available on the FDA website, the meeting
link, you can get the other materials from
the meeting.

Karen Mahoney from CDER"s office
of communication will be the press contact if
there®"s anyone interested, and Karen 1s 1in
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the back waving her hand over there. So if
you need Karen she is there for you.

The slide presentations for all
the speakers will be posted on the FDA
website with the meeting announcement.
Transcripts of the meeting will be available
about 30 days after the meeting, and details
on how to access the transcript are available
at the bottom of the agenda.

Again, the docket i1s open to July
7 fTor feedback, and that 1i1ncludes panel
members. We have a lot of people and we
recognize that we are not going to get
everybody, everything they want to say, but
we think 1t"s important that we hear what you
have got to say, and that"s the purpose of
the docket, that the docket comments are
publicly available, and we review those
comments, and we use them, so It"s not just
this meeting, i1t i1s the docket. So, panel
members, 1f you don"t get a chance to say
something really important, that docket 1is
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available for you.

Now, the housekeeping. The
restrooms are available outside the
conference room i1n the back of the Ilobby.
You go to the exit up the hallway. Before
your exit, you turn right and then you go
straight to the end of the hallway and they
are on either side.

We will have a 15-minute break
around 9:30, and then in the afternoon,
around 2:00. Lunch will be at 12:30,
hopefully 111 keep things on time. Coffee
and tea will be available for sale during the
breaks, and lunch will also be available
here. You can Jleave the building, but
chances are you are not going to get back in
an hour.

And a Tinal housekeeping detail,
your TfTeedback about this meeting i1s really
important to us, and that"s the positive and
the negative feedback, because what you tell
us will help us plan future meetings. So you
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can see me, Or you can see any one of the FDA
staff, or you can email me after the meeting
as to what you think went well and what
didn"t, and that"s theresa.toigo@fda.hhs.gov.

So we welcome your feedback. And
now we will begin our Tirst presentation.
Claudia Manzo i1s our TfTirst speaker. She 1is
the Director at the Division of Risk
Management in the Office of Surveillance and
Epidemiology and the Center for Drug
Evaluation and Research, and she i1s going to
give us some brief comments to Kkind of
provide context for the day®"s discussion.
So, Claudia, welcome.

DIRECTOR MANZO: Good morning and
welcome to all the panel members and the
audience. Since the approval of REMS 1n
2007, FDA has been interested in obtaining
feedback from our stakeholders about the
implementation and the evaluation of REMS.

In July 2010, FDA held a meeting
to obtain 11nput on 1issues and challenges
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associated with the development and
implementation of REMS.

One of those sessions focused on
the evaluation of REMS and the use of surveys
to assess patient and healthcare provider
understanding of the serious risks of a drug,
and how to use the drug safely.

At that meeting, we heard that
surveys are considered the standard method to
assess knowledge, but do not necessarily
inform behavior.

Since the 2010 public meeting, FDA
has galned extensive experience reviewing
survey methodologies and instruments, as well
as the results of surveys that have been
conducted as part of an assessment of a REMS.

We are interested in sharing our
experience and continuing the discussion
about the use of surveys as an assessment
tool. In addition, we would like to discuss
other options for assessing knowledge.

There are fTive objectives of this
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meeting. The Tfirst is to initiate dialogue
and information sharing about survey
methodologies and Instruments used to
evaluate patients®”™ and healthcare providers”
knowledge about the risks of certain drugs.

Next, we would like to share our
current experience regarding surveys as a
component of the REMS assessment plans. We
want to obtain information that could be used
to develop standard methods for evaluating
patient and provider knowledge, and Tfourth,
to discuss alternative methodologies to
assess knowledge.

And Tfinally we would like to
discuss the use of surveys as a tool to
assess patient and provider behavior changes,
burden on the healthcare system and patient
access to the drug under a REMS.

Today®"s panelists including the
following experts: social science
professionals, particularly those with survey
design and analysis expertise; health
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communication and health literacy experts;
statisticians; pharmaceutical industry
representatives; and representatives from
other government agencies that conduct
national surveys.

The 1nput we receive Trom the
panel may be used to develop guidance for
industry describing Dbest practices for
conducting an assessment of patient and
provider knowledge about a drug®"s risks.

This morning, during panel 1,
there will be two FDA presentations. Dr.
Mary Willy will present an overview of REMS,
and Dr. Robert Shibuya will present a summary
of FDA"s experience with surveys and
assessment  tools, including identifying
challenges.

Drs. William Holmes and Meredith
Smith will follow with presentations that
summarize industry response and comments on
survey methodologies. We will spend the next
few hours discussing a series of survey-
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related questions.

In the afternoon, panel 2 will
discuss -- there will be a short introduction
by Dr. Shibuya and then a panel discussion
about alternatives to surveys and options for
utilizing surveys to assess other REMS-
related i1nformation, such as burden on the
healthcare system and on patient access.
Thank you.

MODERATOR  TOIGO: Thank you,
Claudia. And now Dr. Mary Willy will give a
brief presentation on REMS assessments and
Dr. Willy 1s associate director of the
Division of Risk Management in the Office of
Surveillance and Epidemiology in CDER.
Welcome, Dr. Willy.

ASSOCIATE DIRECTOR WILLY: Good
morning. As part of the introduction to this
workshop, | am going to provide a very short
overview of the FDA"s current risk management
authorities.

And just as a little background,
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the risk management of drugs at FDA i1s not a
new effort. The REMS provision of the 2007
Food and Drug Administration Amendments Act,
which 1s often referred to as FDAAA, were
based on the 1992 restricted distribution
regulation, and the 2005 guidance for
industry on the development and use of risk
minimization action plans.

In March 2008, FDAAA took effect,
and 1t gave FDA a new series of authorities,
including the ability to require sponsors to
develop and comply with risk evaluation and
mitigation strategies, also called REMS.

A REMS 1s a required risk
management plan, as specified under FDAAA,
and 1t goes beyond routine professional
labeling to ensure the benefits of a drug
outweigh the risks.

The FDA can require a REMS at the
time that drug is approved, and a REMS can
also be required after approval i1f there is
new safety information. And 1t"s good to
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remember that the FDA"s authority i1s over the
sponsor, and not the healthcare
professionals.

So the REMS can include a number
of elements and 1 will describe them iIn more
detail shortly, but just to give you the
list, they can include: a Medication Guide or
Patient Package Insert; a communication plan;
elements to assure safe use, what we often
refer to as ETASU; an implementation system;
and a timetable for submission of
assessments.

The FDA determines the final
elements that are going to be part of a REMS
after considering the magnitude of the risk

and the tools that might be used to manage

that risk.

So 1°Il go over these different
elements. The Medication Guide 1s a
patient-friendly instrument that iIs

distributed with the drug. After passage of
FDAAA, drugs that were approved with a
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Medication Guide were required to have a
REMS. In November of 2011, the FDA published
a fTinal guidance and that guidance limited
the number of REMS that would require a
Medication Guide as we moved forward.

A communication plan is another
REMS element, and communication plans include
drug 1nformation that will be wused by
healthcare providers. Communication plans
usually include a Dear Healthcare
Professional letter, but they can also
include information for professional
organizations or societies.

The elements to assure safe use,
there can be a number of them In this section
and 1°11 go through them briefly. First of
all, there <can be a requirement that
healthcare providers who prescribe the drug
have certain training or that they are
specially certified.

There can be a requirement that
pharmacies and practitioners or healthcare
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settings that dispense the drug are also
certified.

The drug may be required to be
dispensed i1n certain healthcare settings,
like hospitals. The drug may be dispensed to
patients with evidence of safe-use
conditions, such as a certain enrollment or
the patient signing a certain form.

There may be a requirement that
patients undergo certain monitoring, such as
liver enzyme monitoring or pregnancy testing,
and there may be a requirement that the
patients enroll In a registry.

An implementation system may be
required 1T there are certain elements i1n the
REMS, particularly i1f there 1s a requirement
for certification of pharmacies and
hospitals, 1T there"s a limitation to the use
of certain healthcare settings, 1If there®s a
requirement for safe use conditions.

The i1mplementation system is put
in place to monitor that these elements are
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actually implemented, and 1f there are
problems to develop strategies to improve.

So, when a drug is approved, there
IS an expectation, a requirement that an
assessment i1s done, and it"s usually -- and
It"s submitted at 18 months, three years and
seven years, but i1t can be more frequent.

The details of the assessments are
included iIn the approval letter. The
assessment plan that describes the methods
and the rationale for the different metrics
i1s Included 1n the supporting document.

So, an assessment plan, when
there®s a Medication Guide, will include the
assessment that evaluates the patients”
understanding of serious risks.

Since the Medication Guide can
include a fair amount of information, we
recommend that the sponsors focus on the
section of the Medication Guide that 1is
titled, "What S the most important
information 1 should know?"
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The sponsors are asked to submit
the proposed methodology for the surveys, and
they can submit them at any time, but
generally we ask that they submit them at
least 90 days Dbefore conducting the
evaluation so that the social scientists iIn
our office can review them.

Since the communication plan can
include education for prescribers,
assessments of REMS with communication plans
usually includes an evaluation of those
efforts.

And the assessment of a REMS that
includes elements to assure safe use will
include many more metrics, because they are
more complicated REMS, and often a good part
of the assessment 1is metrics about the
process.

But 1n addition, because there"s
education 1involved, evaluation of knowledge
of the patients and/or prescribers is part of
that assessment.
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This 1s a very busy slide and it
just summarizes the activity we have had
around REMS since approval in 2008. So we
have approved 200 individual REMS, 125 of
those REMS were what we called Med Guide-only
and that means that they were REMS that only
had a Medication Guide and no other element.

Because of that 2001 guidance that
I have referred to, 105 of those REMS have
been released. And so at this time we have
86 approved REMS that are currently active,
and nearly half of those are REMS that have
elements to assure safe use.

I do want to note that, for those
of you who are not familiar with the word or
the term "Deemed REMS,"™ those are programs
that were actually in place before FDAAA and
are being transferred into the new system.
We also have two single shared systems, and
these are programs that include multiple
Sponsors.

