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Background on RWD use

® Companies need to
understand what the
technology can mean
as far as value and
that value comes in
three forms. It’s
clinical value,
economic value, and
humanistic value.

® Those three forms of
value need to
translate through the
usage of your
technology.

® That value is
meaningful value
transfer, meaning that
stakeholders receives
some sort of value
through the usage of
the technology or the
implementation of the
technology.

® That all has to start
with evidence-based
practice and
evidence-based
medicine and
evidence-based data.

Acquiring RWD

® The data that the
manufacturer
typically utilizes for
RWD and RWE is an
off-the-shelf kind of
data acquisition or
data asset, for
example, Premier
Database, Market
Scan, SEER Medicare
database.

® These data assets are
well-known and well-
researched.
XAmericas Hernia
Society Quality
Collaborative
(AHSQC) Registry

Type of RWD

® FHR and other data
from data venders
® AHSQC Registry data.

Reliability & Quality
of RWD

® The data that the
manufacturer typically
utilizes for RWD and RWE
is an off-the-shelf kind of
data acquisition or data
asset, for example,
Premier Database, Market
Scan, SEER Medicare
database. These data
assets are well-known and
well-researched.

® Additionally, they use data
exploration and data asset
exploration to really
understand the limitations
and strength of a database.

® The database needs to be
"Fit-for-purpose” for the
end goal in mind

® They do this to understand
the different data fields
within that data asset that
would help them do the
research that they want to
do, as well as analyze
whether the data asset
actually answer the
hypothesis test questions
that they want to ask it.

® Before beginning formal
data analysis, the
manufacturer develops a
protocol and statistical
analysis plan against
which all analyses are
conducted.
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_ RWD challenges & _ .
Utilizing RWD Post-market action

® The manufacturer will
have a team of
researchers that are
working on exploration at
first.

® They'll model the data
and look at different
aspects of the data.
They’ll also run
diagnostic testing on the
data to see how much the
data changes as you
include or exclude
different variables to see
how solid the data is or
how much biasness that
might be intrinsic within
the data itself.

® This analysis is a part of
the process to generating
RWE for a scientific
manuscript, which helps
understand where the
data might have some
bias or limitations.

® The accessibility of
health informatic data
across health systems or
provider bases change
within country. Some
countries, the provider
base is more uniform,
such as countries with
universal Healthcare like
Japan and the UK.

® In the US, it’s completely
decentralized and
fragmented. These data
exchanges that have to
occur in order for you to
harness the data to do
analysis is quite
important.

® In that case, they do a
workaround by having
these large
administrative databases
that you can tap into,
such as , Premier
Database.

® There is a growing appetite
right now for RWD generation
and RWE analysis to support
whether it be a health
technology assessment or a
payer medical coverage
policy, or regulatory aspects,
or product surveillance and
looking at product
surveillance over time

® RWD helps provide greater
decision support across the
healthcare industry, whether
it’s at the point of care all
the way up to the
policymakers and even in
between with the payers and
the hospitals on how to best
direct patients and offer the
best care.

® Premarket: RWE was the
primary source of clinical
data supporting
modifications to the
indications for use statement
to include adding “Ventral
Hernia Repair” under the
cleared “general
laparoscopic surgical
procedures.”

What needs to be done to promote utilization of RWD

® You have to have a solid foundation on the vision of how the data and the evidence can be utilized within the system.

® The second is then once you believe that, how do you start to enable organizations, people, task, technology, and so
on, to come together to solve some of these kinds of complex problems that exist within the usage of real-world data
for real-world evidence generation, but also how it helps solve issues within a complex healthcare system.

® This has to be a shared belief amongst stakeholders that they have to believe that this is going to help unlock that
value.
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- ThermoCool SmartTouch Catheter®
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ThermoCool SmartTouch Catheter®
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(Electronic health records

efficacy)
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HA) I3V IIVRIIVVYIKRRARMT A <https://www.jnj.co.jp/jimkk> <https://www.jnjmedtech.com/en-US/product/thermocool-smarttouch-catheter> [last accessed 2024.01.31]
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Background on RWD use Acauiring RWD Type of RWD

Reliability & Quality
4 of RWD

® The RWE Study started because
the FDA announced the National
Evaluation System for health
Technology(NEST) program, and
NEST called for proposals on
real-world evidence (RWE) test
cases. Four J&J submitted NEST
test cases were funded through
the peer review process and
were partnered with some top-
level academic institutions that
had good EHR data.

