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MS. HALL: Good morning and welcome
committee chairperson, vice chairperson,
members and guests to our virtual MEDCAC
meeting.

| am TaraHall, the Medicare Evidence
Development and Coverage Advisory Committee
MEDCAC coordinator.

The committee is here to discuss the
devicesfor self-management of Type 1 and
insulin-dependent Type 2 diabetes. This
meeting will examine the growing challenges
associated with the decreased level of evidence
of certain new and innovative technologies. By
voting on specific questions and by their
discussion, MEDCAC panel memberswill advise
CMS about the ideal health outcomes and
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201 Candace DeMatteis 25 20 research studies of devices for diabetes

211 Susan Peschin, MHS 29 211 self-management, appropriate measurement

22| Aaron Turner-Phifer, MHA 34 22|instruments, and adequate follow-up durations

23| LauraFriedman 41 231to help them provide clarity and transparency

24 241in future national coverage analysis.

25 25 The following announcement addresses
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conflict of interest issues associated with

this meeting and is made part of the record.

The conflict of interest statute prohibits

special government employees from participating
in matters that could affect their or their
employer's financial interests. Each member

will be asked to disclose any financid

conflicts of interest during the introduction.

We ask in theinterest of fairness
that all persons making statements or
presentations disclose if you or any member of
your immediate family owns stock or has another
formal financial interest in any company that
isrelated to this topic, diabetes or insulin.

This includes speaker fees, salaries, grants
and other support.

If you require afinancial disclosure
statement, please email Ruth McKesson so she
can send you the form for completion. Her
email is ruth.mckesson@cms.hhs.gov.

We ask that all presenters please
adhere to their time limit. We have numerous
presenters and a tight agenda; therefore, we
cannot alow for extratime. During each
presentation presenters will receive reminders
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following the meeting.

We ask that all speakers state their
name each time they speak, speak slow and
concise so everyone can understand, speak
directly into microphones, and do not use your
speaker phones to help achieve best audio
quality. Ensure your devices are on mute when
not speaking. While speaking, please place
ring on silent, remove pets from the area and
anything else that will minimize distractions
and limit background noises.

Thisvirtual meeting isbeing
transcribed. By your attendance, you are
giving consent to the use and distribution of
your name, likeness and voice during the
meeting. You are also giving consent to the
use and distribution of any personally
identifiable information that you or others may
disclose about you during today's meeting.
Please do not disclose personal health
information.

In the spirit of the Federal Advisory
Committee Act and the Government in the
Sunshine Act, we ask that the advisory
committee members take heed that their
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informing them how much time they have

remaining to help them stay within their
allotted time. Speakerswill receive a prompt
two minutes prior to their speaking time to
insure they are ready to present.

During the open public comments,
attendees who wish to address the will have
that opportunity on afirst come basis.

Please email Ruth McKesson if you want
to address the panel by 8:30 am. eastern
standard time -- excuse me, 10:30 am. eastern
standard time.

For the record, voting members present
for today's meeting are Sanket Dhruva, Brian
| setts, Heather Y oung, Melissa Garrido, Eric
Wall, Alexander Fanaroff, Naftali Frankel, Fred
Kobylarz and Joy Lewis. Nonvoting panel
members are Joseph Ross and Mark Carlson. A
quorum is present and no one has been recused
because of conflicts of interest.

The panel, including nonvoting
members, will participate in the voting
dialogue but the nonvoting members will not
participate in the online voting. The voting
results will be available on our website
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Page 9
conversations about the topic at hand take

place in the open forum of the meeting.

We are aware that meeting attendees,
including the media, are anxious to speak with
the panel about these proceedings. However,
CMS and the committee will refrain from
discussing the details of this meeting with the
media until its conclusion. Also, the
committee is reminded from discussing the
meeting topics during the break.

| just want to remind everybody, if
you want to speak, please send an email to Ruth
McKesson by 10:30 this morning.

And now | would like to turn the
meeting over to Steve Farmer.

DR. FARMER: Thank you so much. CMS
remains committed to modernizing its coverage
pathways to direct, efficient, predictable and
transparent coverage. We are equally committed
to covering items and services based on
scientifically sound clinical evidence and with
appropriate safeguards.

When devel oping premarket clinical
studies, CM S believes manufacturers will be
better positioned for multiple product
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Page 10
development stagesif they anticipate both FDA

and CM S expectations.

For coverage decisions, CMS
specifically requires evidence of benefit in
the Medicare population, which is often older,
has more complex medical records and is often
inadequately represented in clinical studies
used to obtain FDA market authorization.

As part of CMS commitment to improve
the transparency of the NCD process, CMS
expects to finalize guidance soon about how we
review bodies of evidence during national
coverage analyses and our expectations for
coverage with evidence studies.

We also expect to publish proposed
guidance on fit-for-purpose study designs soon.

CMSisdeveloping thisclinica
endpoints guidance series to improve to the
predictability and transparency of our evidence
reviews for treatments addressing these areas.
These reviews will assist interested parties
seeking Medicare coverage for an item or
service such asadrug or devicein
understanding the typed of evidence CM S expects
to review when making NCDs.

© 00 N o g b~ W N P

N N NN NN R R R B B B R P B
g BN W N P O © 0 N O U A W N B O

. . . Page 12
development of guidance for this therapeutic

area. Thisguidanceisintended as areference
for clinical investigators developing studies

and for CM S staff who may review studiesin
this therapeutic area. CMS would consider
endpoints other than those identified in this
review and this MEDCAC if thereis good reason
to include them. Even so, CMSwill strongly
prefer endpoints that have been validated and

for which an MCID has been established.

We hope that the MEDCAC will consider
several important factorsin this discussion
today.

The appropriateness of each endpoint
for the Medicare population. CMS recommends
that investigators carefully consider the
intended recipients of an item or service when
designing clinical studies, such that the
findings may be credibly generalized to the
relevant Medicare beneficiary population,
including important subpopulations.

Second, the ability of established
clinically meaningful differences. CMS does
not recommend any specific clinical endpoint or
instrument identified in this review but
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Please not that clinical endpoint

guidance documents do not review specific
technologies and are not national coverage
analyses or NCDs. Instead, they identify
health outcomes of interest to CM'S when
reviewing technologies and considering
reasonable and necessary NCDs.

For the current review, CM S engaged
with a contractor to complete aclinical
endpoints review of devices for self management
of Type 1 and insulin dependent Type 2
diabetes. This topic was selected because of
the high burden of diabetesin the Medicare
beneficiary population, and because
technologies are being developed to treat this
condition.

This review compiles a succinct list
of outcomes and instruments that represent the
most relevant meaningful outcomes that will be
used to evaluate these devices for Medicare
beneficiaries. It also identifies any
published evidence that defines clinically
meaningful differences for each endpoint.

The clinical endpoints review and the
input from this MEDCAC will inform the
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generally recommends that the body of evidence

address arange of outcomes that reflect
multiple attributes of an item or service. And
when choosing among the clinical endpoint
options, CM S recommends that clinical studies
prioritize validated endpoints and instruments,
and those with well established or published
minimal clinically meaningful important
differences, because those study findings using
those endpoints are more readily interpreted.

And thirdly, the appropriate duration
of followup. CMS may have difficulty reaching
conclusions regarding potential risks and harms
associated with an item or serviceif the
studies lack sufficient followup to demonstrate
the durability of improved health outcomes.

CMS thanks the MEDCAC afternoon and
the public for your thoughtful deliberations on
thistopic. | look forward to this meeting,
and now | would like to turn to my colleague,
Terry Rogstad to summarize the findings of the
clinical endpointsreview. Terry?

MS. ROGSTAD: Good morning. I'm
trying to get my screen shared. All right. Is
my glide showing okay?
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DR. YOUNG: You'renot in presentation

mode.

DR. ROSS: And Terry, we can't see you
on video either.

MS. ROGSTAD: All right, okay. SolI'm
going to stop sharing for asecond. All right.
Isit still on in presentation mode?

DR. ROSS: No, it lookslike you're
working now, and we can see you on video.

MS. ROGSTAD: Great -- | will be
presenting --

MS. HALL: Terry, can you stop sharing
your screens? We're going to do all the
dides.

MS. ROGSTAD: Stop sharing my screen?

MS. HALL: Yes, Leah will present the
dide.

MS. ROGSTAD: I'm sorry, okay. That
makesit easier. I'm alittle confused. Do
people see the dlide?

DR. WALL: Not yet, we just see you.

MS. ROGSTAD: All right. Leah, are
you ready to put that in presentation mode?
All right.

| will do avery quick review of the

. Page 16
Thereisagood general consensus on

the optimal blood glucose range of 70 to 180
milligrams of sugar per decaliter of blood.

Hypoglycemiais particularly an issue
for older adults and accounts for more hospital
admissions than does hyperglycemia.
Hypoglycemia can cause dizziness, weakness,
trouble speaking and confusion. With older
adults that may be on medications not related
to their diabetes that can also contribute to
these symptoms, and of courserisk of falling
in older adults can make these symptoms more
serious.

Hyperglycemia can cause ketoacidosis
which happens when the body starts breaking
down fat instead of sugar because of alack of
insulin, and this can lead to a dangerous
buildup of ketonesin the blood. Next dlide
please.

Devicesfor self managing diabetes may
be appropriate for patients with Type 1 or
insulin-dependent Type 2 diabetes. The three
devices that were included in the CER were
continuous glucose monitors, insulin pumps, and
closed loop systems which included a CGM. Next
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clinical endpoints review which as Steve said,

was aliterature review that CM S commissioned
to an outside contractor. Thereisan

executive summary of the CER, it is a document
that was posted online and if you haven't done
so aready, it would be helpful to open that
document on your screen or have ahard copy on
your desk to refer to during the meeting.

There's more detail in that executive summary
than what I'm going to present with the dlides.
Next dlide please.

So the CER started out with some
background information. There are two key
measures of high blood sugar in people with
diabetes. Alc represents the percentage of red
blood cells with sugarcoated hemoglobin and it
isusually averaged over the past three months.
And sinceit is an average value, it doesn't
give any information about glycemic variation,
so other measures are taken to determine
whether the blood sugar isin an acceptable
range or whether the patient is under a
condition of hyperglycemia, too much sugar in
the blood, or hypoglycemia, blood sugar istoo
[ow.

25
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dide please.

The CER involved a systematic search
of the published literature between the years
2018 and 2023 and collected research reports on
the three device types. Those reports could be
systematic reviews, formal consensus statements
or prospective clinical trias, which were
defined as RCTs, nonrandomized studies and
single-arm trial. Several study designs were
excluded.

When the panel subcommittee met, they
pointed out that the inclusion-exclusion
criteriaare abit confusing. It isnot
readily apparent how a nonrandomized study or a
single-arm trial is different from prospective
observational studies which were excluded, and
we never could figure that out, so we looked at
the studies that actually madeit into the CER.

There were mostly RCTs. There were
several single-arm studies. There was one
study that was labeled a quasi experimental
study and another one that appeared to be a
cohort study. So the selection criteria matter
if it means that important endpoints or
outcomes were missed because certain study
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designs were excluded.

So with that in mind, the panel
subcommittee considered whether from their
perspective there were any important endpoints
missing from the one prioritized in the CER,
and those were added and appear in the voting
guestions along with the important clinical
endpoints identified by the CER itself. Next
dide.

As| said before, there is a document
called an executive summary of the CER. The
TablesAl, A2 and B in that document include
the information I'm about to present in greater
detail. Next dide.

Six statements were identified that
have been issued by professional associations
with recommendations on the measures that
should be used to monitor patients with
diabetes. The most frequently recommended
measures were Alc, hypoglycemiaof any level,
Level 2 hypoglycemia, timein range, and
Level 2 hyperglycemia. Timein range refersto
the percentage of time that a patient isin,
that they have blood and glucose levelsin an
acceptable range.

. . . Page 20
In the executive summary you will find

1
2latablethat lists all of the surrogate markers
3|that were identified in the primary studies
4lincluding the ones less frequently cited, so
5|those don't appear on that slide but you can
6/get the full list in the executive summary. No
"IMCIDs were identified in the studies or in the
8| published systematic review of glycemic
%loutcomes. However, the National Institute for
101 Hedlth and clinical Excellencein the UK,

11\ otherwise known as NICE, and the American
12| Diabetes Association agreed that an absolute
13|changein Alc of .5 percentage pointsis
14)accepted asclinically significant. Next
151dide.

16 The other set of outcomes that

17| appeared in the 69 studies were quality of life
18 measures. That was the only type of

19| patient-reported outcome that was frequently
20|investigated and this was an endpoint in most
211 of the studies, and in about half of the

22| gtudies that focused on older adullts.

23 Four quality of life instruments were
24/identified and all have been validated. Three
25| of them have been, or MCIDs have been
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One of the six statements was

restricted to older adults and they recommended
three of the five measures recommended by other
statements. None of these statements defined
minimal clinically important differences, and
there's atypo on my slide, that should be
differences, not definitions. However, three
of the statement agreed on target values that
clinicians can use to monitor patients with
diabetes, so target values for the various
glycemic measures. Next slide please.

Then the CER looked at the clinical,
the primary clinical studies that met its
selection criteria and found that the most
frequently investigated outcomes in those
studiesweretimeinrange, Level 1
hypoglycemia, Alc, and Level 1 hyperglycemia.
27 of the 69 studies enrolled older adults.
They were not, those studies were not limited
to older adults but they had a good number of
patients over the age of 65 in the study
groups. And those studies, the same outcomes
were frequently investigated, plus Level 3
hypoglycemia, the most severe level of
hypoglycemia

Page 21
identified or defined for three of those

1

2|instruments. Two quality of life measures were
3|added by the panel subcommittee and a search
4was made for MCIDs for those two additional
5|instruments, but none were found. Next slide.
6 Adverse events were also sometimes
7|investigated, either categorized as serious or
8|any adverse event. However, the CER did not
9| provide any detail on the specific events that
10| were recorded, and no MCIDs were identified.
11 Next dide.

12 The CER made some additional

13| observations about these clinical endpoints.

141 No studies evaluated more than three of the

15| five endpoints most commonly recommended by the
16| professional associations, and few studies

17} evaluated as many as, even as many as three of
18| those five endpoints.

19 The CER a so observed that some of the
20| frequently cited endpoints varied in frequency,
21)varied in the frequency of citation according
221to the type of diabetes that was, characterized
23|the patients in the study, or the type of

24| device that was being investigated.

25 And perhaps the most pertinent
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observation was that time in range was the only

endpoint to differ in frequency between studies
that enrolled older adults than in studies that
did not. The studiesthat included older

adults were more likely to study time in range,
and the difference between those studies and
studies without older adults was statistically
significant. Next slide.

Lastly, the CER identified four
systematic reviews of studies of these devices
and they focused on Alc, timein range, severe
hypoglycemia and patient-reported outcomes.
Next slide.

So that's the end of my summary. Asl
said, more detail is available in the executive
summary document. Thank you.

DR. ROSS: Thank you, Terry. And
Leah, you can stop sharing.

So my nameis Joe Ross. I'm the
acting chair, or the chair of the MEDCAC for
thismeeting. | want to just take a moment to
thank everybody for their time and their
participation. | think the biggest challenge
ahead of usisthe very tight timeframein
which these conversations and public comments
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outcome of interest, for example complications

of diabetes.

The third domain being quality of
life, patient-reported assessment of symptoms,
burden or function, for example the diabetes
distress scale.

And then device safety, for example
hypoglycemia-related emergency department
vigits.

We will discuss the appropriateness of
these measures, the ideal duration of followup
that we would want to see these endpoints
ascertained over, and any conventional or
validated threshold for the minimal clinically
important difference or MCID. And we will
encourage our paneliststo provide
justification and rationale for their point of
view when it comes time to actually use the
rating skills and cast a vote.

At this point we're going to turn to
the scheduled list of public comments unless
any of our panelists have a specific question
for CMS after the clinical endpoints review.
Please just use the raise your hand function.
Okay. Therewill be plenty of time for
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will be made, and so | appreciate the CMS

presentation on the clinical endpoints review
holding right on time, so we are on track.