And that®"s my summary. [ hope you
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find 1t helpful. Thank you.
MODERATOR TOIGO: Thank you, Mary.
For our final scheduled presentation, we are
going to hear from two representatives from
the -- actually, Rob 1s going to go before
them. Rob 1s going to provide the overview
of both of the panels for today, starting
just with panel 1 this morning, panel 2 this
afternoon.

DEPUTY DIRECTOR SHIBUYA: Good
morning and welcome to the FDA. 1°d like to
start by asking the panelists -- 1°d like to
actually start by thanking the panelists for
their willingness to participate this
morning, and 1°d like to start by asking the
panelists to introduce themselves, maybe
starting at my 12 o"clock.

In the iInterests of time, please
limit yourself to just your name and your
institution.

PANEL MEMBER BEATTY: Paul Beatty,
National Center for Health Statistics.
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PANEL MEMBER  CANTOR: David
Cantor, Westat and JPSM, Joint Program for
Survey Methodology.

PANEL MEMBER CHOWDHURY: Sadeq
Chowdhury from Agency for Healthcare Research
and Quality.

PANEL MEMBER ELLENBERG: Good
morning, Jonas Ellenberg from the University
of Pennsylvania.

PANEL MEMBER FAY: Bob Fay, Westat
and  JPSM, University of Maryland and
Michigan.

PANEL MEMBER GILSENAN: Hello,
Alicia Gilsenan from RTI Health Solutions.

PANEL MEMBER GUPTA: Hi, Sanjay
Gupta from Darichi Sankyo.

PANEL MEMBER HOLMES: William
Holmes from AstraZeneca Pharmaceuticals.

PANEL MEMBER HORNBUCKLE: Good
morning. Ken Hornbuckle from ElT Lilly and
Company.

PANEL MEMBER  LAVANGE: Lisa
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LaVange, director of Office of Biostatistics
in CDER.

PANEL MEMBER MATTHEW LEE: Good
morning. Matthew Lee from Lundbeck.

DR. 1ZEM: Good morning. Rima
Izem from the Office of Biostatistics at
CDER.

MR. GORDON: Brian Gordon from
Division of Risk Management.

ASSOCIATE DIRECTOR WILLY: Mary
Willy.

DIRECTOR MANZO: Claudia Manzo,
Division of Risk Management.

MODERATOR TOIGO: Terry Toigo,
associate director for Drug Safety Operations
in CDER.

DR. AUTH: Doris Auth, Division of
Risk Management.

PANEL MEMBER  WILLIS: Gordon
Willis, National Cancer Institute.

PANEL MEMBER STEMHAGEN: Annette
Stemhagen, United BioSource Corporation.
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PANEL MEMBER SMYTH: Jolene Smyth,
University of Nebraska-Lincoln®s survey
research and methodology program.

PANEL MEMBER SMITH: Meredith
Smith, Abbott Laboratories.

PANEL MEMBER  SLEATH: Betsy
Sleath, University of North Carolina, Chapel
Hill.

PANEL MEMBER  SHIFFMAN: Saul
Shiffman, University of Pittsburgh and Pinney
Associates.

PANEL MEMBER RAGHUNATHAN :
Trivellore Raghunathan, University of
Michigan and also at Joint Program In Survey
Methodology at the University of Maryland.

PANEL MEMBER PETERSON: Janet
Peterson, Janssen Pharmaceuticals.

PANEL MEMBER OSTROVE: Nancy
Ostrove, ex-risk communication staff, FDA,
currently myself.

PANEL MEMBER MORRIS: Lou Morris,
LAMA.
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PANEL MEMBER LEMESHOW: Stan
Lemeshow, Ohio State University.

PANEL MEMBER SUNGHEE LEE: Sunghee
Lee, University of Michigan and also at JPSM.

DEPUTY DIRECTOR SHIBUYA: Okay, so
again, good morning. In this presentation, |
will provide an introduction to panel 1,
entitled "Surveys to Assess Knowledge."

I1"d like to make two key points to
start. First, in this panel, we do
presuppose that surveys are a reasonable
method to assess knowledge In the context of
REMS.

I note that we have not yet
published guidance i1n this area. We have
identified 1issues that | will describe
shortly as we have received and reviewed
surveys submitted as part of REMS
assessments. We now wish to hear a
discussion of how to address the issues
identified from this expert panel.

I am going to cover the following
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topics. 11l charge panel 1 with discussing
certain 1issues related to these surveys.
I1"1l1 show examples of Ilanguage typically
appearing in approval letters, the result of
which 1s a survey of patients or prescribers.

I will then provide a qualitative
description of what we have observed i1n the
surveys submitted to date.

In describing what we have seen, |1
will expand on some observations that have
led to questions and concerns about these
surveys. Last, 11l be available to answer
clarifying questions.

The goal of panel 1 is -- and 1711
just read 1t -- to provide 1nput regarding
specific, Teasible strategies to 1i1mprove
surveys that are submitted to assess the
educational components of REMS.

We will ask you to discuss the
following six 1tems: survey endpoints,
threshold for success, survey participant
recruitment, sample size, question design and
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process iIssues.

This slide contains deidentified
but otherwise verbatim language from a REMS,
and that"s for the goals. And from an
approval letter, and that"s from the part
that pertains to the requirement for the
assessment for a certain -- a deidentified
drug.

And as you can see, I"m just going
to read the first goal, because the second
reads identically. The goal 1i1s to i1nform
healthcare providers about the risks
associated with a certain drug.

And then the required assessments
reads, 'Evaluation of healthcare providers”
understanding and patients® understanding of
the risks of the drug."

The next part of the talk involves
a summary of what we observed In our reviews
of surveys. As you can see, we received our
first assessment over three years ago 1in
September of 2008, and as of a cutoff at the
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end of December of 2011, we have received 144
assessments with surveys.

You can see about 55 were
Medication Guide-only, and 56 were other,
which were predominantly REMS that included
ETASU, and many of those had serial
assessments or multiple surveys on the same
product, and then the balance of them were a
combination of Medication Guide and
communication REMS.

The next two slides summarize
qualitative observations we have made about
the surveys we have received to-date. We
will be asking you to discuss each of the
topics on this slide.

So to start out with, we note that
in general, the surveys do not contain pre-
specified -- any sort of rigorous, pre-
specified statistical analysis, or there 1is
no formal hypothesis testing.

Most of these surveys are not
piloted or pre-tested. The surveys almost
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universally use convenience samples that we
define as really what"s most feasible for the
investigator. The most common prescriber
recruitment strategy i1s to use a pharmacy --
typically a pharmacy service or an audit
service to i1dentify prescribers and then to
mail the letter iInviting them to participate
In the survey.

With regard to recruiting
patients, sponsors typically, again, use some
sort of pharmacy system to identify patients
who could be eligible for the survey, or when
It"s not -- when i1t doesn"t go -- when the
drug i1s not distributed through a pharmacy,
sometimes they"ll ask the healthcare provider
to 1dentify and invite the patient.

This slide contains a listing of
information generally collected In surveys.
You"ll not specifically be asked about these
items, but the data collected 1include
obviously questions about the knowledge of
risks, patient or prescriber demographics,

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

33

33

how long the patient has been on the drug or
how long the prescriber has been prescribing
drug.

And then there are required
metrics pertaining to Medication Guide
distribution. Does the patient remember
getting the guide, where did they get i1t, did
somebody offer to explain the Medication
Guide to them.

You are going to be asked -- this
slide contains a description of the endpoint
normally used In these surveys. This will
also be a discussion question.

And so the endpoint most commonly
used we call the knowledge rate, although we
acknowledge there is not a time component of
this. But the typical endpoint i1s basically
the results -- the number of respondents who
answered correctly over the number of
respondents who answered the question, and
that"s expressed as a percentage.

111 also note that some surveys
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use a composite scoring system, where they
ask a risk concept in multiple different
ways, and 1In order to be considered a
successful sort of responder you need to
typically answer three out of four or four
out of Tfour, or some proportion over 50
percent correct.

You are going to be asked to
discuss thresholds from which one could
conclude that the desired knowledge was
adequate 1n the population.

So we have observed that the
general definition, to paraphrase 1t, is sort
of here: 1t"s the proportion of respondents
responding correctly, which, 1i1f met or
exceeded, would support a conclusion that the
desired knowledge was adequate.

The minority of surveys do specify
a threshold, but 1 will say that it"s pretty
consistent that when they do, 80 percent is
the normal threshold selected.

An 1mportant issue that we"ll ask
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you to discuss regards sample
representativeness. We have some evidence

that the person surveyed may not be
representative of the population of Interest.

In 2010, we conducted a small
pilot study to assess this question. As this
slide 1iIndicates, the [Ilimited amount of
demographic information it surveys was
compared to patient and prescriber
information from the Physician Drug and
Diagnosis Audit and differences 1n the
characteristics were assessed.

Briefly, again, this was a small
pilot study, and consisted of data from seven
patient surveys and two HCP surveys. Five of
the patient surveys and both HCP surveys

showed differences between the population and

PDDA data.

These data must be iInterpreted
with extreme caution. As noted here, the
survey had -- the study had a number of

limitations, and 1"ve noted them here.
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At the time the study was
conducted, the FDAAA had been i1n place for a
very short time and we really had a very
small number of surveys to work with.

Many of the metrics of iInterest to
look at generalizability are really not
captured. Those are things like 1ncome,
education, and health literacy.

The demographic patterns  for
products with low use may not be
generalizable, and, again, the level of
detail of the demographic information
collected was variable.

Another topic for discussion will
be sample size. As this slide shows, some
surveys have completed very few participants,
as few as eight for patients and four for
prescribers.

As shown in the slide, the reason

usually given for low sample size i1s small
patient and prescriber populations. I will
note, though, that not infrequently the

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

37

37

methodology will specify a target sample
size, usually around 300 or 400.

Sometimes that target sample size
IS not met. Most methodologies use the
following rationale to estimate sample size,
and since I a not a statistician, | will just
read 1t.

It says 1i1t"s Dbased on the
precision of knowledge rate estimate. Common
assumptions are: margin of error of six
percent, confidence level of 95 percent and
knowledge rate of 50 percent.

We"lIl also be asking you to
comment on the question type used.
Generally, sponsors use the true, false and I
don®"t know question form. That®"s, 1 think,
Iin the vast majority of questions.

The other used question form 1is
multiple choice, both the single best answer
and -- or choose the best one amongst -- or
choose all applicable answers.