® The J&J ThermoCool
NEST test case used
electronic health record
(EHR) data from Mavyo
Clinic and Mercy Health.

® EHR that contains
retrospective data from
routine clinical practice.
Medical device
identification was
obtained from supply
chain databases.

® The J&J ThermoCool NEST test
case did a lot of data quality
checking in close
communication with FDA to
address FDA’s and the study
team’s checks on data fit-for-
purpose, longitudinal follow-
up. The study took 5 years: 2
years for proposal selection
and contracting and 3 years
for data checking and
conducting the study

Utilizing RWD Approval process Post-market action

® The J&J ThermoCool NEST
test case was utilized as
evidence for a supplemental
PMA label expansion. It
started with the J&J
ThermoCool NEST test case
team conducting-the
feasibility study and then
presenting it to the FDA at a
real-world evidence forum
and submitting to FDA for
regulatory review.

® There were challenges with
funding and FDA’s concerns
about potential biases such
as a surgeon doing the chart
reviews that may potentially
include their own cases. As a
result, J&J also provided
funding for the study, and
the study had two physicians
to do the chart reviews.

® Use the NEST case data for
FDA submission. FDA
required additional analyses
to check the data. When the
analyses were completed,
JNJ submitted the study
results to FDA as a part of a
supplemental PMA. Then FDA
approved the label extension
for ThermoCool ST to include
a persistent atrial
fibrillation indication.

® J&J has completed 120
RWE studies submitted to
Notified Bodies in the EU
to meet the EU-MDR
(European Union Medical
Device Regulations) post-
marketing requirements and
fulfilled 1 FDA post-
marketing study
requirement for the FDA to
date with RWD.

What needs to be done to promote utilization of RWD

® The question for wider uptake by different companies is it would have to get simpler for companies to conduct RWE studies by
having more established frameworks for standardized real-world data analysis methods and quality assurance that the regulators,
sponsors and academics can agree with. One of the things Dr. Zhang and Dr. Coplan are working on in NEST is creating
frameworks for methodology and data quality that build on the FDA RWE guidance. The FDA guidance is quite high level, so more
detailed frameworks are needed.
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Background on RWD use

® Millions of surgical
tympanostomy occur
every year. They’'ve
been done for decades,
but there wasn’t good
data on a really large
experience.

® There were many papers,
but with small
population sizes. The
manufacturer wanted to
get their arms around
what the outcomes were
because they want to
make sure that they are
measuring the right
things.

® [f there is a standard
that says, in the 50,000
cases that were done in
this data set, how does
their product stand
versus it?

® The data was there, it
just had never been
mined before. The data
was there, but types of
devices was not
identifiable with any
specificity.

® The manufacturer
thought it would be a
great opportunity.

Acquiring RWD

The manufacturer
worked with PEDSnet,
a clinical data
research network, to
collect the RWD for
their study.

PEDSnet has the
largest data set for
this type of procedure.
It was a mutual
discussion and
decision to work
together and find out
where to get the data.
They amassed tons of
data from CMS, if
they’re Medicare or
Medicaid patients, or
from private payers.
Larger universities and
university networks
also have accessible
data, you just need to
know how to mine it.
Broad claims data was
also used on a regional
basis, but nothing
where a hospital could
be identified.

Type of RWD

® Electronic health

records (EHR) was
used for the data
mining with PEDSnet.
Claims data was used
as well, but it was
somewhat limited on
providing specific
claims info. It
provided broad info.

Reliability & Quality
of RWD

® PEDSnet is a reliable
network with a lot of
backing to their name,
which is why the
manufacturer trusted
in their capabilities
to provide quality and
secure data.

® In terms of
confidentiality, no
one other than the
relevant people, such
as PEDSnet and
clinical research
personnel, even saw
anything that was
patient specific.

® There were no issues
regarding
confidentiality
breaches or anything
like that.
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_ RWD challenges & _ .
Utilizing RWD Post-market action

e RWD was utilized for claims ® During the data mining o ® In Europe, CE marks

In Italy, the manufacturer

data to understand what
makes sense and how you

can save the system money.

The data was there, but
types of devices was not
identifiable with any
specificity.

with PEDSnet, there
were some limitations.
Not everybody has the
exact same data. Making
sure the data perfectly

matches up was difficult.

performed an economic
analyze for hospitals
where they have found
that they are losing
money performing the
standard procedure for
otitis media.

go from MDD to MDR,
and MDR guidelines
require post-market
surveillance on an
ongoing basis.