So just by short way of introduction,
the MEDCAC isagroup of experts that's been
convened to provide advice and recommendations
relating to Medicare coverage, specifically in
this case the types of endpoints that should be
addressed in a body of evidence regarding
devices for self management of Type 1 or
insulin-dependent Type 2 diabetes in older
adults. And over the course of this meeting
we're going to, towards the end specificaly,
our panelists are going to b using rating
scales to indicate the importance they attach
to each endpoint domain broken in to four
groups that reflect the clinical evidence
endpoint review that Terry just presented.

Surrogate markers, which are indirect
assessments, using biomarkers, physiological
measures or imaging intended to predict or act
as aproxy for target outcome of interest, for
example the percentage of time in hypoglycemia.

The second domain being health
outcomes or direct assessments of atarget
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guestions during deliberation.

We are going to turn to the public
comments. We have alist of 13 speakers, each
of whom has five minutes, and | have to just
inform everyone that we will be very adherent
to time, there will be no going over, and there
will be an opportunity for guestions and
clarifications immediately afterwards; is that
right, Tara?

MS. HALL: Yes, that'scorrect. And |
Candace DeMatteis, | think I'm saying your name
correctly, | apologizeif I'm saying it wrong,
you will be the first speaker.

DR. ROSS: Great. SoI'm just going
to use the timer, and Candace, the floor is
yours.

MS. DEMATTEIS: Thank you. Good
morning. I'm Candace DeMatteis, policy
director for the Partnership to Fight Chronic
Disease. We do not have any financial
relationship with manufacturers of the products
being discuss today or their competitors.

Diabetes, and more particularly Type 2
diabetes, is one of the most prevalent and most
costly conditions for Medicare. More than 29
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percent of adults aged 65 or over inthe U.S.
have diabetes and diabetes is often one of a
constellation of chronic conditions people
covered by Medicare are managing on a
day-to-day basis. Often the symptoms of Type 2
diabetes aren't discernible by the person
affected until there'samajor problem, leading
many people living with Type 2 diabetes to go
undiagnosed and under treated.

Being diagnoses with a chronic
condition is an emotional event, causing
frustration and afeeling of loss of control.
Managing diabetes effectively means significant
lifestyle changesinvolving diet, exercise,
medi cation use, often including insulin and
frequent glucose monitoring to minimize the
impact of the disease on health.

The devices under consideration today
provide meaningful tools that help people
regain not only a sense of control but actual
control over their blood glucose levels,
control that decades of research have
demonstrated is essential to prevent the
predictable complications that poor diabetes
control manifests. Behavior changes are best

25
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do for access for these people? These

decisions don't happen in a vacuum without
consequences, and have been used by CMSin the
past to justify imposing coverage with evidence
development requirements that by definition
condition Medicare coverage and limit access.
These are real-world consequences that impact
Medicare and more importantly, the people
Medicare covers. That should be considered.

In 2022 the American Diabetes
Association released a study examining claims
data on continuous glucose monitors, including
Medicare claims. That study found that people
with lower incomes and people living in states
with the highest rates of diabetes, prevalence
and mortality are the least likely to get
accessto aCGM. So the people experiencing
the highest burden of disease had the least
access to tools that your recommendations could
make even more difficult to access.

So it's important to consider those
life and death factors when you're discussing
these questions. Those realities should factor
heavily in your discussion and decisions today,
and we urge you to consider the exercise you
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achieved when reinforced by regular feedback.
That's an important consideration of these
devices but one which | did not see mentioned
within your considerations.

The substantial health disparities
associated with diabetes should also be a
paramount consideration. Black, American
Indian, Alaskan native, Hispanic, native
Hawaiian, southeast Asian and many other
communities of color are significantly and
disproportionately affected by Type 2 diabetes,
both in terme of higher prevalence and in
poorer outcomes. Those diabetes complications
include blindness, amputations and premature
death. Though your discussions include afocus
on hypoglycemiathat reality, the reality that
hospitalizations for diabetes-related
amputations are more than three times higher
than hospitalizations for hypoglycemia should
be noted. People with lower socioeconomic
status and lower education levels are also
affected disproportionately.

So whereistheclinical, clinicaly
relevant discussion about what imposing
additional criteria on Medicare coverage will
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undertake not just as an intellectually or

clinically interesting one, but one with real
life potentially devastating consequences for
some of the most vulnerable Medicare
beneficiaries.

Thank you for the opportunity to share
these concerns.

DR. ROSS: Thank you. Any gquestions
from the panel? Okay. Our next speaker is
Janet McGill, Dr. Janet McGill.

MS. HALL: No, the next will be Aaron.

DR. ROSS: Oh, okay. Tara, | will let
you introduce the speakers because | may have
an outdated list.

MS. HALL: Okay, thank you.

DR. ROSS: Aaron, whenever you're
ready.
MR. TURNER-PHIFER: | think Susan was
going to go next, but | don't want to jump her
inline.

MS. PESCHIN: | saw that. Tara, am |
going next, or is Aaron?

MS. HALL: I'm sorry, Susan, you can
go. | apologize.

MS. PESCHIN: Okay, that's okay, thank
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you. Thanks, Aaron, for being willing to jump.

Hi everybody. I'm Sue Peschin, |
serve as president and CEO of the Alliance for
Aging Research. The alianceisthe leading
nonprofit organization dedicated to changing
the narrative to achieve healthy aging and
equitable access to care and we do receive
unrestricted support from industry and others
for our mission.

We're locking arms today with 25 other
non diabetes organizations to oppose any
efforts by CMSto restrict beneficiary access
to FDA approved devices for self management of
Type 1 and insulin-dependent Type 2 diabetes.
We sent aletter signed by 26 organizations to
Administrator Brooks-Lasure and to this MEDCAC,
aong with key congressional staff, and the
letter is publicly available on the alliance's
website at agingresearch.org and it was mailed
to al of you, and I'll read just afew of the
groups here so you can see the diversity of the
organizations. American Kidney Fund, Melanoma
Research Alliance, National Grange, National
Hispanic Council on Aging, National Medical
Association, Prevent Blindness and Voice of
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endocrinologist to provide responsesto CMS

guestions. To usit raises questions about the
Agency's judgment when it pursues this topic
without reasonable justification in light of

its struggles to manage resources.

To be clear, no onein the diabetes
community asked for this. Hereswhere CMS
interestslie. Diabetesis the most expensive
chronic disease in the U.S. That makes medical
devicesfor diabetes self management arich
target for Medicare Part B coverage
restrictions. This should not be done.

The standards of care established by
the American Diabetes Association and American
Association of Clinical Endocrinology
unequivocally endorse the use of continuous
glucose monitors and insulin pumps by people
who are insulin dependent. These endorsements
rest on the foundation of voluminous clinical
data with scores of studies affirming th
medical necessity of these technologies. The
use of these devicesis established science,
and there is no basis whatsoever for calling
them into question.

This exercise is similar to the one
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Alzheimer's.

And in part, the |etter states we're
increasingly disturbed by the CM S coverage and
analysis group's creation and leveraging of
research debates to justify utilization
management of Part B items and services. This
process of positioning this advisory committee
to reevaluate clinical outcomes for an entire
class of medical products that the FDA already
legitimately determined to be safe and
efficacious takes valuable time and resources
away from researchers, clinicians and patient
advocates serving people living with diabetes.
No external organizations requested this
evidence review or the endpoints for trials of
diabetes devices, nor was the Agency for
Healthcare Research and Quality consulted, and
that's the HHS agency that's charged with
conducting evidence reviews.

CMSinstead convened a MEDCA C subgroup
onitsown in February of 2024 that was not
publicly announced until about a month after it
occurred. This subgroup reviewed a report
written by an outside contractor on devices for
diabetes self management and enlisted one guest
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CMS staged in 2021 when mundane academic debate

on targeting amyloid was leveraged to squash
coverage for the entire class of FDA approved
disease modifying therapies for the treatment
of early Alzheimer'sin April of 2022. The
effectiveness of CMS' cost cutting strategy in
Alzheimer'sliesin the small number of
Medicare related claims that have been paid for
Legembi, the second FDA approved therapy in the
class. Sincelast July of 2023 based on claims
data, only a scant four to 5,000 patients have
been started on Legembi with approximately
2,000 to 2,500 patients currently on treatment.
Thisisafraction of potentiadly eligible
patients.

The federa statute authorizing
Medicare starts with a noninterference clause
that prohibits CM S from, quote, supervision or
control over the practice of medicine or the
manner in which medical services are provided,
end quote. Clinicians should be able to help
Medicare patients decide which interventions
are best for them without complicating coverage
barriers dictating care.

DR. ROSS: One minute.
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MS. PESCHIN: CMSisapayer. It's
not abiomedical expert agency like the FDA or
anybody's family doctor. The actions being
taken by CM S on diabetes self care devices are
an overreach of agency authority and
undermining the public trust in the FDA, and
more broadly in biomedical science itself.
Ultimately the Agency and this advisory
committee should not be staging research
debates to vindicate itself on what's really
happening here, a setup to the rationing of
patient care. Thank you.

DR. ROSS: Thank you for your
comments. Are there any questions for the
speaker?

MS. HALL: Okay, Aaron, now you can
go. Thank you.

MR. TURNER-PHIFER: Good morning
everyone. Name's Aaron Turner, director of
health policy at JDRF. I'm just background.
JDRF isthe leading global Type 1 diabetes
research and advocacy organization. Our
mission is to accelerate life changing
breakthroughsto cure, prevent and to treat
diabetes and its complications. | appreciate
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advancement in care. Evidence indicates that

these systems are having an even greater
impact, positive impact on wearers of all ages.

And now for JDRF's perspective. 20
years removed from our first grant funding a
closed loop system prototype, there are
multiple closed loop systems available in the
market, with a growing rate of adoption by
those in the T1D community. Both CGMs and
closed loop are directly impactful and in a
significant way in the wellbeing and livelihood
of those living with T1D.

Given our decades of experience
advancing care and technology, JDRF has funded
and/or supported many of the studies and
consensus statements cited in the endpoints
review report. We're pleased to see such a
thorough review be completed, happy to see dll
the positive data years of work and investment
from the community has had. We do believe the
endpoints set up by CMSto review are all
relevant and important to everyone living with
T1D.

We want to call attention to two
endpoints in particular, time in range and
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the opportunity to provide our perspective at

today's meeting.

We don't have afinancial conflict.
However, we do work with the different
manufacturers that are impacted, particularly
around things like our charity walks and rides,
so happy to complete documentation there, and
well follow up afterwards.

So jumping into comments here, just as
background, T1D is an insidious autoimmune
disease that strikes children and adults, and
isfatal without lifelong insulin therapy.

Recent advances in technology have given people
with T1D access to life changing devices that

are allowing them to better manage their

diabetes. These devices, pumps and the CGMs
used with those monitors are the standard of

care for everyone living with T1D and it's

clear given the compelling evidence that their
impact is having a positive one on folks

lives.

Closed loop systems comprised of a
pump and CGM working together to deliver
insulin directly to the wearer with limited
input by the person represent the |atest
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level one hypoglycemia, level one defined as 70

milligrams per decaliter. Those are important
to the delivery of care, particularly for folks
with Type 1. The growing body of evidence
continues to link timein range to clinical
outcomes, including the development of
retinopathy and further complications of T1D.

A JDRF funded 2020 study on T1D
glycemic outcomes showed adults with T1D review
or -- excuse me, sorry -- showed adults with
T1D were avoiding one to five, on alevel of
oneto five, only one hypoglycemic event per
week to be five times as important than being
.5 percent above their target Alc.

| mangled that. Basically what our
study showed was that avoiding hypoglycemic
events was more important to people with Type 1
diabetes than an improvement in their Alc.

As such, any consideration of
endpoints should include both the time in range
metrics and level one hypoglycemic metricsin
addition to the other endpoints utilized by the
FDA such asAlc levelsand level two
hypoglycemia, which is defined as 54 milligrams
per decaliter.
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As highlighted in the endpoints
review, MCIDs are an important metric that
warrant consideration. While the prepared
report notes that there is alack of clear
definition at present for MCIDs, at least a
universally accepted clear definition, this
currently allows care to focus on the unique
patient needs at any given moment.

We caution against CM S action to
establish its own MCID definition that would in
any way restrict the ability of physiciansto
tailor care to the unique needs of the
individuals living with diabetes.

We further caution against any
suggestion asimplied in the prepared documents
for this meeting, that there isalack of clear
evidence regarding the impact of diabetes on
older adults living with T1D. We do not
believe that there is afundamental difference
in the physiology of older adults that warrant
separate data relative to those who are
younger, such asis the case that may be
required for pediatric populations versus adult

. Page 40
DR. ROSS: Any questions for the

speaker? And | do apologize for not giving a
one-minute advance, but only 30 seconds.

MR. FRANKEL: Yeah, oneclarification
guestion.

DR. ROSS: Yes, good. Go ahead.

MR. FRANKEL: To your pointsthat you
just made regarding not differentiating between
the younger and elderly population, do you view
that across the board in terms of when you were
viewing the materialsin terms of clinical
outcomes and concerns for example about
hypoglycemia? Isthat your position as an
organization, that that should not be
specifically focused on for the elderly
population, which may have more concerns
regarding those specific clinical outcomes?

MR. TURNER-PHIFER: | think -- I'll
respond two ways. Thefirst isthat
organizationally our position is that you know,
we've seen both in study data, but also real
world evidence that the impact of these devices
is a positive one across popul ation

24| populations. 241 demographics. And we also know, and | think
25 As shown in the data provided by 25/the ADA standard of carereflectsit, that
Page 39 Page 41

1|ICMS -- 11 older adults have different concerns than

2 DR. ROSS: 30 seconds. 2|younger adults with respect to outcomes,

3 MR. TURNER-PHIFER: -- benefits of 3| particularly around avoiding hypoglycemic

4| devices remain constant across adult age 4levents.

5|groups. For example, JDRF has supported 5 And so there may be, asyou're

6| several studies demonstrating the use of CGM in 6| considering what's more important, | think we

7| older adults, and showing statistically 7Iwould expect those considerations to be

8 |significant reductionsin hypoglycemiarelative 8| weighted more heavily, what a person values and

9 9
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to the standard relative to standard glucose
monitoring.

A final note of caution. Here after
years of research and direct advocacy by JDRF
in the broader T1D community, we applauded CMS
final expansion of coverage for all approved
CGMsin 2022, but we appreciate that
Medicare --

DR. ROSS: Wrap up.

MR. TURNER-PHIFER: -- now covers CGMs
for al people with T1D. Y et we remember with
concern that it took CMS nearly a decade to
provideinitial accessto CGMs.

DR. ROSS: Aaron, I've got to stop
you. You'reover time.

MR. TURNER-PHIFER: Okay. Thank you
very much. | appreciate it.
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what their physician may value. But with
respect to the underlying data about the impact
of the devices, | think that we would consider
it to be positive across the board.

DR. ROSS: Thank you. Tara, who's
next?

MS. HALL: Lauraisnext.

MS. FRIEDMAN: Hi everyone. My name
is Laura Friedman. I'm the vice president of
regulatory affairs at the American Diabetes
Association, | appreciate the opportunity to
share our remarks with you today.

We do not have any specific financial
disclosures to share, but we do receive funding
from industry for various aspects of our
operation, and we're happy to follow up if
needed as well.

Office (410) 821-4888
CRC Salomon, Inc.

2201 Old Court Road,
www.cr csalomon.com -

Baltimore, MD 21208
info@cr csalomon.com

Facsimile (410) 821-4889
Page: 11 (38 - 41)


mailto:info@crcsalomon.com
www.crcsalomon.com

Proceedings

MEDCAC Meeting

1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

Page 42
A little background. ADA isthe

nation's leading voluntary health organization
fighting to bend the curve on the diabetes
epidemic. Founded in 1940, the ADA has been
driving discover and research to treat, manage
or prevent diabetes while working relentlessly
for acure. Wereview and author the most
authoritative and widely followed clinical
practice guide recommendations, guidelines and
standards for the treatment of diabetes, and
publish the most influential professional
journals concerning diabetes treatment and
research.