And 1711 note that 1t"s really a
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very small number of surveys have used
clinical vignettes as part of a question.

I have a few other observations to
make prior to opening 1t Tfor clarifying
questions. First, there 1i1s the obvious
potential for confounders, such as the fact
that -- confounders, such as the level of
difficulty of questions, the lag time --
frequently 1t"s not particularly known what
the lag time was between when the i1ndividual
was messaged and when they were surveyed,
also sort of the difficulty of the concepts
to be conveyed.

Again, I*1l note that not all
surveys are pre-tested. It really seems to
be the minority are, which Jleads to
difficulty iInterpreting the results at times.

And then last, as 1 said there,
because healthcare providers and patients
obtain information from different sources,
the contribution of REMS cannot be clearly
determined.
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And with that, 1 -- Terry, 1 don"t
know 1f you want to wait for questions until
after the industry presentation or --

MODERATOR TOIGO: I thought we
were going to do the clarifying questions at

the beginning of the panel, unless there is a

question that really needs to be -- Rob needs
to address now. So 1t looks Ilike Dr.
Ellenberg.

PANEL MEMBER  ELLENBERG: In

reviewing the materials that you sent, 1iIn
terms of what the REMS look like for each
class or each 1individual drug, and 1iIn
listening to your comments just now, one of
the questions, clarifying questions, that
arises, at least for me, iIs whether or not
you are looking for advice 1n terms of
assessing an approved, single REMS document,
and how 1t"s actually heard and listened to,
or are you looking for advice iIn terms of,
not only the questions you have raised, but

in terms of looking at alternatives to the
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document that i1s the official REMS, looking
at alternative ways of asking the questions?

For example, do you want to get
advice fTor us on whether a TfTive-question
survey to assess the REMS document as a
communication tool 1s better than a 10-
question survey?

DEPUTY DIRECTOR SHIBUYA: So 1
think you -- there are several questions 1in
there. The Tfirst question is the -- you
talked about alternatives, and that really 1is
the subject of panel 2.

So there"s a lot to cover, so
that"s why we kind of would like to make a
clear distinction between panel 1 and panel
2. So for panel 1, we are really looking for
-- 1 know we sent you the examples, but that
was just to give you a sense of what we are
seeing. Generalizable -- 1 would say
generalizable comments about how to iImprove
these surveys and how to address the issues
that we have i1dentified is really what we are
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looking for from you today, this morning.
Does that answer the question?

PANEL MEMBER ELLENBERG: Yes, it
does. Thank you.

MODERATOR TOIGO: Looks like that"s 1t
for the clarifying questions, Rob.

Okay, so our list presenters for
this morning or for this session will be Dr.
Willitam Holmes from AstraZeneca and Dr.
Meredith Smith from Abbott Laboratories, and
they are going to talk about the iIndustry
experience In using surveys to date.

And then, as 1 mentioned, we will
have other industry perspectives that will be
provided during the open public session
later. Dr. Holmes.

PANEL MEMBER HOLMES: Good morning
and thank you. I am William Holmes from
AstraZeneca and i1t"s a pleasure to be here
today. Dr. Meredith Smith and 1 will be
presenting on behalf of those listed on the
bottom of the slide here, i1n which we are
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going to be discussing industry experience 1in
using surveys to assess REMS 1i1mpact on
knowledge, and i1n particular, describing some
learnings we have drawn from that experience.

On behalf of all of us on the
panel here today representing industry, I
would like to thank the FDA for arranging
this public workshop and for inviting us to
participate as 1i1ndustry representatives on
the panel.

My colleagues and 1 would also
like to acknowledge FDA"s response to
stakeholder feedback through enforcing
Medication Guides outside of REMS and for
focusing efforts to Improve communication to
patients through patient-centered
initiatives, such as the effort to
standardize patient medication information.

We"d also like to make a
disclaimer: specifically, that the content of
this slide presentation represents the
collective opinions and experiences of the
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individuals chosen by PhRMA to serve on this
panel. It does not represent the views of
any particular organization or pharmaceutical
company .

Over the next 20 or so minutes, we
will start by briefly affirming the value of
knowledge surveys, then we will follow with a
number of slides discussing methodological
challenges of using surveys to assess
knowledge, including questions about whether
knowledge 1s the only or most appropriate
outcome of these assessments, concerns about
the psychometric rigor of these assessments,
as well as what other data collections might
be wused and some other research design
iIssues, as well, before we make some
concluding remarks, and then we will finish
with other panel members representing
industry making additional comments.

I am going to give you a Tew
seconds to just sort of sit with this slide
and look through i1t for a second.
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We wanted to begin with this slide
to highlight what most, i1f not all of us, iIn
this room know about the underpinnings of
public health interventions, that there are a
number of theoretical models with supporting
empirical data showing that a change 1iIn
knowledge can lead to a change iIn attitudes,
that in turn can lead to a change 1In
behaviors.

Given that risk mitigation efforts
are public health iInterventions with the
ultimate goal of change 1n Dbehaviors,
knowledge and changes i1n knowledge are not
the only goal about which we wish to obtain
information.

In the end, we want to know that
we have changed behavior, the risk mitigation
itself. As that will always be difficult to
assess, we must base assessment on theory,
whereby all aspects, including mediators and
moderators of the knowledge to behavior
paradigm, are measured, including variables
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such as attitudes, subjective norms,
behavioral intent and self-efficacy, and
there®"s a number of guidances by which this
can be done, including those from the FDA
that we have there on the slide.

At the same time, we want to
stress our agreement with +the importance,
even 1f not the primacy, of knowledge
assessments, and that"s what this slide 1is
about.

We concur that 1t"s 1mportant to
measure patients®™ and healthcare providers”
knowledge related to drug safety risks, that
iIt"s valuable to obtain systematic Tfeedback
from end users, whether that be patients or
healthcare providers, It"s i1mportant to
assess Important to assess the effectiveness
of existing approved methods for educating
patients and HCPs using the methods that have
been mentioned already this morning, and that
self-report i1s an only way by which to obtain
some of this iInformation. So, for example,
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knowledge about the risk and the risk
mitigation on the parts of patients and HCPs.

And finally, as we stressed on the
prior slide, there®"s many Tfederal agencies
that have substantial expertise In conducting
surveys and have guidances related to those.

All of that said, there are
methodological and other challenges related
to these sorts of assessments. And the first
of those that we"d like to talk about having
some learnings about 1In the process of having
done many of these across the i1ndustry
representatives on the panel, the first and
perhaps biggest 1s maybe the psychometric
chal lenges associated with knowledge
questionnaires.

We know that without reliability
and validity that we don"t know that we are
measuring what we say we are measuring, nor
how well we are measuring what we say we are
measuring.

So in doing any knowledge
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assessment, we need to establish the content
validity of the questionnaire via qualitative
and quantitative methods and these are well
established both in the information 1 talked
about In the prior slides iIn terms of
guidances, and iIn other social science texts
et cetera, there are qualitative approaches
to generating questionnaires and then pre-
testing of those questionnailres and
approaches to doing the psychometric piece of
establishing reliability and validity.

And I*m distilling a whole, you
know, something that can take semesters to
study and teach, but distilling that down
into a few bullets is overly simplifying, but
among other things is the need to develop and
include multiple 1i1tems measuring the same
construct.

And the application of Dbest
psychometric practices can be extremely
challenging with multiple stakeholders
contributing i1nput, and the one example we
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wanted to provide here 1Is that sometimes on
industry side there is efforts put forward to
construct questionnaires with some best
psychometric practices and then 1t goes 1In
for review, and then -- so we might have a
group of 1tems that are assessing a
particular construct and then we get back iIn
positions of either removing an 1i1tem or
adding an 1tem or more, and we now have a
group of 1i1tems that had been previously
tested somewhat and perhaps assessed a
construct, with a new set of i1tems that we
don®"t know anymore because we don"t have that
qualitative work or we have qualitative work
to suggest that some of those i1tems actually
worked well and they have now been removed,
and they now are what become the tool by
which we are assessing a construct that we
had perhaps limited information about before,
about 1ts content validity, but certainly now
no longer do.

I think the other point, and the
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final bullet, i1s the questionnaire content
and structure needs to be closely linked to
REMS goals. So those best psychometric
practices can sometimes be Tfollowing that
closely and then again, as we have multiple
stakeholder 1input, sometimes there are 1In
positions of other types of questions that
may be in addition to those REMS goals, and
then we have constructs again that are
expanded or unclear and perhaps the iIntent to
pursue best psychometric practices become
challenged at the very least.

Okay. So the next two slides --
I"m sorry, 1"m having a little trouble here
with, there we go -- so the next two slides
grapple with one of the other -- so the first
very big learning that we would like to
suggest 1s the psychometric challenge. The
second big learning is grappling with one of
the other substantial methodological
challenges, which 1s jJust what are we
measuring?
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Are we measuring knowledge?
Should we be measuring knowledge? There are
many related constructs as well as mediators
and moderators of knowledge that we may be
measuring or should be measuring and these
include -- and again, these are spread across
two slides, and 1 am going to mostly read
these bullets.

So for example, the Tirst 1s
exposure. Has the respondent been exposed to
the risk education materials? Did they find
it useful and acceptable as information?
Could they navigate the -- for example, the
patient -- could they navigate the Med Guide
and obtain the i1nformation that we really
wanted them to obtain?

Did they comprehend 1t? And
across these two slides, knowledge is sort of
right in the middle of this because there"s
lots of things preceding knowledge and Ilots
of things after knowledge.

So even at knowledge level itself,
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when we are looking at that and testing it,
are we 1interested i1n whether they recognize
something, or whether they can actually
regurgitate 1t? Can they self-generate 1t?

So 1f you think about knowledge
about MI symptoms, can you tell me what those
symptoms are i1t | asked you what they are? Or
IS 1t more interesting for me to ask you to
show you a bunch of symptoms and have you
circle them? So that"s the difference
between self-generating versus recognition.
So do we want regurgitation or do we just
want recognition? Unclear.

Then we are -- a number of things
here 1n terms of outcome of iInterest i1s, are
we iInterested iIn retention of knowledge? How
long are we interested iIn that retention of
knowledge? Functional understanding. Can
someone apply the abstract knowledge they
have i1n a real-world scenario, and do they
have the self-efficacy to do that? So that"s
a moderator between the comprehension to
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behavior process.