There was a need to ® A prospective clinical i h tal It is known as a post-
understand outcomes study is different. The ¢ It was costing hospitals k lini l
. : more to do the procedure market clinica
because when the data didn’t automatically
manufacturer Wanted to go lll’]e up When I_t came than the gOVernment was fO“OW‘UD StUdy
to FDA and propose a R . paying them due to costs (PMCF) in Europe.
L down to specific devices. - ; . )
clinical study, they wanted . associated with operating A manufacturer is
® There was no data field . u u I
to have data to compare h rooms, anesthesia, etc. .
themselves to. when the data was being e They used RWD to show using RWE to look
It was also a great Colle_cted retrospectively. that while their device is into what people are
opportunity to develop ® It's important to make costly, it saved money on doing with the device,

relationships where the
industry and the
researchers were working
together, and it wasn’t a
commercially driven piece.
The end goal was just
understanding how to to
treat surgical
tympanostomy,

sure people are
identifying exactly what
they want to know and
then working with the
data network to discover
what data they do or
don’t have.

the backend because it’'s
done in an office setting.
Hospitals get reimbursed
at that same level, so in
the end, they’'re actually
making money.

Private insurers benefit
from this as well.

how are they using it,
what are the
outcomes, are they
using it off label, and
if there’s any
potential issues or
complications.

What needs to be done to promote utilization of RWD

Clinicians love to understand the outcomes and publish.
Companies are interested in getting something on the market as fast as possible, making sure it’s safe and reliable, getting it to
be used as much as possible and getting the most money they can for the product.
Patients just want good and safe outcomes.
All these stakeholders and perspectives have to come together and collaborate for a good promotion RWD.
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Background on RWD use

® While RCTs were the
basis of their DiGA
approval, the digital
therapeutic company
used RWD to back up
some parts of their
argumentation.

® When in the RCT there
was not enough people
with a certain age
group or a certain
characteristic, they
looked into RWD to
show that even though
they don’t have a
controlled design in
this case, they can see
that for the population,
there is an effect in
real world data.

® In one example, the
company had to show
that people above a
certain age that were
not represented in the
study, but were in their
real-life data, still
received the same
benefits. They used
RWD and RWE to show
that the effect was
transferable.

FRAEBECHSTBERADETIITIF . 2024F1~3RKRADHEICEBELTHYET . Fh HFZEXEONEHRBICOVWT. RWDER (HFEF) LK ED - REUDABRUTBEORRICEIEBHELTHEVET,

Acquiring RWD

® The digital
therapeutic company
acquired their RWD
from their programs
where participants
filled out validated
questionnaires during
the use of the
program regularly.

® The company uses
this data and
analyzes it.

® During the process of
completing the units,
participants are
asked several times
regarding their
process of using the
program and then
they fill out
questionnaires.

Type of RWD

® The type of RWD used
was validated
questionnaires, such
as Patient Health
Questionnaire (PHQ-
9), and Patient
Reported Outcomes
(PROs) collected from
patients using the
company’s digital
therapeutic programs.

® In the future, they
may look at other
different indicators of
usage. Such as, how
many units a
participant has
completed, the
amount of time spent
on the program, the
number of logins, the
number of completed
courses, and user
satisfaction.

Reliability & Quality
of RWD

® The company has an
in-house legal team,
and they ensure that
all the requirements
regarding data
security are met. This
is also something that
is deeply checked
during the BfArM
approval process.

® To ensure the quality
of the data, they have
an in-house data
team that is in charge
of processing the
data. They have a
data pipeline, so the
data is tidy and
prepared for analysis.

MRI
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The company wanted to
show that the effects of
their program are
transferable to real life
conditions and that it’s not
only shown in clinical
studies, but also in the
actual program use.

They acaquired their RWD
from their programs where
participants filled out
validated questionnaires
during the use of the
program regularly.

efficacy of the programs
and that they had similar
results to the RCTs.

A major challenge was at
the start, the company did
not have data from all
their participants. The
validated questionnaires
were optional, so they only
had data on patients that
were more motivated to do
the check, which might
have led to a selection
bias.

To combat this, the
company made the
questionnaires mandatory.

and guidelines on what is
required for RWD and

whether the company can
meet these requirements
when using it, especially
for regulatory approvals.

The digital therapeutic
company provided study
reports based on
existing RCTs for their
indications. These RCTs
were performed during
university studies, and
they used the data to
show the efficacy of the
programs.

There are certain steps
during application and
the first submissions

reviewing process about
some things that might
not be clear regarding
the evidence, which
leads to revisions.