In our chapter on diabetes technology,
ADA standards of care states that when coupled
with diabetes self management, education and
support, diabetes technology can improve the
lives and health of people with diabetes, and
has transformed the management |andscape by
improving outcomes and making the condition
easier to live with. People with diabetes who
have been using CGM insulin pumps and/or
automated insulin delivery systems for diabetes
management should have continued access across
third party payers, regardless of age or Alc
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blood glucose monitoring testing requirement in

2021 as well as the 2023 expansion allowing all
insulin dependent people with diabetes and
others who have a history of problematic
hypoglycemiato have access to this important
technology.

Each of these changes has removed
significant barriers for beneficiaries with
diabetes, and we respectfully caution the
Agency against directing additional barriersto
devices and technology that have been
rigoroudly tested in people with all types of
diabetes and at al ages.

The ADA recommends that CGM devices
should be offered for diabetes management in
adults with diabetes on multiple daily
injections, insulin pumps, AID systems or basal
insulin who are capable of using the devices
safely, aswell asfor youth with Type 1
diabetes or Type 2 diabetes on multiple daily
injections.

Based on the Agency's comments in the
MEDCAC issue brief about diabetes technologies
in older people, we draw your attention to a
recommendation that older individuals with
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levels.

We acknowledge the troubling trend of
the time delay between when adeviceis
approved by the FDA and the period of time it
takes to receive Medicare coverage, and note
that the ADA broadly supports measures that
will expand access to technology for
beneficiaries with diabetes, whether this
refers to technol ogies on the market today or
in the future.

We urge that CM S take extra care to
avoid making choices that would limit access
for people with diabetes, especially once the
device has already been thoroughly tested and
proven safe and effective, like CGM, insulin
pumps and automated insulin delivery systems
where CGM informed algorithms modulate insulin
delivery, aswell as diabetes self management
support software serving as medical devices.

We are grateful to the DME MAC medical
directors for expanding access to technology
for Medicare beneficiaries by making important
coverage criteria changesto the LCD for
glucose monitors. We appreciate specifically
the elimination of the four or more times a day
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Type 1 diabetes benefit from ongoing insulin

pump therapy and access to insulin pump therapy
including AID systems, and should be alowed or
continued in older adults asit isin younger
people. Multiple randomized control trials
have been performed using real-time CGM devices
and the results have largely been positivein
terms of reducing Alc levels and/or episodes of
hypoglycemia as long as participants regularly
wore the devices.

Theinitial studies were done
primarily in adults and youth with Type 1
diabetes on insulin pump therapy and/or on
multiple daily injections. The primary outcome
was met and showed benefit in adults of all
ages, including seniors. Real-time --
randomized control trial data and real-time CGM
usein different --

DR. ROSS: One minute.

MS. FRIEDMAN: -- types of diabetes on
MDI, mixed therapies and basal insulin have
consistently shown reductionsin Alc levels and
increasesin timein range. The benefits of
intermittently scanned CGM for adults with
Type 2 diabetes not using insulin were recently
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reported in arandomized control trial showing

that the use of intermittently scanned CGM plus
diabetes education versus diabetes education
alone showed decreased Alc levels and increased
timein range aswell asan increasein --

DR. ROSS: Sorry, we've reached the
five minutes. Does anyone have any questions
for this speaker? Okay. Thank you for
presenting. Sorry | had to cut you off.

Tara, who is the next speaker?

MS. HALL: Next we have Jessica
Castle.

DR. CASTLE: And will you be pulling
up my slides or should | start sharing my
screen? Perfect.

Good morning, everybody. I'm Jessica
Castle, VP of medica affairs from Dexcom. We
can go to the next side in presentation mode
if we can. So | am an employee and shareholder
of Dexcom. Next slide please.

I'm going to speak to three different
items, one on trial duration, one on Alc, and
finally on timein range.

So the DCCT definitively showed that
improving Alc results in reduction of
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that these lower baseline levelstypicaly

result in alower magnitude of improvement,
which isimportant to keep in mind. AnAlc
change of .3 percent is clinically meaningful
and has been associated with reduced risk of
retinopathy. Guidance from both the FDA and
the European Medicines Agency uses this.3
percent threshold when evaluating drugs to
improve glycemic control, and therefore, we
recommend establishing aminimally clinical
differencein Alc of no higher than.3 percent.
Next dide.

Timeinrangeisthe timein which the
blood glucose is between 70 and 180 milligrams
per decaliter. CGM allows for the measurement
of timein range, which has significant
advantages over Alc. Thetimein range derived
from the seven-point finger stick testing in
the DCCT was strongly associated with the
reduced risk of microvascular complications. A
10 percent increase in time in range correlates
with a.6 to .8 percent reduction in Alc, and
so logic would indicate that a five percent
increase in time in range would correlate with
.3t0 .4 reductionin Alc, whichisclinicaly
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microvascular complicationsin people living

with Type 1 diabetes. The UKPDS similarly
showed improvements in Alc reduced
microvascular complicationsin people living
with Type 2 diabetes. The EDIC study and the
UKPDS follow-up study demonstrated a reduced
risk of cardiovascular disease in people living
with Type 1 and Type 2 diabetes respectively.
And therefor, Alc has been shown to be an
appropriate surrogate outcome for
diabetes-related complications, and Alc can be
measured after 12 weeks. Requiring trials
longer than 12 weeks increases participant
burden, aswell as an increased risk of
participant dropout. Also, requiring trials of
longer duration delays the length of time that
therapies reach patients and would be
prohibitively expensive in the development of
technology, and therefore recommend a minimum
trial duration of no longer than 12 weeks.

Next dide please.

Alc, so the magnitude of Alc
improvement is correlated with baseline Alc
levels, and therefore with patients as they
approach the typical target of seven percent,
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meaningful. A five percent increaseintimein

range correlated in a case control study
recently published in the Diabetes Technology
and Therapeutics Journal, with a significant
reduction in risk of retinopathy, aclinicaly
meaningful vascular complication.

Two international consensus
statements, one in 2019 and one in 2023,
indicated that atime in range improvement of
five percent is clinically significant, and
therefor we recommend establishing a minimum
clinically important difference for timein
range of no higher than seven percent, or no
higher than five percent.

And that ismy last slide. Happy to
take any questions.

DR. ROSS: Thank you, Jessica. Any
guestions from the panel?

MS. HALL: Okay, Gregory, you're up
next.

DR. FORLENZA: Yes, so thank you.
Good morning, and thank you for inviting me to
present today. My nameis Greg Forlenza, I'm a
pediatric endocrinologist and technology
researcher at Barbara Davis Center in Denver,
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Colorado. Next dide.

And our team here at University of
Colorado and Barbara Davis Center conducts
research on all the devices currently on the
market in the United States to help people with
Type 1 and Type 2 diabetes improve blood sugar
control, improve their quality of life and
improve their care. Next slide.

So our group conducted an analysis of
Medicare and Medicaid beneficiaries who had
started anovel closed loop system or automated
insulin delivery system, and that's what I'm
going to be sharing with you in amoment. You
guys obviously know what Medicare and Medicaid
are al about, but the reason that we conducted
this analysis was everything in the field that
you look at shows that both older adults and
low income individuals, particularly low income
children, have much lower rates of technology
use than the general population, and that there
is some provider bias and coverage barriers
that contribute to that. And so what we aimed
to show in this analysisis how beneficia
these technol ogies can be in these groups that
are currently under utilizing them.
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agreement that was the most important metric.

The second metricis one | actually
haven't heard folks talk about today, is
glucose management indicator or GMI. GMI isa
mathematical abstraction of average sensor
glucose to determine what your hemoglobin Alc
would be based on that blood sugar. During the
pandemic when we couldn't draw blood on
participants, that was a very valuable tool to
sort of approximate hemoglobin Alc and for data
driven analysis where you can't get biological
samples, that's also a very useful indicator.
And then we looked at the standard blood sugar
rate, whichisfor Level 1 and Level 2
hypoglycemiaand Level 1 and Level 2
hyperglycemia. Next dide.

So thisis the baseline data for whom
we were looking at, and what we're seeing here
is about 4,000 Medicare beneficiaries, about
1,300 Medicaid beneficiaries, and within that
about 500 people who are currently using the
device off label with Type 2 diabetes, and here
we see the baseline statistics for each of
those groups, including looking at GMI, sensor
glucose and time in range statistics and those
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In my sharing it with you today, |

wanted to share with you how expertsin the
field who are actively doing clinical care and
actively conducting clinical research are
evaluating the use of these technologies and
how these evaluations could contribute to us
determining whether or not these should be
used, and thereby showing you that they should
be covered. Next slide.

So inthis analysis we looked at users
who were six years old and older, which was on
label use of the device at the time of
analysis, and had at least 12 consecutive
months of data available in our industry
partner for this analysis, Tandem, makers of
the control 1Q pump, in their online database,
and participants had to have at least 30 days
with greater than 75 percent available CGM data
after initiation of the technology. And for
our analysis, this group, some of whom we're
going to be presenting in some of the other
talks today, we're looking first at timein
range, time in target range which we've heard
about today, percent of time the blood sugar is
between 70 and 180. We all were in universal
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arefolded in to the next dataset. And just

asan FYI, most of the people that we're
analyzing here, we're currently using a system
that minimized hypoglycemia, and so we're
seeing atransition from a hypo minimizing
system to a system which minimizes both hyper
and hypoglycemia. Next slide.

And so thisis the payoff dlide, this
isthe data that we were looking at that we
were so excited as clinical researchersto be
seeing. We were seeing among the Medicare
population, we saw a GMI, which is again that
mathematical abstraction for a hemoglobin Alc,
areduction from 7.3 to 7.0 percent, and
supporting what Dr. Castle said on the last
dide, we al felt thiswas clinically
meaningful. It'sobvioudly statistically
significant. For the Medicaid population we
saw a.4 percent reduction in GMI.

For time in range we saw a 10 percent
improvement among the Medicare popul ation
and --

DR. ROSS: One minute.

DR. FORLENZA: -- a 14 percent
improvement among the Medicaid population.
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Andin Type 2 we saw similar data, and

you can see that for hypoglycemia, that was
maintained, severe hypo was reduced, and time
above ranges were all reduced. Next slide.

And so in summarizing this data, what
we can conclude, | just want to go to the last
dlide here, isthat existing data on over 5,500
Medicare and Medicaid beneficiaries,
demonstrates individual and group level
improvement with AID systems. An understanding
of this baseline comparison isimportant
because hypo was already reduced, and at a
group level, the percentage meeting ADA goals,
which isthe dlide I'm not showing but | can go
over it if there'saquestion. It'salso of
high interest, because as aclinician that's
what you see and that's what makes a difference
for payers.

And so we recommend both individual
and group level analysis of people meeting ADA
goals and of the standard CGM metrics being
presented today.

And just to wrap up, asaclinician
conducting this research --
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available for all individuals with Type 1

diabetes or insulin-requiring Type 2 diabetes.
Theclinical benefits of these technologies,
they're not in dispute, we've been using them

for years, they're FDA approved, we know how to
use these devices. Glucose control as
evidenced by current standards of care improves
outcomes. Glucose control is best achieved
currently through CGMs and insulin
administration devices, notably we believe
insulin pumps. | manage more than, in our
clinic, 2,000 individuals on insulin pumps,

both Type 1 and Type 2, from all walks of life.
We use all devicesthat are on the markets and
do clinical research on them aswell.

The benefits of diabetes technology is
consistent across people with diabetes,
regardless of the type of diabetes and the age.
And | wanted to make a comment about the age.
Since I've been in this position for more than
42 years and started using pumpsin 1982 when |
was the national chairperson of the Diabetes
Control and Complications Trial, all of our
clinical patients of course were also offered
insulin pumps. So I've got al of these
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DR. ROSS: Thank you, Dr. Forlenza.
Page 55

DR. FORLENZA: Thank you guys for
listening, and thank you for your advocacy.

DR. ROSS: Thank you. If I could just
ask one question, I'm sorry about the slide.

The post CIQ data, was that 12 months,
if I understood?

DR. FORLENZA: Yes, 12-month data,
correct.

DR. ROSS: Great. Any other questions
for this speaker from the panel? Okay, thank
you.

DR. FORLENZA: Thank you guys very
much.

MS. HALL: Next well have Davida.

MS. KRUGER: Thank you. Next dlide
please.

These are my financial disclosures. |
work at Henry Ford Health division of
endocrinology. | have been in thisposition
for more than 42 yearsasaclinician and a
researcher. Next dlide.

So thisisjust general comments about
diabetes technology in terms of the ADA
guidelines. They clearly state that real-time
CGM and insulin pump therapy should be

. o . . Page 57
individuals who have aged into the Medicare

1

2! population, both Type 1 and insulin-requiring

3| Type 2. I've got several peoplein their 90s,
4many peoplein their 80s and in the 70s, and
5|they use them effectively. When they turn 65,
6|there'sno way | can say you're no longer going
’1to be able to use this, and we offer those

8| patients as they pass Medicare who will benefit
91 by it if they've not been seenin our practice

10 beforethat. Soit's across all people with

111 diabetes regardless of the type of diabetes and
121 age and education, although | hope we do better
13| than the data my friend Greg just showed you,
141in making sure all peoplein all walks of life

151 get to use thistechnology. Next slide please.
16 And the general, the Diabetes Control
171and Complications Tria conclusively

18| demonstrated that good glucose control directly
191 reduces the rates of several significant

201 complications. Thisisalandmark study that |
2llbelieve you're all familiar with. At 6.5 years
22|we showed an A1c of less than seven percent
23| reduced the risks of complications to our

24| patients. The primary consideration should be
25| whether a device demonstrates the capacity to
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move patients to their target glucose range.

And of course, in our clinical practice we
absolutely believethat. Next dide please.

And then clinical trials. 1've been
doing clinical triadlsin Type 2 diabetes. They
are very much beholden to the FDA, and so |
heard one of the speakers also say that, how do
we live to the needs of the FDA and the needs
of CMS. Buit clinical trialsfor diabetes
technology are needed to demonstrate the
accuracy and utility of the these devices,
which | believe are being done, and | believe
shortly you will be able to see the outcomes of
two trials we recently completed in Type 2
diabetes, and the current devicetrial compares
new technology to recently available
technology.

Clinical benchmark and study outcomes
must be tailored to real world considerations.
Our control groups may be using diabetes
technology, CGM or current pumps. Accuracy and
utility can be demonstrated in clinical trias
of three months, that's what we did in these
recent clinical studies. The FDA believed that
to be enough, and we certainly saw differences

. Page 60
DR. GARRIDO: Thank you. Did you say

anything about the MCID and how that might, the
optimal MCID might differ with age? You
mentioned it might differ with a population
study. Would it be different for someone in
their 90s, say versusin their 70s?

MS. KRUGER: Wéll, you know, | think
that we have to keep that all consideration,
but | don't think it should dictate anything,
that it should be the only dictation. | think
we have to look at the individual sitting in
front of us. We are concerned about their
education, making sure they get al of the
clinical support. | think certainly the person
who's starting the pump before 65 versus the
pump patient that we give it to them in their
80s, their educational needs, their
hypoglycemia, they may need different family
support. All those things | think are very
very important.

One of the things we noticed in
clinical practiceisthe individual who got a
pump, say in their 40s, 50s and 60s, when
they'rein their 80s they're so used to owning
their own diabetes and managing their own
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in our patients. And while you talk --

DR. ROSS: One minute.

MS. KRUGER: -- about MCl, it'san
important metric, should be in the specific
clinical trial design and population study.

And I'll conclude, and then | know
Janet will be behind me and she will go on.

| want to say a quote my friend Henry
Anhafe (phonetic) said. Living with diabetes
doesn't mean sacrificing avibrant and
fulfilling like aswe age. Infact it's quite
the opposite. With the right tools, mindset
and support, individuals can navigate to their
golden years with grace and vitality, and |
hope you grow to remember that so that we can
get what we need to continue to manage people
inclinical practice. Thank you.

DR. ROSS: Thank you for your
comments. Any questions for the speaker?
Thank you very much.

MS. HALL: Next will be Laurel.

DR. DHRUVA: Joe, | think we have a
question from Melissa. Sorry.