Then there"s behavioral intent,
the ability to and iIntent to act on the
acquired information and knowledge, and then
finally the actual behavior. Can somebody
perform the desired skills or behavior, can
they report symptoms et cetera.

So across these two slides, you
see a whole range of things that are, some of
them, knowledge-related, some of them
knowledge itself, and even then what sort of
knowledge are we iInterested in, and then from
the knowledge to behavior range, a number of
things as well.

The next two slides touch on a
number of research design issues, starting
with the lack of baseline data. So i1f you
think of some approaches, fTor example
educational research iIn terms of iInterest in
knowledge acquisition, you may have an
intervention that provides the i1nformation
that you are interested i1n having knowledge
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gained, and you have a pre- and a post-test,
SO pre-test iIntervention and post-test.
There 1s no sort of pre-test here of what
sort of baseline knowledge or comprehension
people have. There iIs no comparator arm.

And these two slides are a bit
wieldy, covering lots of things. So follow
with me 1 hope.

The next bullet IS about
evaluation iIntervals. So as we saw mentioned
a few minutes ago, often they are 18 months,
3 and 7 years iIn terms of the assessment time
periods.

There are others i1n which there is
a six-month time period. There®s others 1in
which there®s annual assessments. And so if
you think back to one of the first research
challenges that were mentioned, which is the
best psychometric practice, those of you who
do psychometric work in the room, know that
these can be quite lengthy and entail a great
deal of effort, and when you have an interval
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of 12 months to do your REMS and then assess
how the REMS 1s doing, to do good
psychometric work that buttresses those
assessment studies can be challenging to say
the least.

And that"s, let"s say, 1In your
first assessment period. IT you have a
second assessment period 12 months later, and
you want to get FDA response, your FDA
response can sometimes come after the cutoff
by which you need to start your assessment
period, and so one can"t always even be
responsive to what all the stakeholders may
be wanting to indicate should be done.

There"s challenges 1In terms of
appropriate power. So 1f we are not clear
about the primary endpoint, or the primary
endpoint 1s challenging, or there are
psychometric challenges around that, like our
primary endpoint, what i1s the power needed to
assess that variable?

There"s 1issues of non-response
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bias versus sampling error and there®s been
challenging -- there"s been challenges across
the i1ndustry representatives on the panel 1in
terms of whether they have been allowed to
capture sociodemographic and other contextual
data as part of their assessments In order to
try to understand the outcome of interest and
the variables that may be affecting them.

Furthermore there®"s some
difficulties i1n surveying before there"s high
penetration in the market, so the recruitment
period may actually be prior to the actual
uptake of a product by prescribers.

In terms of recruitment issues,
there can be HIPAA considerations i1f you are
using healthcare providers to recruit, and
also there are many challenges in terms of
industry compensation for healthcare
providers doing this work.

And finally, the last two bullets
on this slide, refer to the challenges of
representative patient populations, which |
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think Dr. Shibuya was just mentioning, that
there®"s some initial work that suggests there
might be some differences in terms of what we
actually capture in  surveys than the
representative patient populations.

The challenge i1s however that is
sometimes you can have initial drug uptake in
which  there Is a changing array of
sociodemographics to those using that product
in the early months to the later months, or
you can have orphan drugs i1n which that
population i1s very small and you can only --
you can"t assess the same group that you have
assessed before, so you start to have
limitations in terms of who your sampling
frame is.

So that i1s where 1"m going to end
and Dr. Smith is going to take over. Thank
you .

MODERATOR TOI1GO: Thank you Dr.
Holmes.

PANEL MEMBER SMITH: So, good
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morning. My name is Meredith Smith. I am
from Abbott Laboratories. [1"d like to start
off by, again, thanking the FDA for convening
this workshop and also for providing industry
the opportunity to share their perspective on
using surveys fTor the purposes of REMS
program impact assessment.

As Bill mentioned, these comments,
the following slides are really going to
touch on a number of additional issues around
survey design, administration and
interpretation of survey results.

We will have some comments as well
about additional sources of data that can be
used i1n this regard.

I think you should be clear,
though, that we are offering up these
comments iIn two spirits. One of them is iIn
terms of lessons learned to date, and then
the second 1is iIn terms of unresolved
challenges that we continue to struggle with

and that we don"t necessarily have a solution
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for but like to put forth to bring to the
FDA"s attention.

One of those TfTirst kind of
challenges 1s that 1involved 1In surveying
special patient populations 1In particular,
whether due to the medication or the disease
condition, or to the ageing process, there
are certain patient populations where we see
varying levels of cognitive impairment.

And other challenges, when the
patient population 1is very small It's
difficult not only to identify patients, but
for the purposes of the continued cross-
sectional assessments over the 18-month, 3-
and 7-year period, 1t"s hard to avoid re-
surveying many of the same patients.

Another 1issue has to do with
language differences. In some patient
populations there may be a sizeable portion
of them that are not English speakers, and it
may be more than one language other than
English, so that"s <created some other
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challenges.

And then finally, for those
patient groups where they are from different
cultures, they may be fluent in English, but
there are continuing differences in cultural
interpretation of certain questions.

So given these 1ssues, it's
critical that 1industry has the time to
consult with patients, consult with experts,
to then pre-test and revise the
questionnaire, and that"s often a real
challenge.

It"s particularly challenging
because we want to get feedback from the FDA.
We have a very limited time period in which
to do all this pre-work, submit and then wait
for industry -- for FDA comment.

Some of that comment can be -- are
not always timely unfortunately and the
feedback can be inconsistent. For those of
us 1n industry who have multiple drugs that
are across therapeutic areas that are i1n the
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process of different stages of REMS
assessment, we look at the comments and they
are just not always in line with each other,
so 1t makes i1f confusing to understand the
FDA"s position in regard to certain issues
and questionnaire design.

One size does not fit all and we
really want to emphasize the importance of
being able to be guided by best science 1in
terms of designing a guestionnaire as opposed
to having to deal with a standard template
for assessment purposes.

Just a couple of points about
survey administration. Probably one of the
biggest challenges to date has been iIn terms
of obtaining a representative sampling frame
for patient sample selection purposes.

And this i1s very, very difficult
and as has been noted previously, there"s
often, as a result one has to resort to some
type of convenient sampling.

There are internet patient panels
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that are out there for sale, but we know that
they are not always representative, and
indeed In some cases, they might not even be
including the legitimate patients.

One of the learnings we have had
that has been useful iIn some iInstances 1is 1In
terms of the actual risk communication
materials, using a photograph to anchor
respondents.

What we have learned i1s that both
healthcare providers and patients receive
risk communication information from a variety
of different sources.

And for patients, many of them
aren"t TfTamiliar with the term Medication
Guide. They get things from the pharmacy.
They may get things in other ways as well,
and 1t they are just not attuned with the
concept of what a Medication Guide 1is, SO
including a photograph or showing a prompt, a
visual prompt of what these documents are,
can be helpful In terms of anchoring the
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patient and the healthcare provider and
jogging their memories.

Another challenge 1s the fact
that, that for -- particularly for the
patient Med Guide assessments, an open book
approach has not been allowed.

So patients are required to
complete the survey without referencing the
actual Med Guide i1tself. And we would argue
that this i1sn"t a real world scenario, that
Med Guide 1s not something that patients
should be expected to memorize from front to
back.

It contains a great deal of
information, some of i1t very, very detailed,
and what we would be more interested in
seeing 1s whether or not this is a document a
patient can navigate successfully, that they
can comprehend the concepts and information
presented there, that they retain the
document and that they refer to 1t over time,
during the course of their treatment
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experience.

So we would argue that not being
allowed to use the Med Guide In these types
of assessments 1s not providing us with the
information that we"d like to know.

We have also learned that there
are a number of biases 1i1nherent iIn each of
the possible data collection modalities for
survey administration, and to use a variety
of them 1i1s probably the best we can do 1in
terms of mitigating the different types of
brases that are associated with each one
particular method.

And then another challenge that
has been ongoing 1i1s the reluctance of
prescribers to participate, so we have a high
non-response rate from them, which of
introduce significant bias.

So 1n terms of survey results,
probably the biggest question for us is how
do you define success? What 1s that
threshold that indicates that our efforts at
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educating patients or healthcare providers
has been effective?

We would argue then that 1t"s not
mastery of specific facts as we often see in
some of these questionnaires, but really kind
of mastery of the gist, the essence of the
information.

We also struggle with the
importance of measuring behavioral intent and
behavior but with the recognition that self-
reported data may not be always the best way
to obtain that.

Clearly behavioral i1ntent must be
self-reported, there"s no other way to get
iIt, but in terms of behavior itself, we
should look to other additional supplementary
sources of i1nformation as well.

As Bill noted earlier in the
previous slide, we don"t have baseline data,
so there"s no pre-data to determine if
knowledge actually improved, which i1s very --
makes It extremely difficult then to
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interpret whether or not this particular risk
communication vehicle has contributed to a
patient or healthcare provider-®s
understanding level.

And then we also struggle with
interpreting results because of the
confounding by variability iIn terms of the
length of the recall period for any given
patient when they are recruited 1iInto the
survey, their degree of exposure to the
material -- are they a new patient, have they
seen this Med Guide just once or have they
received the Med Guide and had an opportunity
to look at i1t over an extended period of
time?

There"s also great variability in
the extent to which respondents actually read
the material, whether they read some of it.
And then 1mportantly, the extent to which an
individual might perceive the information iIn
the Med Guide, all the information, as being
personally relevant, and that"s i1mportant
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particularly for products that have more than
one indication. So patients who have one of
those indications may not attend to the
information about other uses of the product.

I know Med Guides are acknowledged
to be patient-friendly but in fact they are
not, and there"s a substantial body of
evidence to suggest that they are not.

Incorporation of verbatim language
from the Med Guide Into the questionnaire can
be very difficult for patients to understand
and interpret, and we found that again and
again.

A patient®s self-report -- we are
also asked as part of these assessments to
determine 1Tt patients actually received the
Medication Guide. That"s part of the REMS
assessment process, and we know that patient
self-report is not always the most reliable.
We can think of examples where the Medication
Guide 1i1s dispensed In the carton with the
medication. IT the patient 1is actually
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taking the product, they have physically
received the Medication Guide. We know that,
and we have other ways of tracking that.