_ RWD challenges & _ .
Utilizing RWD Post-market action

® The digital therapeutic

company has been using
RWE for post-market
action by looking at how
effectiveness is
developing.

They use RWD to see if
there are any changes
during a certain time
period that might be
worrying or where they
might need to look into
further. They are also

® The participants fill out This allows them to have .
duestionaries during the data on more patients or at stage was where they looking at adherence or
use of the program, and least of the ones who presented their evidence. potential adverse events.
then the company uses this continue with the program. After that, there are They are currently
data and analyzes it. ® There is also the challenge questions and a working on this, and it

® The data was used to show with a lack of framework

might be extended if
they have more data
available.

What needs to be done to promote utilization of RWD

® There needs to be more frameworks for the use of RWD. These frameworks need to address how RWD can be

integrated and also clarify the role of it and how is it used in the market and market access approval.

how potential prescribers perceive it.

® RWD and RWE will play a bigger role in reimbursement as of 2026 in Germany. There needs to be a clear
framework for this for the industry to understand what role it plays, especially in sales or marketing, and
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3)EHH#13 | AED Manufacturer (1/2) (3&X)

Background on RWD use Acauiring RWD Type of RWD

Reliability & Quality
of RWD

® For defibrillators, ® Proprietary ® Clinical data ® Medical device

there’s two areas of
usage: public access

AEDs
® The average citizen

and seeing someone
needs to be able to

it efficiently

® RWD was helpful to
measure the
effectiveness of a

be
® The public needs to

as well as a
professional

ability to see the
features and benefits
to feel confident in
what they were doing
® RWD utilization is
where this comes in

AEDs and professional

walking down the street
laying on the sidewalk

access an AED and use

device when you’re not

sure who the user will

know how to use it, just

® They need to have real
time feedback and the

FHABLCSTEEEADETUITE, 2024F1~3RKANHICEBLTHEVET, o YZEXONEHBICOWT. RWDER(BEF)HBFOET RHAOHRBRUTHENRRICEITHBHLTHYEY,

information

recorded from AED
device
® Medical records

manufacturers comply
with all the required
standards, such as IRB
Any EMS system has
full disclosure
agreements and an
understanding that this
is for the betterment of
public health
Regardless of the
division of the product,
there is a clinical
affairs team that works
with the regulatory
agency and with
research and
development to ensure
reliability
Manufacturer standards
start with research and
development and then
goes to regulatory
clinical affairs and then
it goes into a trial
situation

When looking at future
studies in RWE, it’s very
important to think
about these things at
the point of research
and development
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=2Hl#13 | AED Manufacturer (2/2) (FX)

® RWD was utilized to
find value of the AED
device

be able to prove to
regulatory agencies
and to payer agencies
that the device is
effective therapy

® [t can be used in real

effectiveness is the
® RWD is used to prove
economic aspects and
if the device can
promote longer life of

quality of life

® Manufacturers need to

world settings and the

same as a clinical trial

the patient or a higher

® Jt's important to stay in
open communication
with the FDA and have a
communication plan be
built into your process,
for example, billing in a
communication plan is
really important

® The FDA is just starting
to interact with some of
the other federal
organizations, such as
CMS, who would use the
data that is collected
by the FDA

® It's important to think
about the other
departments that might
be in communication
with the FDA and build
networks into the
communication plan

® [t doesn’t matter if it's
a single-payer system
or a multi-payer system,
the presence of RWE is
becoming more
prominent in insurance
applications

® Clinical trials don’t
often have the
information that payer
sources are looking for,
such as cost and
clinical effectiveness
and return on
investment from device
manufacturers

® RWD and RWE need to
be considered at the
point of research and
development when
looking at
reimbursement

_ RWD challenges & _ .
Utilizing RWD Post-market action

® For post-market studies,

the AED Pro device is
able to provide
feedback.

From an RWE standpoint,
being able to trace
items like the
compression depth, the
timing of the
compression that’s
performed, the location
of the pads in the right
point for defibrillation,
ease of use of the
device, how many
buttons there are, etc.,
allows for continual
feedback to help
improve the next
generation of devices
and meet the needs of
the patient and medical
provider

What needs to be done to promote utilization of RWD

® At a congressional level, legislators have gotten involved to include the FDA and CMS to think about alternative
means of utilizing data to be able to go through each approval processes
® Bringing the industry manufacturer into the conversation early is also really important because they created this
device and they may have ways to make suggestions to meet the needs of the regulatory organizations, the payer
organizations, and the individual legislators
® Open communication between the industry and other stakeholders is key
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