DR. ROSS: Oh. Pleasejumpin. Thank
you, Sanket.
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diabetes that we need to be able to help

support them as they age. So I'm not negating
that. | just don't think that's the only

thing, and | don't think that as a person ages

we should say they can't have these

technologies, because | see every day, both in
clinical practice and research, how well they

do. And we prevent hypoglycemia, we keep them
intimein range, and | can't do that on

injections aone.

DR. ROSS: Great, thank you very much.
Next speaker. Tara, who is next?

MS. HALL: Laurel Messer.

DR. MESSER: Hi. IsJanet on before
me?

MS. HALL: We're having an issue, so
we need you to go first.

DR. MESSER: Oh, okay. Thank you,
everyone, for your time. | thank the panel for
convening and listening. My nameisDr. Laurel
Messer. I'm senior director of medical affairs
at Tandem Diabetes Care. | am anurse, nurse
scientist, and have been in practice working
with insulin dependent people with diabetes
using diabetes technologies for over 20 years.
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Next slide please.

| am currently an employee and
shareholder of Tandem Diabetes Care. Next
dide.

So, | appreciate all the comments so
far in calling out the unique vulnerabilities
of older people living with diabetes. First of
all, thisisahighly heterogeneous population
with wide varietiesin life expectancy,
baseline health, comorbidities and cognitive
function. Cognitive function is particularly
called out by the American Diabetes Association
as an important characteristic in this
population, and because of this heterogeneity
there's high individualization that occursin
clinical care aswell as glycemic targets. So
for example in a population like this, there's
no agreed upon hard stop of what a glycemic
target should be because of high risk for
hypoglycemia and other heterogeneous factors,
and so it's really important to consider
individual needsin older people living with
diabetes. Also of note, they are at higher
risk for hypoglycemiafor avariety of reasons,
including erratic meal intake, progressive
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percent has been endorsed by aclinical

international consensus to be clinically
meaningful, so afive percent within person
change would be arecommended MCID for timein
range. Thisisimportant for the fact that
there'sindividualization needed within this
group, so it would not be appropriate to look
at afixed glycemic target of, say 70 percent
timein range and look at the percentage of
individuals who achieve this. It's more
important to look at within person change.

And then the other reason to look at
thisisthat every randomized clinical trial
has a different control group. Soif you're
looking to evaluate a change compared to a
randomized clinical trial, it'simportant to
consider that that control group may includein
classdevices. Typically RCTsaredesigned to
look at one particular device compared to other
treatments, but this may not get at the class
effect and importance of one device over
others, which iswhy we endorse aclinically
meaningful time at five percent timein range
with anindividual.

And hypoglycemia, of course, is
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renal insufficiency, and treatment with other

hypoglycemic agents and polypharmacy. Next
dlide please.

So looking at the domains that the
panel is evaluating, our opinion isto
prioritize surrogate markers and device-related
safety, which | will talk about in the next two
dlides. While health outcomes are important,
they are expensive, they are complicated by
comorbidities, and the long duration of study
required may prevent getting the devicesinto
the hands of individuals who need it. And
quality of life, while also very important, has
awide variation in how it is measured and no
agreed standard. Next dlide please.

To keep this ssimple, our
recommendation isto prioritize timein range
and hypoglycemia measures using CGM derived
measures. We agree with Dr. Castle and others
that athree-month study is sufficient to
determine safety and efficacy for these
measures.

One thing that's important to call
out, especialy for timein range, two things:
Number one, the within person change of five
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important for older adults with diabetes and

needs to be taken within context of CGM derived
metrics, and any percentage of hypoglycemia
reduced, we believe, isan MCID. Next dide
please.

DR. ROSS: One minute.

DR. MESSER: All of the other ones are
best captured in the 70 to 180 in time and
hypo. Alcisalsoimportant. However, as
Dr. Castle brought out, lower baseline means
lower magnitude of improvement, and this may
not be the best metric. Next dlide.

Finally, for safety and efficacy,
device discontinuation rates and adherence to
device use indicate that older adults can use
these devices safely and effectively, and are
easily measured with clinical trials. Next
dide please. Next dlide.

So in summary, our recommendation is
let'skeep it smple. Let'slook at
improvement in timein range as well as
hypoglycemia as the most important metric for
approval of diabetes devices. Device
continuation and adherence rates directly
indicate whether older adults can safely
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tolerate these therapies. We ask that CM S does

not require long costly trials or stringent
MCIDs, which would inappropriately deny
coverage for avariety of older individuals
affected with diabetes. Thank you very much
for your time.

DR. ROSS: Thank you, Dr. Messer. Any
questions for the speaker? Okay. Tara, who's
next?

MS. HALL: Next we have Janet.

DR. ROSS: Dr. McGill, are you ready?

DR. MCGILL: Thank you very much, and
| want to thank MEDCAC for holding this
meeting, for inviting us to participate. 1I'm
professor of medicine, I'll go to the next
dlide, at Washington University School of
Medicine.

I've been in thisrole for 37 years,
similar to Davida. Consequently, my patients
are getting older, they're very older. | see
many patients with Type 1 and Type 2 diabetes
who are insulin requiring as aresult of both
insulin deficiency, duration of disease. | use
these devices, | use every single device on the
market, and have done studies in these devices.
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control. Next dlide.

So clinical trials for diabetes
technol ogies are needed to demonstrate accuracy
and utility of the device, whether CGM or
insulin administration, whether pumps or smart
bands, they should compare new technology to
available technology. When that is done, then
we need to modify our expectations, for this
minimally clinically important difference
depends on the control group. If your control,
the control group is using older therapies,
such as injection therapies, we expect to see
an improvement in Alc, reductionin
hypoglycemia, improvement in timein range.

So the accuracy and utility is
commonly demonstrated in aclinical trial of
three months duration, such as the recent
clinical trial for the Islet Beta Bionics
insulin pump system. Using CGM, it was a
three-month trial, and significantly limits
user input functions, is available for people
who have difficulty with clinical decision
making achieve, achieve outcomes that are
really quite remarkable.

MCID is an important metric, but needs
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Okay, next dlide.

So, general commentary. ADA clearly
states that real-time CGM and insulin pump
therapies should be available for individuals
with Type 1 or insulin-requiring Type 2
diabetes. And | might add that those are
patients who require physiologic replacement of
insulin, not just insulin therapy or basal
insulin therapy or other newer therapies that
have limited this group, now to people who
really need physiologic replacement. The
benefit of these technologiesis not in
dispute, as was mentioned, as has been
mentioned by other speakers. Glucose control
improves, timein range improves. The benefit
IS consistent across people with diabetes,
regardless of type of diabetes and age. Next
dide.

We've talked about the Diabetes
Control and Complications Trial, that and the
UKPDS, and other trials have now, now it's
settled science that improved glucose control
improves outcomes. This does not to be
revisited. We need, simply need to know the
best ways for achieving excellent glucose
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to consider thetrial design and population

studied. Next dlide.

Across all domains, a three-month
followup for devices is adequate and
appropriate. It reflects changesin Alc should
there be any, average blood glucose levels,
timein range, and rates of hypoglycemia,
and --

DR. ROSS: One minute.

DR. MCGILL: -- may determine device
safety. And thereis no datathat suggests
that longer follow-up periods are necessary for
quality of life or health outcomes, thereisa
complete lack of data. What we need is safety.
Next dide.

That's the end of my dlides.

So endpoints should be specific to the
types of technology studied, the study
population, Type 2 diabetes, we see reduction
in hyperglycemia. Type 1 diabetesit's
hyperglycemia and hypoglycemia. Non
inferiority should be considered when a current
deviceis compared to recent technology with
respect to glycemic controls including
hypoglycemia. The MCID for surrogate markers
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is detailed in the written response, and we

advise no worsening quality of life with
respect to the current assessment tool scores,
which --

DR. ROSS: Dr. McGill, I'm sorry,
that's time.

DR. MCGILL: Yes, thank you.

DR. ROSS: Thank you very much. Any
questions for this speaker?

MS. HALL: If no questions, Medha,
you're next.

DR. MUNSHI: Hello. | am Medha
Munshi, a professor of medicine at Harvard
Medical School. | lost my dlides.

DR. ROSS: Don't worry, Dr. Munshi,
I'm not taking this against your time.

DR. MUNSHI: Thank you. Thisiswhat
happens to geriatric patients. Sometimes it
just takes alittle time.

DR. ROSS: Just areminder for all
members of the panel to try to keep your camera
on, and for speakers, when you finish speaking,
then turn your camera off. Thank you very
much. Okay.

DR. MUNSHI: Thank you again. Hi, I'm
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catastrophic -- next -- in this population,

resulting in higher risk of falls, fractures,
cognitive decline, cardiac events, emergency
room visits and hospitalization, aswell as
long-term care facility admissions. Next
please.

Thus, the recognition of asymptomatic
hypoglycemiaby CGM has significant clinical
implications and benefits in this frail
population. Next. Next slide please. Next
dide please.

Hypoglycemiathus, should be
considered as health outcome of interest in
older population with diabetes. The goal for
hypoglycemia duration should be really aimed at
near zero percent, as arisk of any amount of
hypoglycemiawill outweigh the benefits of
controlling hyperglycemiain this population
and the MCID will depend on the sample size and
study characteristics of the study cohort.

Next dlide please.

Thetimeinrange, next please, is
usually between 70 to 180 milligrams per
decaliter, but that may need to be adjusted
based on overall hedlth statusin this
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Mehda Munshi, professor of medicine at Harvard

Medica School, director of the Joslin
Geriatric Diabetes program, I'm a primary care
geriatrician at Beth Israel Deaconess Medical
Center and the founding president of the
International Geriatric Diabetes Society. My
area of research and primary clinical interests
are the technology and care of older adults
with diabetes. Here are my disclosures, and |
have no financial interest in the outcome of
this meeting. Next slide.

So | would like to comment the
clinical endpoints that are important for
consideration of older adults with diabetes.
Next. The time spent?

So time spent in hypoglycemia, both
Level 1 and Level 2, isaprimary concernin
this population. Next.

Older adults have hypoglycemia
unawareness that resultsin lack of adrenergic
warning symptoms and lack of recognition and
reporting of hypoglycemia, aswell as failure
of prompt treatment, as seen in our study
published in 2011. Next.

The consequences of hypoglycemiaare
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population, next please, the same way as Alc

goalsin the older population are currently
recommended. Next please.

CGM targets of clinical significance
including time below range, time in range and
time above range should be considered based on
healthy, intermediate and poor health overall
status of the older individual. Timein
hyperglycemia, both Level 1 and 2, thus should
be adjusted based on health of an older adult
aswell as quality of life concerns with
increasing complexity of the treatment that
might be needed. Next please.

The high coefficient or variation or
CV percentage reflecting glycemic variability
correlates with the risk of hypoglycemiain
older adults and is an important outcome, as
shown in our study published in 2020. Next
please.

Hemoglobin Alc istypically considered
aclinical endpoint important for individuals
with diabetes. However, clinical conditions
that impact RBC lifespan and impact Alc
measurement occur frequently, especialy in
frail older adults, making interpretation of
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11 Alc unreliable in many instances. Next please. Lknow, in those studies. So |l fedl like
2 In addition, hemoglobin Alc does not 2|basically depending on the population that is
3| correlate with hypoglycemia as seen in our 3!being studied, if it ishigh risk in older
4|study. Next please. 4ladults in intermediate or poor health versus
5 As shown here, next please, Alc values 5healthy population, that might actually end the
6|less than seven percent, eight percent, eight 6!outcome, primary outcome, that may actually
7|to nine percent, or more than nine percent did "l affect the MCID in those instances. | don't
8| not correlate with risk of hypoglycemiaas 8know if that answers you.
9 measured by CGM. 9 DR. WALL: No, that's great, thank
10 DR. ROSS: One minute. 10lyou.
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DR. MUNSHI: Next please.

Alc doses not identify glycemic
excursions and the same hemoglobin Alc can have
avariable pattern as seen on CGM. Alc thus
should be deemphasized as outcome of older
adultsin diabetes. Next please.

Distress about hypoglycemia, next
please, and its feared consequences lead to
fear of hypoglycemia and important quality of
life issue, aswell as limiting factor for
improved glycemic control in the older
population. These qualify of life parameters
improve with CGM usein our studies. Next
please.

So in summary, the priority for

11

DR. ROSS: Dr. Munshi, if I may, could
you talk about how you measured variability,
which you emphasized in your comments?

DR. MUNSHI: Yes. So with continuous
glucose monitoring, we are able to actually
identify the CV percent, the coefficient of
variation percentage, and again, that is known
to be, have 36 percent as the optimal level.

But when you get to the appropriate
population, it's the variability that causes
the highs and lows, and an important variable
which is not really measured unless continuous
glucose monitoring isdone. So it's one of the
biggest, big fallibility of the other measures,
of theAlc.
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clinical outcomes in older adults should

include the risk of hypoglycemia as the first
priority followed by decreasing glycemic
variability, individualizing optimal timein
range, and finally control of hyperglycemia.

Thank you for thistime.

DR. ROSS: Thank you. Any gquestions
for the speaker.

DR. WALL: Joe, | do. Dr. Munshi, |
appreciated your slides and your talk. You
know, a humber of presenters have addressed the
MCID as depending on the population and also on
the, basically the clinical trial design.

Could you elaborate alittle bit more asto
what that actually means, how that tranglates
in practice or in doing studies?

DR. MUNSHI: Yeah. Thank you for the
guestion. | feel likeit'simportant with the
outcome of interest, and that was my point
about the hypoglycemia. Many times we consider
less than one percent as the goal for
hypoglycemia. However, you know, one
hypoglycemic episode, onefal, one hip
fracture and nursing home admission makes it
realy irrelevant whether the MCID is, you
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DR. ROSS: | may ask one last
question. You're the only speaker thus far
that's talked about the distress scale. Could
you just remark upon its utility and how you've
used it?

DR. MUNSHI: Yes. Somany times, and
diabetes-related distress, again, is different
for different populations. We have sometimes a
hard time taking the validated surveys because
they are meant for the younger population, you
know, what kind of distressthat causes. What
we have found is that the biggest distressin
older adults are about the hypoglycemia and
fear of hypoglycemia, and having a technology
that warns them and prevents the hypoglycemia
is of tremendous comfort to them. So even
beyond the control of glycemia, whichis
important, I'm not putting that down, but the
ability for the patient to feel reassured that
they are not going to be hypoglycemic and
passed out and no one will find them, is of
tremendous comfort to them. That's what we
have seen repeatedly.

DR. ROSS: Thank you for those
comments. Okay. We should move to the next
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speaker. Tara, who would that be?

MS. HALL: Robert isnext.

DR. VIGERSKY: Good morning. My name
isBaob Vigersky. 1I'm an adult endocrinologist
and currently the chief medical office for
Medtronic Diabetes. 1'm also a Red Cross
volunteer at Walter Reed, where | spent 27
yearsin the Army Medical Corps, and | till
see patients, and speaking of seeing patients
for long periods of time, some of my patients
have been seeing me for 20, 25 years, and have
aged into Medicare or in the case of the
military, into TRICARE. | aso am the past
president of the Endocrine Society. Next
dide.

I'm, as | mentioned, | am an employee
of Medtronic. These are my disclosures. Next
dide.

I'm not going to read this, but |
think it's clear from certainly the last four
speakers and | support this, that we don't want
Medicare to impose further restrictions on
these technol ogies which have really been
supported by enormous amounts of evidence, and
have been adopted by the medical community. We
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older adultsin high risk and the guideline
development committee recognized that timein
range between 70 and 180 may not be 70 percent
but perhaps somewhat lower, like greater than
50, and importantly, the time below range of

less than 70 shouldn't be less than four

percent, but rather less than one percent, and

as Dr. Munshi said, maybe it should be zero
percent.

On theright is the relationship of
timeinrangeto Alc. Thiswasaso aluded to
and directly, thisis a study, one of two
studies, this one is mine, that shows the
relationship of timein rangeto Alc, basically
saying that for every 10 percent changein time
in range, there's a .8 percent changein Alc on
average.

And so that gets back to the
clinically meaningful change in timein range,
which would be five percent, which is
equivalent to .4 percent Alc. Next slide.