But we then look at a patient"s
self-report for that same product and say
that a certain percentage claim they never
got i1t, so we have that issue about relying
on patient self-report alone as a measure of
that receipt.

And then there"s also, iIn terms of
interpreting results, a kind of a paradox
that we have seen with some responses fTrom
healthcare professionals, which is they score
very high 1In terms of knowledge, but their
beliefs and their actual practice behaviors
may be at variance with that, and we know
that from looking at other data sources.

So jJust a point, In terms of
thinking through whether knowledge 1i1s a
primary focus -- should be the primary focus
Iin this regard.

Here"s a couple of comments and
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thoughts about additional data collection
options.

These are suggested as
supplementary. Drug utilization studies can
be a good source of Information on
physicians® prescribing behavior.

Patient registries can be used to
-— particularly 1T they have a comparator arm
build 1n them, can be developed that can
accommodate a variety of different endpoints
and provide a richer source of information
about the patients.

There"s a host of different
secondary data sources that also can be used.
I*"m thinking of electronic medical records, a
variety of different healthcare claims
databases.

And then we have, increasingly
have access to some excellent data from
patient web-based communities such as one by
Patients Like Me.

Of course there are limitations
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with each of these data sources, and some
options may or may not be appropriate,
depending on the nature of the specific REMS,
but we would encourage consideration of these
additional sources to give us a broader and a
richer, deeper sense of the impact of these
risk communication vehicles on providers and
healthcare professionals and patients.

So just a few concluding comments.
We would really argue that to assess the full
impact of risk communication for REMS, 1s
that we go beyond just thinking of knowledge,
include additional constructs.

It"s i1mportant to be able to
collect socio-demographic i1nformation on
respondents so that we can understand
differences how well -- how representative a
particular sample 1is 1In any given REMS
assessment i1nstance, but also to understand
that there are particular subgroups of
patients for which the REMS risk
communication has not been effective or has
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lesser effectiveness.

Questionnaire design
administration should really proceed from the
best scientific practice In the area. And
that would mean necessarily that standard
approach to questionnaire design may not be
appropriate, and that there be consideration
given to the value of using an open book
approach for a Med Guide assessment.

There"s a real clear need for
public health consensus i1n terms of what 1is
the primary endpoint we need to be fTocusing
on for these types of surveys, and what the
criterion for success is.

A  multi-methods strategy for
evaluating REMS®" impact would be a very
valuable addition to the current approach.

And finally we"d like to conclude
with a plea for using best design practices
for some of these REMS risk communication
materials, so that the cognitive demands,
particularly on patients, would be decreased,
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and these would be consistent with good,
plain language principles for risk
communication material design.

Thank you. 1°d like to ask i1f any
of my fellow panelists have any comments from
industry.

PANEL MEMBER STEMHAGEN: Annette
Stemhagen. I just wanted to make a comment
because one of the other things we"re very
cognizant of in terms of the questions of
timing and all the work that needs to get
done to get through that 18 months 1i1s of
course you need some data on whether the REMS
Is working because they have the public
health of the product in the marketplace.

So we certainly were thinking
about that as well as we were developing our
comments here.

MODERATOR TOIGO: Thank you. Are
there any clarifying questions for Drs.
Holmes and Smith, that can"t wait until the
panel discussion, since they are part of the
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panel?

(No response)

MODERATOR TOIGO: Okay . Then
we"ll now move to the Tfirst open public
session on -- and both the FDA and the public
believe iIn a transparent process for
information gathering and decision-making at
FDA, and we place great importance on the
open public session part of our meetings and
workshops, because the insight and comments
provided by speakers at these sessions can
help the panel members iIn the consideration
of the questions that we are posing today.

And so, to Tacilitate a smooth
process for this session of the meeting,
individual speakers have been allocated three
minutes. In instances where multiple people
from one organization have signed up, we
requested group presentations and 1In that
case gave people a little less than three
minutes each.

We®"ll turn the timer on when you
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begin speaking. A light will come on when
you have 30 seconds left, and that will
signal you to wrap up. [I"m not going to use
the buzzer and I"m not going to cut you off,
but 1 am going to monitor the time and I1°11
nicely ask you to finish up 1f you are going
over the time.

And then 1 will ask the speakers,
the panel members, if there are any
clarifying questions, again being sensitive
to wanting to move the meeting along, but
really, 1T there i1s a question, we don"t want
you not to be able to ask one of the public
presenters.

And the speakers will be advancing
the slides themselves. Is that correct,
Cheryl? Okay . So, our Tfirst presenter,
then, we have three presenters from Covance
Market Access: Edgar Adams, Jessica Brainerd,
and Shoshana Daniel.

And 1s that Dr. Adams, the fTirst
speaker?
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DR. ADAMS: Yes.
MODERATOR TOIGO: Okay, thank you.
I didn"t -- 1 tried to meet the people
before, and I didn"t meet you. So welcome.

DR. ADAMS: Thank you. Okay, good
morning. 1°d like to thank the panel and the
FDA for giving us this time to speak. I™m
Edgar Adams, Executive Director for
Epidemiology at Covance.

With me are Dr. Shana Daniel, a
brio-statistician and Senior Analyst and
Jessica Brainerd, who i1s a Risk Operations
Manager .

Today we are going to discuss,
albeit briefly, the use of multiple choice
responses in case studies, the
representativeness of samples and knowledge
thresholds, and survey assessment timelines.

We do believe that true and false
questions 1In multiple choice are adequate to
measure knowledge i1f properly designed, but
we think case studies can be good for getting
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at concepts such as the application of
knowledge.

And what | have here i1s the type
of question that one might ask. So, for
example, your patient 1is taking eight
milligrams of hydromorphone Q 4-6 H. The
patient decides that she"s taking too much
and stops the medication on her own and stops
1t immediately.

After some period of time, the
patient calls you to complain about feeling
anxious, restless, having chills, fever and
perhaps cramps.

And so the question could be how
would you treat this patient? You could use
an open-ended response but that would require
you to read i1t or do a keyword search, or you
can use multiple choice responses.

So you could counsel the patient,
you could have a response of tapering them
further from the medication, or reintroducing
the medication. But we think that this will
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work well.

This type of question, though,
needs to be carefully pre-tested with
experienced physicians in the area, to make
sure you are capturing the entire concept
correctly.

As an example, iIn some cases the
symptoms of the onset of the condition mimic
for example anaphylactic shock and pre-
testing In this type of case would be
critically important.

DR. DANIEL: Thank you Dr. Adams.

This 1s Shoshana Daniel speaking. Using a
multi-modal recruitment method can allow us
to target 1individuals across socio-economic
and demographic spectrum, and also allows for
inclusion of individuals who may have media
preferences, individuals who may prefer to
complete a survey online, by paper or even by
phone.

This will allow for a diverse
sample. However there"s often sparse
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available knowledge on the underlying
population. Without knowledge of the
underlying population, we are not able to
extrapolate the results from the sample to
the population at large because the sample
may not be representative of the population.

The good news is that we have seen
time and time again through numerous REMS
assessments that such criteria as educational
attainment, years in practice in the case of
a prescriber or physician, does not appear to
have a direct association with knowledge
rate.

In fact there 1s no apparent trend
that we have seen, and individuals with lower
educational attainment may actually score
higher on these surveys than those who have
postgraduate degrees.

While these factors do not Impact
knowledge, we do feel that there are certain
characteristics that should be taken into
consideration when establishing the threshold

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

78

78

at which we assess knowledge.

For 1instance, a threshold of 80
percent for a patient population may be
appropriate. But prescribers may arguably
have a higher threshold, say at 90 percent,
as we expect them to be able to better convey
this material, the risks that should be
conveyed in the REMS, to their patients.

This, 1n conjunction with other
such factors such as the age of the product,
the severity of the risk message, should all
be taken into consideration when establishing
the threshold at which we gailn success.

MS. BRAINERD: Thank you Dr.
Daniel. I am Jessica Brainerd, and there are
numerous Tfactors that 1impact how 1long it
takes to conduct survey assessment, and when
I say conducting a survey assessment and the
length of the project duration, I am talking
about a soup to nuts approach, including the
design of the survey, the survey protocol,
the FDA review time which we have heard i1s at
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least 90 days, pre-testing the instrument,
conducting the surveys, conducting your data
analysis and then writing the REMS assessment
reports.

In our experience, on the short
end we have conducted this entire assessment
over a nine-month period of time, and on the
longer end, iIn rare 1instances, up to 16
months.

And this all applies to
assessments due at 18 months or 3 years
following the REMS assessment, unlike some of
the shorter assessment periods of 6 months or
12 months.

Building of the surveys and how
long that can take certainly 1i1mpact this
duration. We, depending on the various
products, have TfTielded our surveys 1iIn as
little as 13 days and as long as 8 months for
lower-prescribed products and orphan drug
products.

Factors that do impact duration or
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other factors including both the client and
the FDA review time, and needing to factor in
at least 90 days for the FDA review team, but
our clients need ample time to review drafts
of the survey protocols and the assessment
reports and that can vary from client to
client.

Also, we employ numerous
recruitment strategies, depending on sponsor
preferences, and sometimes there are reasons
at the sponsor level that they do not always
want to employ what we would consider the
fastest recruitment strategy, so it can also
impact the length of time.

Whether a product 1is an orphan
drug product, an orphan drug or a widely-
prescribed product, can have a large impact
and especially because 1t will 1mpact the
overall population from which you can draw
your sample, and 1t can result 1n longer
recruitment periods.

And finally, whether a product 1is
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new or already marketed, i1f it"s already got
deep penetration In the marketplace or if you
need to factor in market uptake for a newly-
launched product, can have an impact on the
duration.

I do want to just +touch on
respondent remuneration. One, we do believe
that this has an impact on the success of the
REMS in terms of meeting sample size, but we
also do believe that it i1s of value to offer
this to both patients and prescribers, in
recognition of the time expended, and these
are modest remunerations that are simply
commensurate with the level of effort that
the patient or the HCP has spent on taking
the survey. Thank you very much.