Now | thought it would be instructive
to show a case, because thisreally tells you
what's going on in the clinic with our
patients. Thisis a69-year-old gentleman.
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do recognize that there are important endpoints

that we have to identify, and | think | would
agree with the other sneakers that Alc plus
timein range are the really important
endpoints, but time in range as a composite of
timein range and time below range. Weal
know that we can give more and more insulin and
get better time in range, but without the
devices that we're discussing, CGM, insulin
pumps and automated insulin delivery systems.
They are giving you low time below rangein
addition to time, increased timein range. And
thisisreally a composite endpoint in a sense,
so the key would be as high atime in range as
possible without exceeding the goals for time
below range. Next dlide.

Now you have heard allusions to this
paper by Tony Bedalino. This has been adopted
by the American Diabetes Association and other
professional organizations around the world.
And you've heard about what the goals are of
time in range greater than 70 percent for
Type 1 and Type 2 diabetes but what you haven't
heard, at least not directly, except from
Dr. Munshi, isthe goals are different for our
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He's had diabetes for 58 years and hisAlcis

6.3. And before we had these technologies we
would say this gentleman isdoing great. But
he had 16 percent time below range when he was
on an insulin pump that didn't have automation.
And then when he transitioned to the 780G,
which is aMedtronic device and automated
insulin delivery system --

DR. ROSS: One minute.

DR. VIGERSKY:: -- he actualy got 93
percent time in range but three percent time
below range, which istoo high for his age per
those guidelines | just showed you. Next
dide.

And thisis my next to last slide, and
the daily reports | think are instructive. So
you can see there are days here where this
gentleman actually became hypoglycemic to
Level 1 and somelLevel 2. Sothisrealy aids
in analyzing the patient's case and making
changes in the settings of this device to keep
the person safe. Next slide.

And we've for this meeting, we've --
next slide please. We have mined datafrom --
next slide please
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We have mined data from our database

and looked at in those of us aged 65 and
greater, over 5,000 individuals, and we found
that in this population 84 percent had atime
in range greater than 70, and 95.8 percent
maintained a time below range less than four
percent, and 97 percent kept the time below
range of 54 less than one percent. So these
automated insulin devices are very effectivein
reducing time below range and increasing time
inrange. Thank you.
DR. ROSS: Thank you, Dr. Vigersky,
right on time. Any questions for this speaker?
MR. FRANKEL: One question. What are
your thoughts about what Dr. Munshi mentioned
about the deprioritization of A1c? What's your
vantage point on that one specific point,
because you also mentioned Alc on your slides.
DR. VIGERSKY: Yes, sol think Alc
still has value, because it is the one metric
that is generally related to complications.
But there are, and | didn't show this, there
are anumber of papers now that show the
relationship of time in range to complications.
So | think we're in atransition point where we
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Schulman-Rosenbaum, who is one of our leaders

of our diabetes state network at AACE, and also
has had much experience dealing with pump
patients and CGM as well.

And certainly werealize that CGM is
the real safety blanket no matter what we
decide on managing peoples diabetes. CGM
offers agreat safety blanket, security blanket
for our patients and their relatives.

They're not showing up in the show
mode. | have no control over them.

MS. HALL: Give us one second please.

DR. REDDY: But we have no conflicts
to report, neither myself nor
Dr. Schulman-Rosenbaum.

| do want to highlight two references
for you that AACE has published, our diabetes
guidelines. One of the highlights, I think, is
that we recommend that anyone on insulin
therapy is deserving of potentially using CGM,
and we've just seen so many behavioral changes
from using CGM on patients lifestyle and
nutrition and control. We also published in
2021 on the use of advanced technology in the
management of people with diabetes.
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really need both Alc and timein range.

DR. ROSS: Okay, thank you. | think
we're going to our last presentation; is that
right, Tara?

MS. HALL: Yes. We've got Sethu next.

DR. REDDY: Good afternoon. Thank you
for this opportunity to present to this group
doing very important work, and the topic is
very closeto our hearts. If | could have the
first dlide up?

I'm Dr. Sethu Reddy, past chief of
endocrinology diabetes at the Cleveland Clinic,
past chief of adult diabetes at the Joslin
Diabetes Center, currently finished my term as
the past president of AACE, if we can have that
in the show mode, and being en endocrinol ogist
for 40 years plus, and hopefully I'll express
some of those sentiments in the next couple of
minutes that we have.

I'm not seeing the dlides up, but can
you hear me?

DR. SCHULMAN-ROSENBAUM: Yeah, we can
hear you, but the slide's not up.

DR. REDDY: And my pleasureto also
introduce my partner for today, Dr. Rifka
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We want to get to the heart of the

matter and I'm going to hand it over to Rifka
to go over the surrogate markers that the
committee has proposed, and she will express
our opinions about those.

DR. SCHULMAN-ROSENBAUM: Thank you,
Dr. Reddy. And you know, just as alittle bit
of background, we're giving our input from the
standpoint of clinical endocrinologists. We
acknowledge that there is a paucity of studies
focused solely on older adults, even fewer
studies focused on Type 2 diabetes older
adults, which isalarge portion of Medicare.
And so we have to do the best we can to come up
with what makes the most sense clinically,
especially when there is a paucity of data, and
we wanted to really highlight the importance of
avoiding hypoglycemiain the elderly, as has
been mentioned by many other speakers, which
can contribute to altered mental status,
cognitive impairment, falls, motor vehicle
accidents, hospitalizations and immediate
quality of life issues which we think are
really important, and some other factors that
are more longer term may be less appropriate to
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focus on in the older population.

So starting with the surrogate
markers, we felt that number of hypoglycemic
episodes was extremely important, appropriate,
and that's five. Now we did put six months
here for duration, but to acknowledge that
three months could be also acceptable. It
really depends on the incidence of events, but
let's say three to six months. And we were
suggesting for the MCID areduction by 25
percent from baseline, so an incidence of four
percent hypoglycemia going to three percent
would be clinically meaningful.

A few words about hemoglobin Alc. You
know, we acknowledge that the MCID standard is
the 0.5 percent which is reasonable in most
cases. Of course it does matter what the
baseline hemoglobin Alc is, which can affect
what percent drop would be meaningful. But you
know, a hemoglobin Alc has accuracy
limitations. For many older patients they have
comorbidities, they may have anemiaor chronic
kidney disease which can affect the accuracy of
hemoglobin Alc. And as mentioned earlier, you
know, it's an average, and so it doesn't
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DR. SCHULMAN-ROSENBAUM: We believe

that hospitalizations, both ED and admission,
are extremely important, so we put those at
level five, looking for a 50 percent reduction.
And we didn't not want to put the priority on
the longer term outcomes. While very important
for an elderly population, this should not be
thefocus. Next slide.
We did put some comments on the
quality of lifeindicators. We agree with
Dr. Munshi that focusing on the fear of
hypoglycemiaisrealy the most important one,
and left some comments on suggestions for MCIDs
for these. Next dlide.
And in terms of device-related safety,
I know we put four here but it could be dso a
five, four to five for hypoglycemia-related
emergency department visits. We're not aware
of any tissues damage typically from these
devices so that was rated low, and you know --
DR. ROSS: WEe're out of time,
Dr. Schulman-Rosenbaum.
DR. SCHULMAN-ROSENBAUM: Thank you.
THE COURT: I'm sorry to interrupt,
Dr. Schulman-Rosenbaum. Arethere any
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account for hypoglycemiaor glycemic

variability, which is very important, avoiding
hypoglycemiain the elderly. So we gave that a
four.

In terms of timein range, we also
agree with many of the other speakers of the
importance of valuing the time in range with
the relatively shorter studies of three months
and as mentioned earlier, the five or 10
percent difference as a suggested MCID. You
can go to the next dlide please.

In terms of health outcomes, you know,
for restoration of hypoglycemia awareness, we
thought this may be alittle difficult to
quantify so we didn't put as strong of a grade
on that one. We do think cognitive function
change is avery important variable. We would
rely on our colleaguesin geriatricsto
identify what the standard would be, but we do
think that that would be an extremely important
measure for cognitive function, especially
since cognitive function can be cyclically
involved with hypoglycemia, leading to further
cognitive function or further hypoglycemia.

DR. ROSS: One minute.

© 00 N o g b~ W N P

10

25

Page 89
guestions for the presenters?

DR. SCHULMAN-ROSENBAUM: | seea
guestion.

DR. FANAROFF: Yeah, sothisis
Alexander from the panel. Y ou know, you and a
lot of the speakers have indicated a
three-month duration for hemoglobin Alc or time
in range would be appropriate, which makes
sense because that's how long it takes to see a
change in the parameter.

The question is, you know, it seems
like you would have to have changesin Alc or
time in range that were sustained to reduce the
risk of microvascular complications. In your
experience clinically, | guess, once patients
start on these devices and they lower their
hemoglobin Alc or they change their timein
range, isit maintained over along time, and
do patients continue using the devices over a
long period of time.

DR. SCHULMAN-ROSENBAUM: So obviously
there's variation between patients, but | would
say that in most of the patients they really
enjoy the devices and do very well using them
compared to the time before they used the
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device.

And obviously, again, there are
exceptions for different circumstances,
individual reasons, but most patients, | think,
would continue, and so the three month would be
asurrogate for alonger term control.

DR. REDDY:: It's hard to put in words
the safety psychologically that they feel.
It'sreally likeriding a bicycle with training
wheels. They know that they can go about their
life without worrying about severe
hypoglycemia, so they're more likely to stay
on, | think.

DR. ROSS: Thank you. Any last
questions? Great, thank you. | want to thank
all of the public speakers who submitted
comments to consider to this committee.

It's 11:45 or so, so we're alittle
bit behind schedule, but there has been no one
who volunteered to present during the open
public comment period. Rather than taking a
ten-minute break, I'm going to give us 20
minutes, so those of us on the east coast can
try to eat lunch quickly. And we will
reconvene and then go forward with discussion

Page 92
So now we have, thankfully actually, a

good couple of hoursto talk about this
clinical evidence endpoints review and the
presentations that we heard over the course of
the morning.

We have -- | thought it might be
helpful just to start by talking through the
domains and just thinking alittle bit morein
general about what we've heard, what we've
read, and we reviewed the clinical endpoints
review that was prepared, potential things that
arose in your mind that were or were not
discussed or should be points of emphasis.

And | just want to remind folks that
in terms of device-related safety, we are going
to work under the assumption that accuracy of
the device has been confirmed by the FDA as
part of the authorization process, and so
inaccuracy on its own is not a safety-related
domain, unless we're talking about accuracy as
it may apply to an older adult. For instance,
if there isn't information around the device's
accuracy for an older adult as compared to the
general population in terms of false positives,
false negatives, but we're going to work under
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beginning at ten minutes after 12 on the east

coast. So that's now 17 or so minutes,
whatever it is, it's about 20 minutes, okay?
So we'll start at ten minute after 12 p.m.
eastern time. And you can leave yourself
logged in, so just go off video and make sure
you're muted. Thank you.

(Recess.)

DR. ROSS: Thanks everybody for coming
back so we can get started pretty close to on
time.

Tara, | have one quick question for
you. In past virtual meetings as we've entered
into the open panel discussion, you've asked us
to state our name because someone who is dong
the transcript is working off the audio
recording, not with the video. Do you want us
to continue to do that, so for instance, say
thisis Joe Ross?

MS. HALL: Yes, please say your name
each time you talk.

DR. ROSS: Okay. AndI'm sorry |
didn't clarify that beforehand, during the
first part of the meeting. So keep that in
mind everybody.

Page 93
the assumption that accuracy has been confirmed

as part of the FDA authorization process.

So I'm just going to open it up for
now, and I'll try to keep us ontime. | think
welll try to move towards the discussion of the
actual voting gquestions to see if there's any
points of clarification at around half past the
hour, but for the next 15 minutes, do people
want to reflect on the domains, the endpoint
domains and the material you heard and what has
or has not come up. Pleasejust raise your
hand, and state your name. Dr. |setts, that's
13 how you come up.
14 DR.ISETTS: Yes, thank you, Dr. Ross.
15| setts, University of Minnesota, a professor
16|and a pharmacist. Dr. Ross, are we able to
17|comment on some of the presentations at this
18| point or from earlier in the morning?
19 DR. ROSS: Oh, we can, and we can talk
20| about them. And if you have questions that
21 have come up over the break, sometimes the
22| presenters stay on and we can ask them
23| questions, but there's no guarantee that
24 |they're till there.
25 DR. ISETTS: Thank you, becausel'd
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like to address the letter from the 26

non-diabetes organizations. They characterize,
with all due respect, characterized our work as
similar to rationing of medicine, and I'd like
to turn that from an adversarial discussion
more to a collaborative discussion.

And the fact that, you know, sure CMS
isthe evil payer and they want to stop payment
on things, and that is a common concern that
many of us have had over the years, tongue in
cheek sometimes, and the reasoning they were
using isthat if the FDA approves, in this case
adevice, or adrug, CMS should cover it, no
questions asked, although they used the
discussion of the amyloid agents in which there
was this push and pull FDA, particularly the
FDA advisory panel, in terms of they did not
support coverage of the agent, al right? So
there was this, amost a rare discrepancy
between CM S and FDA in terms of FDA doing their
work, as many of the panelists resigned from
the advisory panel, and so it was amost
counterproductive to that discussion.

So | want to turn thisinto a positive
interms of, let'slook at thisasa

© 00 N o g b~ W N P

N N NN NN R R R B B B R P B
g BN W N P O © 0 N O U A W N B O

. . Page 96
for self management of Type 1 or insulin

dependent Type 2 diabetesin older adults.

And so | did, also found that the
comments that addressed that question were of
far greater utility to me in advancing my
understanding. Dr. Wall?

DR. WALL: Yeah, thisisEric Wall in
Seattle. Joe, I'm just trying to -- there was
one of the speakers and | should have written
this down, that suggested we missed a domain,
because | think we were initially supposed to
address the domain issue right now whichis,
are we missing anything in the domains. But |
didn't make anote of it. Did anyone remember
what was suggested that we were missing?

DR. ROSS: ThisisJoe. I'm curious
what others heard. A handful of the earlier
speakers | thought, you know, really
emphasized, actually | thought kind of
equitable access, particularly inequities, and
| didn't know if they were suggesting that as a
domain of endpoints that should be looked for.
They kept talking about equity and inequity,
but | didn't get, | didn't think that that's
what they were suggesting, that we should be
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collaboration of stewards of the Medicare trust

fund, all right? So you conduct clinical
trials, there was a set of patients that may
not be the patients we care for, and so alot
of the discussion we heard today was very
helpful in terms of tailoring our work to real
world considerations. How can we work together
to make sure that the devices are out there,
can be used with both safety and effectiveness
in the populations that may not have been
tested in FDA work. And so | really found many
of the discussions and the other, particularly
the clinical endocrinologiststo be very
helpful in helping us figure out how can we
enable this to used in a more effective and
safer way.

DR. ROSS: | appreciate that. If |
could just briefly comment, | just want to
remind us that we are not here to discuss the
authorization or payment for any specific
technology regardless, and public commenters
can say anything they want in there allotted
time. We arerealy here to help advise and
recommend to CM S what they should be looking
for in the body of evidence regarding devices
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looking for evidence of equitable use or

equitable outcomes.

There was an endpoint that was raised,
that was the GMI endpoint, which | believe
would be considered a surrogate measure in our,
you know, in this framework that CMS has
developed, asit was a proxy for hemoglobin
Alc. Isthat what you mean?

DR. WALL: Yeah, okay. Great.

DR. ROSS: That came from
Dr. Forlenza.

DR. WALL: ThisisEric Wall. One
moretime I'm just going to use my question on
here. I've not seen data, maybe | missed it.
There's been arecurring theme of hypoglycemia
in the elderly, which | think we all might
agree to, but the prevalence of hyperglycemia,
in other words really ketoacidotic
hyperglycemiain the elderly, I'm just not sure
of the prevalence of that in this population.
Does anyone know that, or can anyone comment on
that?

DR. ROSS: ThisisJoe Ross. | don't
have those numbers at my fingertips, but | did
also find it interesting that none of the
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speakers really emphasized hyperglycemia so
much as they focused on hypoglycemia.

Fred, you're on mute.

DR. KOBYLARZ: | think Melissahad her
hand up before me.

DR. ROSS. Oh, I'm sorry. | thought
it came up earlier. Dr. Garrido?

DR. GARRIDO: Thisis Melissa Garrido.
Just back to the point about the equity
concerns in the beginning, | think the concern
wasn't that it was a missing endpoint or a
domain, | think the concern was that additional
endpoints that CMS may or may not require could
lead to inequities.

DR. ROSS. Thank you. Fred, you want
to go now, or no?

DR. KOBYLARZ: Yes. Fred Kobylarz,
Rutgers, Robert Johnson Medical School, you
know, geriatrician. Let mejust start with
the, you know, the domains regarding, | think
there was one comment in the -- I'm just sorry
here -- the surrogate markers, you know,
regarding minimally, you know, clinically
important differences. And just given this,
you know, older adult population, you know,
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not reflect between group changesin aclinical

tria. | think it'simportant to keep that in
mind.

DR. ROSS: Dr. Lewis? You're on mute.

DR. LEWIS: Sorry about that, thank
you. Joy Lewis, and | agree with Fred and Alex
regarding the MCID and the fact that we need to
look at the individual changes and the
individual studies and what they're uniquely
looking at.

And | wanted to speak to what Eric
brought up before about a potentia different
domain. | too remember hearing that, but |
never wrote down those words but | did, looking
at my notes | see that Candace from the chronic
disease group talked about the sense of control
versus actual control that people might feel
when they are using these devices, and that the
regular feedback can lead to behavioral
changes. That led meto think about the
quality of life indices and that some of them
might not capture what we're really intending,
so this sense of freedom and ability to enjoy
life might not always be measured, depending on
what metric isused. And then that tiesin to
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there are healthy adults, you know, that have

few coexisting, you know, chronic, you know,
medical conditions, they're cognitively intact.
And then you have more complex individuals that
have more chronic illnesses, and there may be
some, you know, cognitive impairment.

So | think what struck me here wasin
terms of just trying to establish like
minimally clinical important differencesin
this population may be challenging.

DR. ROSS: Dr. Fanaroff, | think your
hand came up first.

DR. FANAROFF: Alex Fanaroff from
University of Pennsylvania. | think the other
thing about MCID isthat, you know, when
thinking about an MCID from like aclinical
trial statistics perspective, | think that
there's the difference between groups, the
average difference in the groups, and then
there's also the change within any one patient,
and those numbers may not be the same, you
know, and | think that, so when we think about
what the MCID is, you know, to me it makes more
sense to think about it as the change that any
one patient might need to have, and that might
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what some of the endocrinologists brought up in

terms of the psychological safety and the
decrease in fear of hypoglycemia. So it just
leads me as | start thinking about these
measures that we can call it health-related
quality of life, but that encompassesin my
mind all of these factors and not necessarily
limitations of current measures that we listed
on the -- of the current validated
health-related quality of life metrics that we
have right now. Thanks.

DR. ROSS: Thank you. Naftali
Frankel?

MR. FRANKEL: Yeah, | think that
Candace DeMatteis also had mentioned, | guess
this goes along with health outcomes under that
rubric of, that she noted that there was no
reference to amputations, so | know that was
also noted in that presentation. So you know,
| know that we listed some different examples,
| don't think it was an all inclusive one, but
that was one she did note that wasn't
specifically mentioned in the packet.

DR. ROSS: Dr. Young?

DR. YOUNG: Yes, thank you. Heather
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Young. | wasreally struck by the comments

that related to the heterogeneity of older
adults and the heterogeneity within the 65-plus
population that we all know is actually three
generations of people. And so given the
comorbidities, given the different histories of
diabetes experience, time of diagnosis and all
those kinds of issues, that the potential for a
great deal of variability in outcomes could be
there. And I think the more we can focusin on
the most proximal outcomes to the technology
that's under study, the better we will be as
the further we go out to more distal indicators
and health indicators, the more difficult it is
to sort out what's confounding those outcomes.
And so the presentersreally reinforced,
particularly those with a geriatric
perspective, really reinforce the importance of
staying very proximal to both the population of
interest as well as the devices under
consideration, what's actually being studied.
Thank you.

DR. ROSS: No, thank you. If | can
just riff on that alittle bit, | also thought
that there was kind of an offhand comment made

10
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more difficult to monitor and adjust for

example, your insulin or you know, or your
medications that you're taking. So you know, |
think cognitive function hereis, you know, and
other geriatric symptoms are very important to
consider.

DR. ROSS: Dr. Dhruva, and Mark, | did
see your hand go up. I'll call you next.

DR. DHRUVA: Thanks. Sanket Dhruva,
San Francisco. | wanted to -- this has been a
great discussion, | really agree with those
points. | wanted to, alot of the comments
talked about in terms of the time duration,
that about three months was sufficient, and we
know obviously that that's the timeframe for an
Alc change that can be captured.

| did wonder and | think Joe, one of
your questions to one of the endocrinology
presentations, you know, the changes that we
see, though, overall sometimes often take
longer. For example, the University of
Colorado presentation, the results were changed
at oneyear. Sol did wonder, | understand
three months is a minimum to see achange in
Alc, but | aso did wonder around issues with
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that related to familiarity with the technology

and how starting it when they were younger was
obviously easier, because then to continue it
when they were older when some of the cognitive
function may be more challenging, or the need
for acaregiver to assist, | just thought that

was an interesting comment.

Fred? I'm sorry, | aways say Fred
instead of Dr. Kobylarz. I'm always concerned
I'm going to misstate your last name.

DR. KOBYLARZ: So, Fred Kobylarz.
Again, | just want to piggyback on what you're
saying, and this came out in one of the
presentations regarding cognitive function.

And thisalso tiesin to other geriatric
syndromes, polypharmacy, depression, falls, and
this can all significantly affect diabetes
management. So you know, | do think that, you
know, there should be some screening, you know,
for cognitive impairment for older adults, and
then theissueis, you know, if thereis

cognitive impairment, you know, if you're, you
know, let's say in the older group, if you're

older it might be more challenging to reach
glycemic, you know, control and just make it

. o Page 105
the comfort of the device, the continuing use

of the device, if alonger time period -- three
months just felt alittle bit too short in my
view.

DR. ROSS: Dr. Carlson?

DR. CARLSON: So aquestion for
Heather. | just wanted to make sure |
understood correctly what you mean by proximal
and more distal outcomes. | think | know but |
want to make sure. Could you be more precise?

DR. YOUNG: Thank you, yes, | can. |
think some of the health outcomes that are
sequelae of problems with glycemic control are
more distal, whereas the time in range is more
proximal, and even hemoglobin Alc isan average
running over three months, and so if you start
atherapy on day one, you may start to get
benefits day 15, 20, into that time and the
average wouldn't be as accurate as when you're
looking at time in range over time. And so
just thinking about what really it's measuring
iswhat you're indicating, what you're looking
for, rather than lagging and potentially
confounded.

DR. CARLSON: We're on the same page,
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and | agree with you, violently agree with you.

DR. ROSS: Mr. Frankel?

DR. FRANK: Naftali Frankel. | just
want to quickly reference a point that was made
earlier just on avery high level that, my
understanding of course, and | think that this
was understood in advance of this meeting and
during this meeting, isthat all our
conversation is not in any way, when we're
talking about equity issues, which of course
was raised repeatedly amongst the speakers,
that there is no guidance at all that we're
providing to create any sort of obstruction or
impediments towards physicians and patients
access to these devices.

And you know, obviously as the patient
representative on this panel, that's of course
important to note, that that should be a
presumption. And when we're talking about
rationing, you know, I'm not going to get into
that really in depth, because | think it'salso
agiven, that we're not looking at all in terms
of trying to identify determinations of whether
to provide access or not, but collection of
data. Andif there's any mistakein that
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because of the heterogeneity in the population

we're talking about. So when we're talking
about an elderly population where there's
multiple comorbidities that can have avery
broad spectrum and range, it seems that
particularly in that population, she felt that
this was something that should be
deprioritized. And I just thought it would be
helpful if maybe we can get alittle bit more
clarity on that specific point, given the fact
that we're specifically mentioning that as one
of the metrics.

DR. ROSS: Tara, are we ableto invite
Dr. Munshi back into the presenter so that we
could ask for clarification? And maybe while
that's happening, | can ask Dr. Isettsto --

DR. ISETTS: Dr. Fanaroff wasfirst.

DR. ROSS: Oh, thank you. That's my
Dutch panel. Sorry.

DR. FANAROFF: Thanks. Justin
response to one of the things that Dr. Dhruva
said, | was going to ask the question about,
you know, whether a three-month changein Alc
would be sustained and if, you know,
continuous, continuation of using these
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assumption, then that would be great to have

that clarification on record.

DR. ROSS. Andjust to clarify, you
areright, we are not making any advice or
recommendations about, you know, the technology
itself or themselves. It'sall about what body
of evidence we would advise CMS to ask for when
making a coverage decision.

MR. FRANKEL: Okay. So |l just thought
it would help just to put that on the record.

Interms of Alc, that's something that
| referenced before, after Dr. Munshi's
presentation, and | think it might be helpful
if it's possible to go back to that and ask for
further input from her given her expertisein
the area, because there was obviously a
divergence on that specific point from alot of
the other presenters and other data that we
reviewed. It would be helpful, | think, to
have alittle bit more clarity in terms of
Dr. Munshi's perspective on deprioritizing
that.

It sounded like in avery substantial
way that that was, there was some emphasis over
there on the lack of reliability, particularly
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devices. And actually Dr. Forlenza had sent me

amessage in the chat that I'm going to just
like read it into the record so you guys can
hear it too because it was sent to me.

So he said that when they looked at
continuation of CGM and AID systems at their
center, with 4,000 cases and 500 adults with
Type 1 diabetes, they have a 99 percent
continuation rate when they exclude coverage
loss.

So it does sound like, at least in
that one center's experience, that people tend
to remain, you know, continue to use these
devices.

DR. ROSS: That's helpful.

DR.ISETTS. Okay, Brian |setts,
University of Minnesota. | want to just
address one of the comments that were submitted
that was not covered in any of the
presentations or discussionstoday. We had a
colleague from the University of Washington
introduce the measure that he characterized as
being dormant over the last 20 years of the
high glycation index, and that there'sa
greater risk for hypoglycemiain patients where
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there's a high glycation index and a greater

risk for cardiovascular disease. Now |
recognize that this, you know, high glycation
index may not be ready for prime timein terms
of our evidence review, although | want to make
sure that we get it in the record for possible
future considerations, that we acknowledge that
it's out there, that the research is building,
and we include that in our report.

DR. ROSS: Thanks. Actualy, the
other endpoint that was measured, although it
wasn't described explicitly as a surrogate
endpoint in addition to the GMI, which |
thought Dr. Munshi spoke about, was thisissue
of variability and whether that's measured at
the individual level during the course of
treatment and its implications for
hypoglycemia. So again, | didn't seein our
evidence review, maybe others -- oh, | guessit
is. The coefficient of variation was aso
mentioned, so I'm mistakenly speaking.

Was Dr. Munshi able to be rejoined
into the meeting, Tara?

MS. HALL: | just sent her a message,
I'm waiting for aresponse.
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the transcript that CM S then relies on more so

than the votes themselves. So that for
instance, if you wereto vote on, | don't know,
the quality of life or patient-reported outcome
domain, you might think that's very important
and rate that afive, but you would say if it's
really this measure that you value highly, and
these other measures that were listed there's
much less evidence for, or something to that
effect, so just to speak openly as to how and
why you're making that vote. Doesthat help?

DR. WALL: Yeah, thank you.

DR. ROSS: Dr. Kobylarz?

DR. KOBYLARZ: Again, justto
piggyback on what you, Dr. Ross, were just
talking about, | think looking at the surrogate
markers, emphasizing, you know, primary
secondary type of endpoints, and at |east what
| was hearing, time in range, hypoglycemiawere
much more towards the top of the list, and just
given the variability in things like Alc, maybe
that could be alittle bit lower or some kind
of secondary endpoint.

DR. ROSS: Dr. Lewis?

DR. LEWIS: Thank you. Joy Lewis, and
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DR. ROSS: Oh, okay. | believe
Dr. Wall was next. Please correct meif I'm
wrong.

DR. WALL: Yeah, thisis Eric Wall.
Just aquick clarification, Joe. When we get
to the voting, we're voting on ranking or
whatever it iswe're doing, it's actually
domains. We're not really ranking within a
domain, we are not ranking measures, you know,
the suggested measures. Let's say the
surrogate markers, we're not prioritizing those
measures one over the other. Am | correct?

DR.ROSS: ThisisJoe. Thatis
correct, athough for instance, like the
presentation that came from Dr. Reddy and
Dr. Schulman-Rosenbaum, | thought that was
actually useful. They talked about individual
measures within each domain, and | would
encourage you that if you do have an opinion
about one measure versus another within a
domain that when you do vote, you can talk
about that.

Because again, just for a point of
emphasis and for the public record, it is our
spoken comments that are then used as part of
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| think regarding -- forget it. And |
appreciate Joe's comments that we can
prioritize, agreeing with Fred that we can
prioritize within each of the domainsto which
surrogate markers are mentioned.

| raised my hand because | just wanted
to address the question that was raised
regarding the duration of the studies, and the
way I'm looking at thisis that we're looking
at devices that have been approved by the FDA,
so they've been studied for a duration long
enough to get FDA approval to measure the
safety and effectiveness of the devices. But
then we're tasked with looking at what studies
need to be done or what needs to be considered,
not necessarily a new study, but what needsto
be considered to look at these for this
Medicare population. And so for me, not
wanting to add additional burden, | would say
the three months, there was good evidence and
there were compelling arguments made for the
three-month minimum time period rather than a
longer time period, given that these are
already approved devices.

| recognize that the FDA approval
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might require some longer timeframes to show

some of the safety and effectiveness, but

that's not at the realm that we're operating

in. In my mind, we're operating on what is the
minimum for us, for an approved device that's
already been FDA approved.

DR. ROSS: Other comments or questions
about the domains or information that we've
heard? Dr. Kobylarz?

DR. KOBYLARZ: Just another comment
regarding device-related safety. At least what
| heard here from one of the presenters, what
would be key here would, at least what | heard
was device continuation and adherence, you
know, to the actual, you know, technology might
be something here to think about.

DR. ROSS: Yeah, | think that'san
excellent point. | also heard someone talk
about specifically the capability of using the
device safely but there, that wasn't defined in
any way. You know, it'sjust an interesting
challenge with medical devicesin terms of both
the individual user and the caregiver, how to
assure, you know, that that's what's happening.
I'm not sure that came up very much in the
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outcome but it's, but we have talked a lot

about these long-term health outcomes and
deemphasizing those as measures of assessment
for shorter term, and the unnecessarily complex
nature and length of trials for really hard and
fast health outcomes. So I'm just curious what
others think about where they would put the
cognitive function.

DR. ROSS: Yeah. I'll just note that
there was a discrepancy in term in the table
versus the question, where the table used the
term patient-reported outcomes of the life
impact domain, whereas the questions say
quality of life, but then define that as
patient-reported assessments of symptom burden
or function. So | think | probably would have
put cognitive function as an endpoint there, as
opposed to an outcome per se.

DR. LEWIS: Yeah, that's how | put it
in my notes as well.

DR. ROSS: Yeah. Dr. Young?

DR. YOUNG: Yes, thank you, Heather
Young. I'd like to address the issue of the
cognitive function. | think that cognitive
function includes both dementia and delirium,
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evidence, the endpoint review of the evidence

in terms of sort of adverse events or safety

seem to be much more related to device
malfunction as opposed to device use or misuse,
so that might be something that we might want
to think about more.

But Dr. Young, | saw your hand coming
up first | believe, but if I'm getting these
wrong, because I'm juggling multiple things,
just please correct me. Who was up first?

DR. YOUNG: | think Joy Lewiswas up
before me.

DR. ROSS: Joy?

DR. LEWIS: It'sredly okay, but
thanks. Speaking directly to what you just
talked about, | too wrote down that device
discontinuation and patient preferences
regarding use, which we hadn't initially
discussed as part of safety, but that came up
in the comments and in the presentations.