MODERATOR TOIGO: Thank you. Any
questions from the panel for our speakers?
Any clarifying questions or --

(No response)

MODERATOR TOIGO: Okay. Thank you
to the speakers from Covance. Our next
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speaker is Dr. Jack Henningfield.

DR. HENNINGFIELD: Good morning. |1
am Jack Henningfield, Vice President of
Research, Healthy Policy and Abuse Liability
at Pinney Associates, where 1 consult on
pharmaceutical development and regulation and
that i1ncludes advising pharmaceutical clients
on the development of risk management
programs and REMS, post-marketing
surveillance and so forth.

I will focus on two challenges that
must be addressed to collect data that will
be useful in regulation, including
communications and REMS evaluation.

The Tirst challenge is to clearly
identify the iIssues of concern, the
populations to be assessed and the behaviors
of iInterest.

The second challenge 1i1s to apply
psychometric scaling science, so that the
resulting data are relevant and
interpretable.
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Defining the 1issue of concern is
vital because there 1s no one size fits all
template for questionnaires. The structure,
the format, the reading level of the
questionnaires, will depend on the
population, and populations include doctors,
pharmacists, on-trained healthcare providers
in the home, and the patient populations,
which can be i1ncredibly variable 1In education
and cultural background.

Yet, we have seen questionnaires
designed as though the populations were all
the same and people were all [linguistic
Oxford English Dictionary scholars.

The questions raised by the drugs,
and the safety issues also, vary incredibly
widely. For example, preventing pregnancy 1s
critical with 1sotretinoin, whereas secure
storage and disposal iIs critical with
fentanyl patches. So the issues, the drugs,
are extremely variable.

Assessing knowledge of safe use and
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behaviors of interest cannot be approached
the same way for each drug and each concern.
Once the issues are defined, we need to apply
psychometric science to scale development.

This can add cost and time but 1if
It i1s not done, the resulting data may be
uninterpretable or misleading.

Scientific questionnaire design
emphasizes the wuse of minimally ambiguous
questions that have been demonstrated to be
appropriate to the population, to provide
unambiguous response options.

Pre-testing 1i1s vital to ensure an
acceptable level of reliability and validity,
and to develop an estimate of the variability
that 1s expected in the target population.

Finally, FDA can contribute to this
process by ensuring that sponsors clearly
define the priority, key issues of concern,
and verify that the resulting data will be
useful 1In the development and the subsequent
evaluation of the REMS.
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FDA should question the sponsor to
determine if there 1is acceptable scientific
foundation for the approach, and 1f there is
significant confidence based on pre-testing.

This 1i1s essentially the role the
FDA takes with other evaluation studies for
reliability for safety and efficacy, where
FDA doesn®"t design the test, 1t makes sure
the sponsor is doing it right, and 1t"s the
same for FDA here.

MODERATOR TOIGO: Thank you Dr.
Henningfield. Any questions for Dr.
Henningfield from the panel?

(No response)

MODERATOR TOIGO: Thank you for
your presentation, and while Cheryl 1s
getting the timer vready for the RTI
Solutions, we had two new panel members join
us, 1 think after we did the introductions.
Dr. Krotki, could you 1iIntroduce yourself
please?

PANEL MEMBER KROTKI: Karol Krotki,
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RTI survey statistician.

MODERATOR TOIGO: Okay, appropriate
timing for the iIntroduction here then. And
on the end there.

PANEL MEMBER LEFKOWITZ: Doris
Lefkowitz from the Agency for Healthcare
Research and Policy.

MODERATOR TOIGO: Okay, thank you.

And the next presentation, we will have
eight minutes for RTI Solutions. We have
three speakers: Sandy Lewis; Kelly Hollis;
and Laurie Zografos. | hope I got i1t right.

MS. HOLLIS: Okay, thank you. My
name i1s Kelly Hollis. I"m Global Head of
Surveys and Observational Studies at RTI
Health Solutions. My colleagues and 1
appreciate the opportunity to speak with you
all today.

A major topic for discussion among
researchers involved in REMS surveys is the
establishment of knowledge thresholds for
gauging whether a REMS educational goal has
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been met.

Consideration has to be given to
whether an established rate of knowledge may
be applied across all REMS programs, or
whether thresholds should vary based upon the
unique characteristics of a program.

While there"s clearly a need to
define performance measures, establishments
of standard thresholds applied to all REMS
assessments may not allow for flexibility to
evaluate the i1mpact of educational materials
for those who are greatest at risk.

Rather, programs should be
considered individually to determine the
appropriate threshold for knowledge of key
messages, based upon the individual
characteristics of a program, such as the
clinical importance of the risk the nature of
the underlying condition, and the relevance
of the risk to the target population.

At this point, a priori thresholds
are rarely, 1T ever, based on the evidence or
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the minimum knowledge necessary to minimize
product risk, and frequently we find that
knowledge may be high among particular
subgroups for whom the risk i1s most relevant.

In a recent survey, we found that
the sample population overall had relatively
low awareness of a particular risk, but when
we explored knowledge among the subgroup for
whom the risk was most relevant, knowledge
levels were high.

The program overall may have failed
to achieve a threshold, 1f one had been set a
priori, when In fact those who were most at
risk were knowledgeable about that risk.

Furthermore, knowledge and for that
matter exposure to risk, may vary based upon
many other factors such as the severity of
their disease, severity of potential risk,
chronic versus acute 1illness, physical or
cognitive impairments, length of time on
treatment, counseling by an HCP, involvement
in an ETASU program. These factors should be
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captured and analyzed to more fully
understand the 1i1mpact and success of a
program®"s educational initiative to minimize
risk.

IT thresholds are established,
either for a particular program or across the
board, consideration should be given to
whether those thresholds are established only
for knowledge of a primary risk or whether
iIt"s equally 1i1mportant to set rates of
knowledge of safe use requirements and signs
and symptoms of side effects.

Furthermore, assigning a pass/fTail
criteria TfTor questions 1i1n which multiple
responses may be correct might lead to an
underestimate of knowledge. Care should be
given not only 1In constructing these
questions, but also 1In their analysis.

Finally, 1t"s important to remember
that knowledge of key messages i1s the measure
of only one aspect of the REMS program.
Minimization of risk may be achieved through,
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for example, a physician or other HCP
intervention, despite poor knowledge among
patients.

Therefore, results of awareness
surveys should be evaluated In the context of
the overall REMS program.

MS. ZOGRAFOS: Hello, Laurie
Zografos, also from the surveys and
observational studies group. With sampling
for REMS evaluations, one of the many goals
IS to achieve a sample that 1s as
representative of the target population as
possible.

Unless you have access to the
entire target population, such as when the
drug 1s part of an ETASU restricted registry,
patients will be recruited from a source
representing only a subset of all patients
taking the drug.

Throughout the process of
identifying the sample that 1is ultimately

invited, there are several opportunities for
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selection in respondent bias to be
introduced.

So some considerations when
sampling. First, the sampling source should
provide diverse representation and broad
coverage. In some cases the best sources for
targeting that particular population may be
inherently Dbiased, for example patient
support groups may provide easy access to
patients but the patients may have more
severe disease, or have received additional
education about their medications.

It"s also 1mportant to consider the
reliability of the eligibility data
available. For example consumer panels may
rely on patients to self-identify, versus
having patient eligibility confirmed by a
physician or pharmacy.

Frequently, companies are expected
to include multiple sources In an effort to
expand representation. However, 1f the
individual sources do not effectively
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represent the target population, the combined
approach may not be any more representative
than a single source.

Respondents could be different from
not non-respondents or from the target
population 1n Important ways, making an
analysis of potential selection or response
bras an important step.

When possible, perform a comparison
of the distribution of respondents to the
expected distribution of the target
population and i1deally perform a comparison
of the characteristics of respondents and non
respondents. Of course, the ability to do
this comparison and the level of detail
available for respondents and non-respondents
will depend on access to the individual level
data.

In conclusion, It is iImportant to
design REMS assessment surveys in a way that
minimizes selection respondent bias and
allows for some comparison of the
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characteristics of respondents to non
respondents and/or the target population of
the REMS when data are available.

MS. LEWIS: Good morning. I am
Sandy Lewis. I am the director 1iIn the
patient-reported outcomes group at RTI. And
I"m going to be talking about the role of
cognitive pre-testing 1In REMS assessment
surveys.

Cognitive interviewing is an
integral part of a REMS assessment. Because
of the importance of these iInterviews, use of
a standard, rigorous approach i1s essential.

Cognitive interviewing was
developed to optimize iInstructions, question
wording, response options, and overall
format. The cognitive interview allows us to
understand the way that respondents
comprehend items, how to retrieve information
and select a response.

It allows us to see 1T respondents
are iInterpreting questions and responses
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consistently and aligned with the developer®s
intent. So, are we getting the information
that we think we are getting and need?

Cognitive pre-testing prior to
fielding a REMS survey will optimize data
quality, contributing to the overall success
of the program.

Cognitive interviewing uncovers
problems i1n even the most well-developed
questionnaires. Fielding a survey prior to
cognitive pre-testing leaves sponsors open to
the risk of 1including poorly-written or
confusing questions, leading to challenges
when interpreting results.

Examples of important participant
feedback from face-to-face iInterviews include
identified Qlanguage that was perceived as
frightening but could have iImpacted patient
behavior.

A discovery of a lack of
understanding of key safety i1nformation we
found was due 1In part to patients fTeeling
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overwhelmed with the amount of paperwork
being received.

And these same patients iIndicated
that the outcome, 1f they did not take the
medication, was much worse to them than the
risks that were associated with taking the
medication. Thus they were not reading the
medication guide that was provided.

Also, 1mplementation of changes to
simplify items to facilitate understanding by
respondents with cognitive deficits.
Additionally, non-verbal cues that can only
be observed in a face-to-face setting allowed
greater i1nsight and opportunity to probe more
deeply to uncover otherwise hidden
information.

So 1n conclusion, a variety of
resources describing best practices for
cognitive interview methods exist. Ensuring
that cognitive pre-testing 1i1s conducted by
highly-experienced interviewers, who are
trained In survey design, questionnaire
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development and qualitative research
methodologies i1s essential.

The 1nherent wvalue 1In cognitive
pre-testing underscores the priority for

inclusion of this step iIn REMS assessment

programs.

MODERATOR TOIGO: Thank you to our
speakers from RTI. Any questions from the
panel?