And I'm also just curious where the
panel members would place cognitive function,
into what domain. It's not necessarily
measured in quality of life, it might be but
not in all of these markers. Itisahealth
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and islooking at an outcome of treatment that

the delirium aspect is probably more relevant
than the dementia status. | would say that the
cognitive ability, executive function and
ability to engage with the deviceisa
precursor to whether it's going to be
successful or not, but I'd like to call
attention to the fact that family caregivers
provide about 80 percent of all long-term care
or chronic care for older adults, and they in
their capacity are acting on their behalf. And
S0 ng the individual who might be using
the device may not necessarily link to the
outcomes that are possible for that individual
with the assistance of others. So | wouldn't
want to see discrimination against people who
have cognitive impairment based simply on their
status because they're often aided by other
people.

And related to the safety aspect, |
was alittle puzzled to actually see
preferences and discontinuation as a safety
issue, because there are many different reasons
people discontinue that may or may not be
safety related. And so as we think about that,
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lit'sin adomain of perhaps patient preference 11going to have different access to care and
21and also efficacy for that person and using a 2| different cliniciansinvolved, and different
3| particular device. I'm not sure | would 3| screening mechanisms potentially and different
4|categorize it as safety per se, unless there 4| expertise amongst the physicians that are
5 was a discontinuation that was related to some 5| performing those screening mechanisms, thereis
61kind of askin reaction or some element that 61a concern of adippery slope which leads to
’|was very specific to the use of that device. ’Ithe side of less access to patientsin
8 So it getsto thisissue, again, of 8|inappropriate ways.
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distal, proximal. Something that is
discontinuation has multiple explanations. And
so | would urge usto be more preciseif that's

a safety factor.

DR. ROSS: Those are all excellent
points. Dr. Dhruva?

DR. DHRUVA: Thanks. | wasgoing to
make a similar point around the device
discontinuation. | think that it matters asto
why the deviceis discontinued. We know with a
lot of medical devices, they might be
discontinued, explanted for a safety
indication, but it might also be related to a
parent preference and the patient not wanting
to continue.

| also wanted to, just to Dr. Lewis
good point around cognitive function changes, |

10
11

Y ou know, it was mentioned before by
Dr. Y oung specifically with caregiversfor
example. There'salot of different points of
the equation which can extremely be in variance
from one patient to another, depending on where
the patient is receiving their care. And
because of that, my thought process at least is
to take a step back and say thisisadevice
that was shown to be safe and effective by FDA
and when we get to a certain point of granular
datawe have to in some way be trusting that
physician and patient relationship isreally
crucial over here. And when we're starting to
put metricsin that may be alittle bit
arbitrary and perhaps misused if it's not used
completely effectively across the board, then
it can potentially cause a creep of more
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think that, | think that I'm, | do | think
place greater value on health outcomes like
cognitive function changes, hypoglycemia that
requires intervention from a caregiver or
someone el se than the surrogate markers. |1
know that it's easier to measure obviously
Level 2 hypoglycemia, Level 1 hypoglycemia but
to me what's important is the consequence to
patients, less so the number, and sort of what
happened to the patient, did they need a
caregiver to intervene, did they have afall,
did they have any other adverse sequelae?

DR. ROSS: Mr. Frankel?

DR. FRANK: Yeah. You know, I think
in some ways I'm echoing what Dr. Lewis as well
as Dr. Y oung had mentioned before with
cognitive function. Y ou know, one of the
thingsthat | am alittle bit concerned about,
though, when listening to the conversation in
terms of really what the substanceis, in
theory it all makes alot of sense. Y ou know,
it was mentioned before in terms of potential
screening mechanisms to be able to identify,
but the problem is that of course when we're
dealing with a national population and you're
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problems than solution.

DR. ROSS: Dr. Fanaroff?

DR. FANAROFF: Yes. So thinking about
cognitive function as an outcome of a study or
something you'd want to see, | didn't see any
data presented that would suggest that, you
know, that the proximate outcome of better
glucose control would lead to measurably
different cognitive performance. And so you
know, just thinking about that as an outcome,
I'm not sure that it makes sense, unless
there's somebody that knows something about,
you know, whether better glucose control or
avoiding hypoglycemia should affect cognitive
function as would be measured on some kind of
cognitive function test.

DR. ROSS: | would just say, if |
could just jump on that point, which | also --
no one presented data on that, although severa
of the endocrinologists instead talked a lot
about the distress scale. Thisis not about
cognitive function per se, but about, almost
like cognitive stress about hypoglycemia, and |
thought that was actually quite interesting.

DR. WALL: Joe, thisisEric Wall.

Office (410) 821-4888
CRC Salomon, Inc.

2201 Old Court Road,
www.cr csalomon.com -

Baltimore, MD 21208
info@cr csalomon.com

Facsimile (410) 821-4889
Page: 31 (118 - 121)


mailto:info@crcsalomon.com
www.crcsalomon.com

Proceedings

MEDCAC Meeting

1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

. Page 122
Just, I'm sorry, but | thought | was hearing

that repeated episodes of hypo, repeated
hypoglycemic episodes does have along-term
effect on cognition. | didn't see any support
for that, but | thought | heard that in at
least one or two of the speakers.

DR. ROSS: That iswhat | heard too,
but there wasn't subsequent data presented by
any of the speakers. Dr. Garrido?

DR. GARRIDO: I'mjust going back to
Dr. Dhruva's point about prioritizing health
outcomes that require intervention. |
completely agree that those are important, but
| think what was important to note about the
materials presented today isthere'sareally
strong association between those surrogate
markers and the health outcomes. | was
concerned that measuring meaningful outcomes,
meaningful differencesin health outcomes might
require large lengthy trials. It's not clear
to me that the benefit of that information
outweighs the cost, time or patient burden that
would be involved in abig randomized trial. |
mean, we could use real world evidence and use
observational data, but then it's. | don't
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And so I'm saying all thisto just

make sure that, just to share that the way I'm
looking at thisisif we include these measures
it'snot, | don't believe in making a
recommendation that you need to see an
improvement in cognitive function. And | agree
with Mr. Frankel that we don't want to set
limits on what cognitive function one possesses
prior to obtaining these devices, but instead
showing that if you can show an improvement or
perceived cognitive function, a person feels
better about their abilitiesin their life,
then that's a bonus.

And to me, that's as much of abonus
as some of the other measures that we've
aready discussed. So I'm not trying, | don't
believe in setting this as a requirement, but
just to invite inclusion of these other domains
so that the people studying these devices have
the best ability to show the real world
benefits in people using them.

DR. ROSS: Very helpful, and good
level setting. Before we go into talking about
the specific questions that we're going to vote
on, does anyone have any -- | want to leave us
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have a good sense of how accurately we can

attribute a hospitalization or an ED visit to
diabetes, and not to any one of the many
confounding factors that Dr. Y oung was
mentioning earlier.

DR. ROSS: Dr. Lewis?

DR. LEWIS: Thank you. Just getting
back to the -- and | think those are great
points, Dr. Garrido, thank you for that.

And getting back to the discussion
around the cognitive function, | agree with
Dr. Ross regarding what was highlighted most
was the psychological safety, any changesin
fear of hypoglycemia, feeling of reassurance
and ability to do morein your life and
feelings of freedom from having to do the
continuous monitoring and less fear, and that
can berelated to cognitive function. We also
know if you fall from a hypoglycemic episode
and break a hip and are in the hospital, then a
lot of older adults ends up having, you know,
as Dr. Y oung mentioned, some delirium, it could
be more of an acute onset from other things
that are happening or from the fall, from being
hospitalized, et cetera
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an hour to go through them, because | think

people are going to have things they want to
say as part of the vote, whichiswhat | really
want to encourage. But does anyone else have
any -- thisis Joe Ross speaking. Does anyone
have any last questions or point of
clarification that they want to make for the
panel members, or issues to surface?
Mr. Frankel?

MR. FRANKEL: Yeah. Theonly thing
I'd mention is that before it was asked about
the hyperglycemia, because there was little
focusonit. | just noticed, and again, |
didn't have a chance to actually look up the
paper, but one of the materials that were
provided to us by the diatribe foundation, it
references a specific piece of literature
regarding hyperglycemiaand how it has been
shown to improve mood. Again, | can't speak to
the validity of that paper, | didn't even look
it up, but I'm not sureif anyone else here has
anything to add on that specific point
regarding that intersection between
hyperglycemia and an improvement of mood for
that patient population.
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DR. ROSS: Dr. Fanaroff?

DR. FANAROFF: | don't have anything
to say to that particular question. | think
one thing that just in general worth sayingis
that Dr. McGill talked about how the MCID for a
given measure changed based on site design and
comparators. | think that that is, you know, |
wanted to raise that flag, | think it's
important, | think in some of the studies the
technology advancements almost certainly will
compare, you know, new technology to already
very good technology, potentially with not
inferior devices, you know, where they're the
same for measures of Alc and timein range, but
better from a patient satisfaction standpoint.

And | think that, you know, in that
case maybe the MCID becomes the non authority
margin, | don't know exactly how that will be
designed, but | think it's an important
consideration to raise, because study designs
do matter when determining an MCID.

DR. ROSS: No, | think that's actually
quite agood point, right, the idea that if
there isaknown minimally clinically important
difference, you would want any comparative

Page 128
DR. ROSS: So with that, | would like

us to move towards the voting portion of the
meeting, and I'm going to remind us exactly
what we will be voting on, because we will need
essentially 15 minutes or so for each of the
domainsin order to allow everyone to have
ample time to make their comments as part of
the voting process.

But just, you know, the clinical
endpoints review was a literature review to
identify endpoints that have been tested or
were found to have been used in research
studies for technologies that are delivered in
apart of carefor Type 1 diabetes and Type 2
diabetes requiring insulin. Our roleisto
provide advice and recommendations on the body,
you know, the body of evidence regarding these
devicesfor self management in older adults,
what type of endpoints would you want to see
and how you would prioritize them, or should
CMS want to see them and how you would
prioritize.

And we're going to go through kind of
one by one surrogate markers of domain, health
outcomes as adomain, quality of lifeasa
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research between technologies to use that MCID

as the non authority margin, saying that it's
no worse than this. And | will just say, |
think the biggest challenge for all of usand
for CMS largely, isthe comments that were made
at the very end that just the general paucity
of studiesin older adults and in older adults
specifically with Type 2 diabetes requiring
insulin, and how to sort of make heads or tails
of that. Dr. Dhruva?

DR. DHRUVA: Thanks, Dr. Dhruva,
San Francisco. That was actually, Joe, that's
the point that | was going to make, just aswe
sort of get to the voting. As| wasreflecting
on the clinical endpoints review that | read
again last night, that we have asingle
clinical practice guideline for the treatment
of diabetesin older adults, and despite that
comprehensive lit search, few studies include
older adults, include subgroup analyses by
older adults, and so it just helped meto
recenter in thinking about the fact that we may
be looking at these outcomes in an older adult
population that often has multimorbidity and
other conditions.
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domain, and device-related safety as a domain.

I'm going to ask each of you when you vote on
that domain on a scale of oneto five, from not
at all important to extremely important. And
then at our hands in the appendix, there are
specific endpoint measures that have been
identified, some of which have been studied
very well, some of which not. Otherswere
named or you know, or raised in the public
comment period. So there's a series of
surrogate markers, health outcomes, quality of
life measures and device-related safety
measures that have been named. Y ou can talk
about those which you think to be more suitable
versus less suitable when you cast your vote,
Or you can say your vote is based on this
specific measure but you don't have a strong
opinion on these other measures.

And then I'm going to ask each of you
to talk about the ideal duration of followup
that should be required when using those
measures, and whether you're aware or would
want to see a specific minimally clinically
important difference in the evidence, or that
you would say isavalid threshold. Any
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guestions about that?

Can everybody go to the voting site?
| just want to remind everyonethat | am a
nonvoting member, although I'm sure | will be
making comments as part of this process.
Dr. Carlson is aso a nonvoting member,
although my understanding is | ask you how you
would have voted, right? Isthat right? Yes,
okay.

Tara, iseveryone set up on the voting
asfar asyou can tell? You're on mute.

MS. HALL: Iseveryone ableto log on?

DR. YOUNG: Working on it.

MS. HALL: Hold on, I can't hear you.

DR. ROSS: Asthisisgetting figured
out, I'm going to -- after everybody votes, I'm
going to ask you how you voted and your
explanations and rationale, and I'm going to go
in the order on the roster, so I'll start with
the committee vice chair, go member by member,
then the industry representative and then the
patient advocate.

MS. HALL: I'm sorry, | had aglitch
with my sound. What did you say, Heather?

DR. YOUNG: I'mworkingonit, Tara.

25
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DR. DHRUVA: Thanks. | voted athree,

that these surrogate markers| think are
somewhat important. | think | wasin between a
little bit. 1 think these are important
because they can be easily measured, these are
data that are more easily available and so
therefore can be assessed. But at the same
time, | think they are lessimportant than
clinical outcomesto patients.

| would prioritize Level 2 and Level 3
hypoglycemia. | think alot of what we heard,
particularly for older adults, we know from the
2019 guideline on diabetes in older adults that
Alc, despiteit being the easiest measure it is
not prioritized, but that the metrics around
hypoglycemia, | think are particularly
important.

Given that these are relatively rare,
the hypoglycemic episodes hopefully, | think
that probably three monthsis too short, and
probably something like six monthsis more
helpful.

DR. ROSS: Dr. Fanaroff?

DR. FANAROFF: Sol said fivefor this
one. And I think that, you know, the rationale
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DR. ROSS: So asthisisbeing worked
on, our first vote is about the endpoint domain
ratings of surrogate markers. Just to remind
everyone, these are indirect assessments using
biomarkers, physiologic measures or imaging
intended to predict or act as a proxy for a
target outcome of interest. Examplesinclude
percentage of time in hypoglycemia, hemoglobin
A1C. We heard other things around timein
range or time below range, and coefficients of
variability.

And so how, I'm asking you to vote,
how important are endpoints in this domain as
part of the body of evidence, with a one being
not at all important and afive being extremely
important? Everyone can cast their votes.

(The panel voted and votes were
recorded by staff.)

MS. HALL: Everyone has voted.

DR. ROSS: Great. Dr. Dhruva, I'm
going to ask for you to start, to explain your
vote and to address the pointsin the
discussion around which endpoint measures you
were thinking of the duration of followup in
the MCID.

25
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for that isthat thisisreally, to borrow ’
Dr. Young's terminology, thisis the most
proximal outcomes to what the device purports
to do. Soyou know, | think thisisimportant
because essentially what you're asking is does
the device do what it saysit's trying to do.

If not, it's not doing that, what elseisit
doing?

| think the important markers here are
Alc, timein range and time below range. |
think that those are important, | think that
probably the minimal clinically important
difference for hemoglobin Alc, | would favor
0.3 percent, based on the fact that that's how,
you know, the criterion that the FDA and the
AMA used to approve diabetes drugs.

To make sure there's nothing el se that
| wanted to say here, yeah. And | think the
other important thing to think about isthat |
think the other rationale for thisis that
there's a strong association between these,
between many of these surrogate markers and
outcomes that are important to patients,
including cardiovascular and other
microvascular events.
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L DR. ROSS: Dr. Garrido? ! DR. ROSS: Dr. Kobylarz?
2 DR. GARRIDO: | voted afive. My 2 DR. KOBYLARZ: Yes, Joe. Sol aso
3|rationale is similar to Dr. Fanaroff's. These 3|voted five. | think thisis extremely
4| are the most proximal measures. We know that 4limportant. | think the focus should be on time
5|they are strongly associated with other 5lin range, percent timethat's, you know, in
6| meaningful outcomes in the other domains 6/Level 1 and Level 2. | think the other
"Iwithout being subjected to confirming factors Isurrogate markers like Alc, which lend
8| because the group of older adults with diabetes 8|themselves to variability, would be lower on
9 9
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IS so heterogeneous.

| heard alot of support for timein
range. There was one speaker this morning that
mentioned an adjustment related to making sure
you're not going below the acceptable range
might be warranted. | think that might be
something that should be considered.

| don't think | have enough
information to make a recommendation to the
meaningful follow-up time.

I would think for clinically
meaningful differences, examining individua
variability rather than trying to have a fixed
endpoint | think would be important to
consider.