(No response)

MODERATOR TOIGO: Okay. Our last -
- yes, our last presenters are from the
Institutes for Behavior Resources, Dr. Steven
Hursh and Dr. Peter Roma.

DR. HURSH: Good morning. I"m
Steve Hursh. I"m the president of the
Institutes for Behavior Resources and what
I"d like to talk about this morning i1s a
relatively general approach to how to
understand and approach risk management. The
Institutes for Behavior Resources has been
providing guidance for risk management
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strategies for several federal agencies and
we follow a process which, like the
scientific method i1tself, iIs based on precise
definitions, valid metrics and continuous
cyclical improvement.

These kinds of conceptual
frameworks for risk management have been
successfully applied by the Federal Aviation
Administration and the Federal Railroad
Administration and through the application of
the approach that we have provided have had
dramatic i1mpact on regulatory requirements
associated with fatigue risk management in
aviation and the rail environment.

The approach i1s based on a fTive-M
approach  which involves measurement of
current conditions, model ing of  those
conditions and projection of potential risks,
development of a management system, and it
generates mitigations for those risks, and
then followed by a monitoring of the outcomes
as appropriate to those systems to determine
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1T the mitigations have been successful.

The challenge for this and 1t"s
center to this, is a consensus of all the
stakeholders and a model that provides an
accurate measure of the risks associated with
the current conditions.

Based on this and the challenges
that are associated with it iIs considerable
public and private iInvestment iIn developing
the models that drive this system reliable
and valid low effort techniques for
objectively assessing the current conditions
and the appropraite -- and the associated
risks, development of models that will
aggregate all of the information from the
various conditions that lead to risk and then
provide unified metrics that can lead to
appropriate decision-making.

I"m going to pass it off to my
colleague Dr. Roma, who will talk more
specifically about an aspect of this whole
process which has to do with understanding
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behavioral intent. Knowledge i1s one part of
this process. Understanding what drives and
motivates behavior and 1iIntent 1s another
component, and there are specific techniques
that we are working on that address that
ISsue.

DR. ROMA: Thank you Steve. My
name 1Is Pete Roma, and we are here to discuss
behavioral economics as a conceptual and
methodological framework to help i1nform the
risk assessment process. In this case we are
sort of focusing on abuse liability
assessment and surveillance as an exemplar.

There are basically two schools of
behavioral economics. One you might be more
familiar with is a sub-field of economics
proper. This 1s where they apply cognitive
psychology concepts to understand the
irrational TfTinancial decisions that humans
make, and you might consider this the
behavior of economics.

Our approach 1s a sub-field of
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psychology so this 1s where vyou apply
economics concepts to understand behavior,
reward and choice across species, and you
might call 1t the economics of behavior.
It"s not necessarily limited to TfTinancial
decisions i1n the marketplace.

The core concepts of supply,
demand, consumption, choice, budget price,
all of that apply, except we apply 1t to all
variety of reinforcers, i1t could be food,
drink, drugs, social interaction, anything
that"s of value, and that i1s the heart of our
approach to behavioral economics, 1s that
money i1s not the only thing of value. It
could be price, 1t could be time, effort,
distance, opportunities lost, anything that
iIs of value to a person can be considered
price.

Once of the approaches that we have
been -- 1t"s not brand new, but we have been
developing new uses for it and new

applications of i1t, 1Is the demand curve, and
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this IS essentially where you plot
consumption as a Tfunction of price. Price
INncreases, consumption decreases in general,
and through that there are a variety of
standardized metrics that you can derive that
describe -- you can quantify the elasticity
of demand, how 1t changes over price as
opposed to choice at any one particular price
point, as well as the total output, and this
would work for, again, anything that"s of
value, be 1t time, effort or money, this
could actually have market value itself.
Using the demand curve technology
and things like 1t, there are multiple
standardized metrics. You can separate
pharmacological and biological effects from
the motivational effects. This iIs
essentially a motivational assay. This could
be wused throughout the risk assessment
process, the risk  management process,
preclinical lab, self-administration to

animals as well as humans. There are also
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hypothetical demand curves. This can -- this
taps into sort of the behavioral intent or at
least behavioral possibility, using the same
technology and unified metrics across the
challenges, of course, that -— the
foundations are in place, there is plenty of
work that 1i1s being done on this. The
advantage 1i1s with additional support to
develop 1s you can have a quantitative risk-
benefit ratio for any -- across classes of
drugs, across species.

You can adapt the questionnaires
for different populations, for different
products, using the same economic concepts of
choice relationships, such as substitutes,
complements, you can quantify abuse liability
In monetary and non-monetary terms, and
ultimately you can have this common language
of economic concepts and metrics throughout
the risk management process.

MODERATOR TOIGO: Thank you Drs.
Hursh and Roma. Any questions from the
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panel?

(No response)

MODERATOR TOIGO: Okay, well that
concludes our open public session, and
according to the agenda, we have time for a
15-minute break, and 15 minutes is what we
will have so I need you to be back by 9:45 or
a little bit before, and for anyone who --
housekeeping detail, fTor anyone who has
luggage iIn the back -- never mind, we are
going to cancel that housekeeping detail, so
somehow 1t"s been resolved. Thank you. See
you at 9:45. There"s coffee and drinks to
buy.

(Whereupon, the proceedings iIn the foregoing

matter went off the record at 9:29

a.m. and resumed at 9:48 a.m.)

MODERATOR  TOIGO: I have one
housekeeping, one more housekeeping before we
get started. I had a question during the
break as to whether or not we were taking
questions from the public for this meeting,

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

104

104

and while 1 think that would be a good idea,
I think you can see from the agenda that we
are not going to -- we are going to have
trouble getting through the questions that we
already have.

At the same time, 1f there are
questions from the public that you think we
should have asked in the preparation for this
meeting and we didn"t, then 1 think that"s
important for us to know.

And so I"m going to -- there"s two
ways we can handle this. We aren"t going to
really have time, unless things go really,
really well, for a public -- for a question
and answer from the public.

But what we will do 1i1s, you can
submit the questions to the docket or if you
have them and you want to submit them to me,
and 1 will try at the end either to read all
of those questions iInto the record, or make
sure that they get put into the docket but I
don"t think we are going to have time to
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discuss the questions.

At the same time, the person that
raised 1t, what was i1mportant is that the
question gets out there and that"s often very
important.

So that"s how we are going to
handle this part of the workshop. And okay,
so 1T you look at your agenda, now starts the
hard part. Our goal is that today"s meeting
will be a Ilively and productive discussion
about social science methodologies 1nvolved
In assessing REMS.

We have a large group of experts 1in
the field and we want to ensure that everyone
has a chance to participate i1n today"s
discussion. Occasionally -- and I1'm no
expert, so -- but occasionally I am going to
jump 1n on the discussion and maybe ask
people to wrap up their comments just to
ensure that we keep the meeting moving.

We are also going to try and keep
the meeting focused on REMS, on 1issues
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related to REMS, since these questions lend
themselves to discussion iIn a lot of
different directions, we are going to try and
keep the meeting focused on the REMS.

So | apologize 1i1n advance 1t |
intrude sometimes, but I -- 1f you bring up
an interesting issue that we think is not
exactly relevant to the REMS discussion we
will put it In a parking lot and if we have
time we"ll get back to that.

And 1711 be looking for guidance
from the people from FDA who are experts 1in
this area to help me with this part of the
agenda.

So here"s how we"re going to do
this. I am going to recognize -- 1"m going
to read the questions. We are going to go
through the questions one by one. 1"m going
to recognize speakers. IT you raise your
hand and you want to participate, want to
comment on the particular question, Doris
Auth next to me 1s going to keep notes and
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make sure that | don"t miss anybody.

Sometimes 1, at the direction of my
colleagues over here, may call on a
particular panel member to provide some i1nput
iIT we haven*t heard from them and we want to
hear what they have to say.

So my goal 1s to provide some
structure fTor an organized meeting while
allowing for some flexibility to help ensure
that we do have a productive meeting at the
end of the day.

And at the same time, I do need to
keep us focused on the agenda and make sure
that we cover all of the topics and that"s no
easy task.

And so one more housekeeping thing
that I was signaled from the back, there are
people -- apparently we don"t have enough
seats for the people who want to participate
in this meeting, so that"s nice to have a
party and make sure we have a lot of people
show up. But unfortunately the acoustics out
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in the hallway are not very good, so we do --
the room we were going to use for luggage, we
are now going to use for people. So 1f there
are people who are out in the hall, or want a
seat and don"t have one you can go to room --
what room i1s 1t? Any -- okay. So you can
see Georgie iIn the back and she"ll take you
to the -- make sure you get a seat.
Actually, 1t"s an overflow room and 1t"s room
1404.

Okay, so now let"s get started.
Well no, actually, are there clarifying
questions for our panel presenters, so that"s
Drs. Holmes and Smith, Dr. Willy and Dr.
Shibuya. Are there questions that you had
that you wanted to hold, or will they come up
during the discussion? Okay . Dr. Lee.
Okay .

PANEL MEMBER SUNGHEE LEE: I was
wondering if there i1s any standard
requirement or a guidance given to the

applicants, drug applicants by FDA for the
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surveys that they are conducting?

MODERATOR TOIGO: Is there any
standard guidance?

MR. GORDON: Brian Gordon. There
iIs no official guidance. However usually
when an applicant 1is having their REMS
approved there will be a standard set of
language that includes just general social
science principles that we send out to the
applicants.

MODERATOR TOIGO: Okay, so 1 think,
Julia, you are going to show the question on
the slide. Is that correct? And then I™m
going to read the question for the record.
As you can see 1t"s a long one.

Topic one is consideration of the
primary endpoint. It"s actually listed as
question number two iIn the meeting materials,
but based on our planning meetings and
discussing with panel members, we thought
reversing the order for question 1 and 2
would be a more efficient way to do this.
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So we are discussing dquestion 2
first. So question 2 says: "lIs the knowledge
rate, that is the proportion of subjects who
demonstrate knowledge of the risk message,
the appropriate primary endpoint for a
survey?"

Part A i1s, "What factors need to be
considered when establishing the threshold
for success for educational elements of the
REMS?'" And part B i1s, "Should the threshold
for successfully meeting a REMS educational
goal be set at a knowledge rate of 80 percent
or 90 percent, or should i1t vary depending on
the risk message?

"IT 1t should vary, what should the
minimum threshold be for success, and should
the threshold reflect whether the product is
a new molecular entity or the original
biologic product, or an older drug?"

And we have 45 minutes to discuss
this topic. So who would like to start the
panel discussion on this? Okay. Dr. Willis.
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PANEL MEMBER WILLIS: Gordon
Willis, National Cancer Institute. Can | ask
a clarifying question of FDA staff? To me,
this has been a burning question related to
what the overall objective 1s here, your
research question concerning knowledge
measurement, because 1t seems to me there are
two different designs that might be i1nvolved
and they are associated with different
methodologies.

So far what 1"ve heard, 1 think,
adheres to what |1 consider to be a
surveillance model of knowledge. You do a
one-time, cross-sectional survey of, say,
patients who have received a drug, and you
find out what their knowledge level 1s, it"s
80 percent, 90 percent, whatever.

And so that"s challenging enough to
do there, to get that level established. But
even 1f you can do that, what you know 1is,
you presume that knowledge is at a certain
level, you don"t know why. Maybe they know

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

112

112

something about the drug potential risk,
because their physician told them, their
mother told them, an alien implanted the idea
in their brain, whatever, or i1t might be due
to the REMS or to your patient education
materials.

But wunder that model, to my
knowledge there i1s no way to establish a
cause and effect. The alternate model would
be what we call an evaluation model where you
are explicitly asking the question, was our
REMS or our patient education materials, were
these what were responsible for the change in
knowledge?

And for that objective, you are
being a lot more ambitious, and this requires
a somewhat more sophisticated research
design, 1 believe, where you are now iIn the
realms of something like educational
evaluation, where you have an intervention,
and you have got to have, as Dr. Holmes, I
think, was saying, a pre/post Kkind of
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assessment, or maybe an experimental
evaluation with a control group to determine
what"s the meaning of a certain level that
you have measured.

And so my question, just to
terminate this, comes down to, when you are
talking about endpoints, this has to be
understood iIn the context of what i1t is you
are trying to establish here. Is 1t enough
just to find out that 90 percent of patients
know that |1 might die 1f |1 take this
medication, or are you explicitly trying to
assess a change i1n knowledge level that can
be attributed to this iIntervention that
consists of the REMS program itself, because
I think that has important ramifications for
any research design here that we might
recommend as a panel.

MODERATOR TOIGO: Dr. Willy or
Shibuya, do you want to answer that, or
comment?

ASSOCIATE DIRECTOR WILLY: So, this
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goes back to our overview where we talked
about REMS have a goal, and we gave you an
example of what a goal i1s, and that i1s to
inform.

And so that i1s what the purpose,
what we are trying to do with these surveys,
IS to understand whether the patients are
informed. But we acknowledged your second
point, and that 1is that there are many
sources for information.

And so at this point iIn time, we
focus on just trying to determine whether
they are informed, and gather some
information about whether they were exposed
at least to our tool, which Is the Medication
Guide when we are talking about patients, and
for prescribers, there can be a lot of other
information.

But 1 think, you know, we could
have some additional discussion about you
know, whether there are other things that we
should consider iIn terms of you know, the
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evaluation models. So I don"t know 1if
anybody else wants to share anything, or
Brian, your experience?

MR. GORDON: Brian Gordon. Just to
get, for, if we wanted to do the evaluation
approach as you mention, that we would need
baseline data, and when a product i1s approved
with a REMS, there really 1s no baseline
data, and so we would have to maybe -- we
would have to use like the TfTirst assessment
as a baseline or something along those lines.

But that"s something to be considered in the
future.

MODERATOR TOIGO: Dr. Shiffman.

PANEL MEMBER SHIFFMAN: Saul
Shiffman. First, let me just comment on the
Issue we just discussed. I mean 1t does seem
to me that the agency and the public health
community 1s iInterested i1In what patients know
and not necessarily where they know 1t from.

It strikes me that i1f one did
otherwise, you would essentially penalize the
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sponsor who did a good job of educating
providers and patients outside the Med Guide,
for example.

Nevertheless, there®s another
reason to collect that other 1information,
which 1s that i1t"s process information that
helps you perfect your iInterventions, that is
iIT you discover that certain people don"t
have the right knowledge because they never
got the Med Guide, that means you need to
improve 1i1ts distribution. IT people got 1t
but didn®"t understand it, you need to iImprove
1ts comprehension and so on.

So that information is very useful
for tweaking, perfecting your program. But
It seems to me that you don"t need to make
that causal attribution.

So, to address the question on the
table about criteria, 1t seems to me to be
very compelling that the criteria need to be
based on the clinical risk, that essentially
the question is, what bad things would happen
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iIfT a patient or provider didn"t have the
information, how likely are those bad things
and how bad are those bad things.

I want to point out that that"s the
basis that"s laid out 1iIn a guidance 1iIn
another part of the agency, 1In the non-
prescription drugs office, for evaluating
consumer understandings of OTC drug Ilabels
where there"s an explicit guidance that says
that the sponsor proposes and then 1ideally
reaches consensus with the agency about what
the primary communication objectives are, and
out of -- and that"s to be based on clinical
risk, and this is not independent of the next
question about sample size, because once you
have i1dentified what the risks are, you can
use that to set a minimum threshold of
knowledge, and very important to emphasize
minimum, not what we would like to have, but
what®*s the minimum that would really be
acceptable from a public health perspective.

Once you have that, then you can

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

118

118

set up a statistical test that asks can my
data exclude any values lower than that, 1in
other words, can I show to a 95 percent
certainty that i1f we said 1t can"t be less
than 75, that 1t"s really not -- we know 1t"s
not less than 75, and that then drives the
sample size calculation.

So i1t"s 1mportant to recognize that
the two are very tightly linked. You need to
set a standard, which I am arguing should be
based on clinical risk, and that then allows
you to set up the statistical structure to
determine a sample size, a degree of
precision that you need, and what Dr. Shibuya
described about what sponsors are doing, like
assuming a 50 percent rate, is the sort of
calculation you do when you have no target.
It"s sort of the worst case for precision.
You can get much better 1f you A, have a
defined target that you are testing against,
and B, ideally i1f you have some sense of what
you are actually likely to achieve.
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So 1 think the endpoints should be
few. You should really sort the ones that
are really, really important. A lot of Med
Guides and assessments suffer from trying to
do too many things.

So 1 would argue you need to select
a few that are the most, of most concern, and
set a threshold that is based on -- a minimum
threshold based on the degree of concern, and
from that would follow a sample size.

PANEL MEMBER HOLMES: Can 1 ask Dr.
Shiffman a clarification question?

MODERATOR TOIGO: Certainly.

PANEL MEMBER HOLMES: And i1t first
flows back to the question from the FDA. I
understand that question to mean knowledge
rate -- so let"s say you have a multi-item
scale, multiple items asking a particular
question, and 1 think that is i1nferring that
80 or 90 percent of people get all of those
items correct. Is that what that 80 to 90
percent means?
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So 1t"s the proportion of people
who got all of those i1tems correct, is what
you mean by the knowledge rate there?

MR. GORDON: Brian Gordon. Yes.
But i1t could be for a single question If it"s
about one risk --

PANEL MEMBER HOLMES: Correct.

MR. GORDON: But 1t"s 80 or 90
percent got that risk correct.

PANEL MEMBER HOLMES: And so what 1
was understanding you to be saying, Dr.
Shiffman, 1i1s you could have a multi-item
scale where the average -- so let"s say it"s
10 1tems assessing a particular risk, and
that the average across your sample would be
70 percent, that they got 7 of those i1tems of
10 or 55 of those i1tems, so we are talking
about different sort of metrics here, and so
I think when 1t gets to sample size, that has
effects as well, so we should be clear about
what the knowledge rate 1i1s that we are
talking about.
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PANEL MEMBER SHIFFMAN: Good point,
and 1 was not necessarily thinking of multi-
item scales or scoring them as you®"re only
right 1f you got them all right, and 1t seems
to me that considerations of principle are
the same there, that i1s you really need to
dig down and say how important is i1t that the
patient get this item and this i1tem and this
item, and simply saying they have to get them
all isn"t useful without thinking really hard
about what is the consequence of not knowing
this and is this therefore coequal with the
second and third i1tem?

I don"t think -- I guess I"m saying
I don"t think there"s a formula. The bad
news 1Is 1t°s going to require some hard
thinking and In part in a situation where not
everything 1s known.

MODERATOR  TOIGO: Okay . Dr.
Gilsenan and then Dr. Sleath and then Dr.
Morris, did you have your hand up? No, okay.

PANEL MEMBER GILSENAN: Hi, 1t"s
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Alicia Gilsenan from RTlI Health Solutions. 1
just wanted to comment on a couple of points
with regard to setting a metric and a
standard for doing that. As mentioned
previously i1n some of the talks, 1t"s
difficult to set a standard metric. In some
cases, when one i1s set, 1t may be arbitrarily
set to 80 percent for patients or 90 percent
for physicians for example. But the basis
for setting that 80 percent or 90 percent has
to be, you know, you really have to think
about that, does that mean that you®d feel
comfortable 1T 80 percent of the people know
this and that®"s going to decrease the risk
that you are trying to avoid.

And so again, 1t 1iIs iImportant to
the clinical significance. It's also
important iIn subsets of the population. It
you set fTor this risk we need to have 80
percent overall knowledge, 1t may not be true
that the whole population needs to have that.

So 1t"s really important to look at subsets,
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and I think not always -- we don"t always
take that into consideration historically
when doing these types of surveys and
sometimes you learn about that when you do
the surveys, as to who really needs to know
the information.

MODERATOR TOIGO: Thank you. Dr.
Sleath.

PANEL MEMBER SLEATH: 1 just wanted
comment about your question. I don"t think
that knowledge rate is necessarily the right
endpoint. I think application of knowledge
like do you i1ntend to prescribe X or Y, do
you intend to take X or Y, that i1f you just
assess knowledge a lot of these questions,
just by chance they might get them correct,
especially the true/false.

And I also wondered about how you
handle -- a lot of these had I am not sure or
I don"t know, which in a knowledge test, |1
wondered how you analyzed, what do you