DR. ROSS: Dr. |setts?

DR.ISETTS. Brian Isetts, University

thelist but should be looked at.

| feel just, you know, given the
heterogeneity of this, you know, population,
and differences between alet's say 65-year-old
and a 90-year-old, you know, | think minimal
clinically difference, you know, could be
challenging here, so I'm not sureif | can give
you a number or percent.

Y ou know, | do think that the duration
of these studies, you know, minimum of three,
perhaps six months would need to happen.

DR. ROSS: Dr. Lewis?

DR. LEWIS: Thank you. | also voted
five. | oscillated between four and five as|
was thinking about the utility of some of the
measures, but given that we're able to explain
what measures we think are most important, |
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of Minnesota College of Pharmacy. When | look

at the scales here | need to look at the

practical anchoring, and | really enjoyed the
application of the Dr. Joy Lewis anchoring
measuring scale. So thefiveiswe can't live
without it, okay? Four isit's expected and
highly desirable. Three would be well, you can
live with it or without it.

And so in thefirst domain, | want to
just use the relationship of surrogate measures
to in vivo measures. Because it would sure be
nice, you know, if we could get measures inside
the pancreas and inside the endovascular system
and what have you in the kidneys, but we really
can't. So my voteisthat we can't live
without it, it's extremely important, afive.

And specifically the measures, thisis
really the patientsthat | serve as a geriatric
practitioner, are the hypoglycemic measures. |
also want to go on record as | said previoudly,
to make sure that for future research we look
at this, begin to look at the high glycation
index because that does relate to hypoglycemia.

And | do believe that three to six
months is appropriate followup.

© 00 N o g b~ W N P

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

Page 137
went with the five. And | agree with the

comments that have been made round timein
range and time below range, aswell asthe
ability to recognize Level 1, Level 2
hypoglycemia. And then also quite important to
me, the ability to recognize asymptomatic
hypoglycemia, which can particularly put
elderly patients at risk, so the ability to

avoid hypoglycemic unawareness to me, may be
surrogate markers of the utmost importance.

| aso appreciate the mention of the
combination, the importance of the combination
between time in range with control of time
below range, so a composite endpoint that was
mentioned by some of the endocrinologists, |
think that's really important. The Alc we've
used for quite some time, but | do agree that
it's lessimportant for this population than it
might be for others, and so | weighted that
down.

If we did want to look at minimally
clinically important differences, even though
I'm weighing in my mind the Alc asless, |
think the 0.3 percent difference, and | know
the literature says 0.5 percent, but others
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have mentioned 0.3 percent. And what | found

quite compelling was one of the comments, |
don't believe it was said today but wasin the
materials that we were given, that said we
don't want people to have to have worse control
going into atrial just to see adifferencein
thetria. If they're already well controlled,
you don't have as much room. So that's why to
me, looking strictly for adifferenceisless
important that looking at the individual
changes that might occur.

And then similarly for timein range,
the numbers that have been presented are the
five percent, or even athree percent. So if
you're looking for a difference between groups,
or someone that already has good contral, |
would encourage usto look at the three percent
rather than the five percent difference. It
was also mentioned, the non inferiority, and |
think that's really important that we keep in
mind, so that we don't stick with strict
minimally clinically important differencesin
these measures, but instead think about non
inferiority, and then the ability to use other
measures to show the benefits to the patient of
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value, the clinical value in this population,

but it clearly has some value.

So far what I've heard with the MCID
is| kept thinking about what's the evidence
basis, not just someone's opinion about what is
minimally clinically important, and the only
metric that | saw any suggestion that there was
evidence for was the Alc MCID, which was five
percent or greater than five percent. The
thing that | kept trying to keep inmind is
that because thisis such a heterogeneous
population, many, or some individuals who
entered seniorhood will already be on these
devices. So to suggest that someone hasto
jump through a hoop when they've already
achieved these differences at an earlier point
in their lives makes this kind of problematic
and it gets to the whole idea of, you know,
looking at what the studies, what the study
population, the study goals are in the clinical
trial design, makesit very critical to
interpret that again, outside of the Alc, which
| will throw in there only because it seemed to
be a standardized metric. | didn't find, |
don't know what to make of an MCID outside of
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these devices, and those might be in different

domains such as quality of life.

And then for the duration, | think
given what | mentioned before, | would stick
with the minimum of the three-month timeframe.
Thank you.

DR. ROSS: Dr. Wall?

DR. WALL: Yeah, the advantage of
being at the end is that everything has been
said. But | also voted afive, for much of the
same reasons. | think I'll only comment on
some issues that may or may not have been
raised. You know, it'sinteresting to me that
thetimein range is a pretty high priority
surrogate marker. 1'm surprised that since
hyperglycemiais so rarein this population,
you could almost have another measure which is
time out of range, and that would be, include
below and above, and not have to deal with time
below range, but it seemsto be a standardized
metric in some of the device reporting.

Where | get hung up isnot so muchin
the time measurement, which | can go for three
months because that's what clinicians are used
to, and I'm not terribly impressed with the Alc
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that, so those are my comments.

DR. ROSS: Dr. Young?

DR. YOUNG: Thank you. | gavethis,
rated this afive aswell, because | like the
proximal nature of theseindicatorsand | in
genera am in favor of the time in acceptable
range and the hypoglycemic indicators of
Level 1 and Level 2 hypoglycemia, because |
think that they're probably the most sensitive
in this particular population, and also the
most appropriate given the heterogeneity of the
population. 1'm less excited about Alc for a
variety of reasons, the heterogeneity.

Also because | think these monitors
provide some data for patients, for people to
start making decisions around their lifestyle,
it'sinsulin management but it's more than
that, it's their nutritional intake and their
physical activity, and it take awhile to use
actionable data, there's alag between getting
that data and making some changes and doing the
little experiments that will result in ultimate
changesin glycemic control. And so | think
that, coupled with the confounding by other
conditions, makes me |ess excited about Alc as
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!lasurrogate marker for this purpose, so | ! DR. ROSS: Dr. Carlson? Areyou
2| definitely will go more with the percentage of 2 speaking? Sorry, | don't hear you.
3!time in range and the hypoglycemic indicators. 8 DR. CARLSON: | had to get off mute,
4 Asfar astime goes, | think the 4lsorry.
S|duration of three months is adequate to 5 DR. ROSS: How would you have voted,
6| demonstrate the issues that we need to see, and 6and your rationale?
711 also share the perspective of Dr. Wall around 7 DR. CARLSON: Okay. My rankings are
81it depends on where you start with what's a 8|focused on what evidence should be appropriate
9 9
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meaningful difference, aclinical difference.
And if someone has been in control for along
period of time, the goal might be to maintain
that control, not necessarily to improveit.
And so | think that the within patient
comparisons are really important in that
indication, and if people are aready achieving
high levels of control, it'satool to enable
them to keep that high level of contral,
whereas those who are less in control, a
meaningful difference would be five percent,
say. Thank you.

DR. ROSS: I'mgoingto call on
Mr. Frankel next so that we go through all the
voting members first, and then Dr. Carlson,
I'll cometoyou. So, Mr. Frankel?

MR. FRANKEL: Naftali Frankel. |

25

and adequate for CM S to consider in making
decisions, in other words, what should be
important to make a coverage decision. | agree
with ranking these surrogate endpoints as five.
They predict and correlate with health
outcomes. In my view they are the most
important of the domains listed to make
coverage decisions. Timein range and some
measure of hypoglycemia duration or episodes
are important.

| agree with the consensus that three
monthsis an appropriate duration for studies
using surrogate endpoints.

DR. ROSS: Great. So that, we
finished that domain and | think we took
longer, which is not surprising since we have
the most endpoints to review as part of the
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voted four because | think that there were

certain caveats mentioned here today that would
limit it from afive, but of course four as
stated on our voting is very important. Of
course there is the challenge that we talked
about before, really differentiating that from
extremely important, but you know, the fact
that there were certain limitationsled mein
that direction rather than afive.

In terms of the specifics, I'll just
quickly echo what mostly has already been
mentioned. Number of hypoglycemic events,
percentage of time in range seems to be more
important in terms of prioritization than Alc,
let's important.

| agree also that it seemsthat 0.5,
the lean would be towards 0.3 based on
consensus with the limitations that were
discussed and identified in the materials as
well astoday, particularly in this population
where the metrics may not be as accurate in the
first place.

In terms of followup, it seems that
the broad consensus is three months, and I'm in
agreement with that.
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surrogate marker domain.

Aswe move to the second domain of
health outcomes, | do just want to remind that
thisisregarding devices for self management
of Type 1 or incident dependent Type 2 diabetes
in older adults, so we're not talking about all
diabetes. You know, in therapies, broadly
we're talking about these devices for self
management. The health outcomes domain is
around direct assessments, the target outcome
of interest, for instance complications of
diabetes or diabetes-related emergency
department visits or hospitalizations, which
could include both hypo and hyperglycemic
reasons for admission.

And I'll ask you to go to the voting
system, and talk about whether this domain and
endpoints, how they rate to you from a scale of
one, not at all important, to five, extremely
important, and everyone should cast their vote.

Tara, | am still seeing domain number
one on the screen.

MS. HALL: Yes. Next screen please,
John.

DR. ROSS: There we go, thank you. So
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11 people should cast their vote. 11about definitions and how you define a
2 (The panel voted and votes were 2| diabetes-related hospitalization. Isa
3|recorded by staff.) 3| hospitalization for an amputation considered a
4 MS. HALL: Everyone has voted. 4| diabetes-related hospitalization? Should that
5 DR. ROSS: Great. And the scores have 5| be affected by this technology, | think that's
6lalittle more of aspread. So we will start 6|the asking question.
7Iwith, talk about please, explain what you 7 And then last is the question about
8|voted, which endpoint measures you were 8| complications of diabetes. I'm acardiologist.
9 9
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considering, the ideal duration of followup and
the MCID. Dr. Dhruva?

DR. DHRUVA: Sanket Dhruva,
San Francisco. | voted afour, very important.
| think that what matters to patients and what
patients care about is the sequelae of diabetes
that could be improved through the use of these
devices that we're discussing today. | think
these are more important in my view than
surrogate markers, and | think those, although
they certainly take more time to accumulate
endpoints, | think it's the most important.
And | think that all of the health outcomes,
cognitive function changes, emergency
department visits and hospitalizations from
hypo and hyperglycemia, aswell asall their
complications, are relevant, again, fully

=
o

11

Asnice asit would beto actually know whether
these devices and interventions improve
cardiovascular outcomes, yeah, it's probably in
practice but you'd need trials with, you know,
7,000-plus patients like we have in our
cardiovascular trias, and that's probably
impractical with the pace of technological
change. | will say, | think it's an important
scientific question whether in an erawith,
especially for patients with Type 2 diabetes,
whether that's GLP-2 inhibitors or GLP-1
antagonists, that if the relationship that we
found in the UKPDS study, you know, along time
ago il holds today, but that's sort of

outside the realm of what maybe these device
numbers should be ideal.
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acknowledging it adds length to the duration of
studies that are needed, but for patients for
whom | care, | think that thisiswhat matters
most to them.

DR. ROSS: Dr. Fanaroff?

DR. FANAROFF: So | put athreefor
this one, somewhat important. | agree with
what Dr. Dhruva said, these are important
outcomes to patients, they matter to patients.
But thinking about each of the endpoints
individually, I think some of them are more
important than others, and | think that most of
them are sort of infeasible in this population,
in this device, or have other challenges. We
have the recitation of hypoglycemic awareness
inthere. 1I'm not, | think there are some
guestions to how that's measured.

We talked about cognitive function
changes. | think there's a question there
about whether we expect this intervention to
improve cognitive function. | think the
diabetes-related emergency department visits
areimportant and if | had to, | would give
that one afour. But the diabetes-related
hospitalizations, | think there are questions

DR. ROSS: Dr. Garrido?
Page 149

DR. GARRIDO: | aso voted athree,
somewhat important, and that relates to the use
of these measures for making coverage
decisions. | think these are highly important
clinical outcomes, especially for patients and
family members. | am concerned about the
amount of time it would take to measure these,
and | think the surrogate outcomes are kind of
necessary conditions for these outcomes to be
realized. So I'm not seeing the added benefit
of requiring the health outcomes to be produced
or provided to CM S for a coverage decision.

If these were to be measured, | would
think we would need probably a 12-month
followup to get adequate power to be able to
actually observeit. And again, | would be
concerned that, about whether we could
attribute changes in emergency department
visits and hospitalizations to use of the
deviceitsalf.

DR. ROSS: Dr. |setts?

DR. ISETTS: Brian Isettsfrom
Minnesota. | rated this as very important, and
that's in comparison to extremely important,
and really relates to what Dr. Fanaroff said.
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I have concerns about the reliability of the

measures, al right, the fact that you have
patients with diabetes who have multiple
comorbidities and how isit, how can we say
that fall may be from a high blood pressure
medication, hypertension, it's splitting hairs.
It's an important measure becauseit is
important to patients, and so that'swhy | rate
itasafour.

And of coursein the duration, the
complications of diabetes such as major
cardiovascular events and death, these are
taking, we're talking years now, and so a
one-year followup really may not be enough, it
may have to be longer.

DR. ROSS: Dr. Kobylarz?

DR. KOBYLARZ: Thank you. | voted a
four and | thought that, you know, thisisa
highly desirable measure, domain, but
essentially we need data. | was during the
discussion of the presenters earlier today and
just our discussion, | was just thinking of how
this could be framed, and what was kind of
coming to mind was the four Ms, you know, what
matters, mentation, mobility and you know,
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theinclusion of admissions for hypoglycemia

and hyperglycemiain this category.

And | agree with the overall
importance of health outcomes as being
extremely important, complications of diabetes
are extremely important to measure, but not for
thistask. And for this task we're saying what
do we need to measure for CMS to make a
coverage decision of aready approved devices,
and with that in mind I'm fearful that having
strict measures that require looking at
diabetes complications including kidney disease
and mgjor cardiovascular events, for CMSto
cover these devices would be prohibitively
expensive, long and expensive for the
manufacturers, and would then make it so the
devices would not be available for the Medicare
population. So that was my framework for
deemphasizing these outcomes despite how
important they are.

| also agree with Dr. Garrido that
thereis aready great evidence that shows that
the surrogate markers, shorter term measures,
do provide good evidence of correlating with
longer term outcomes, and with the use of these
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medication. Y ou know, what matters to these

patients is they don't want to end up in the
hospital, they want to avoid hospitalization,
they want to avoid amputation, they want to
avoid blindness or visual impairment.

Regarding mentation, | think what's
important is to just have a baseline screen for
detection of a cognitive impairment, | think
just having some baseline screening. And then
| also think screening for other geriatric
syndromes, not only cognitive impairment but
depression, falls, pain, you know, all those.

| think you know, regarding mobility,
other complications, there's neuropathy, you
know, again falls, so | think we just need data
on this, and you know, trials would take -- |
mean, these would be long studies. | don't
know if I can comment on a particular timeframe
but again, it's highly desirable information
and we just need data in this area.

DR. ROSS: Dr. Lewis?

DR. LEWIS: Thank you, thisis Joy
Lewis. | voted two for this, dightly
important, and | actually oscillated between
one and two on this, and | chose two because of
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devices, we are now going to have better

evidence going forward of these correlations
between things like time in range, lack of time
below range, the GMI and clinical endpoints,
but | don't think that those studies are
necessary for CM'S coverage of these devices
right now right now.

In my mind, the restoration of
hypoglycemic awareness fell under a surrogate
marker. | know it'son our list as a health
outcome but | was counting it under the
surrogate markers, because the surrogate
markers are meant to help with recognition of
hypoglycemia. And then we also discussed the
cognitive function changes that | was putting
more in the quality of life, because | think
they're harder to change, and we discussed that
earlier. So leaving this more to the emergency
zoom visits, that'swhy | felt it was
important, but because these visits may be more
rare, | don't think we need to prove a decrease
in order to approve a device when you have
strong evidence in other domains, and that's
why | deemphasized this domain as well.
Thanks.
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DR. ROSS: Dr. Wdll?

DR. WALL: LikeDr. Kobylarz and
Dr. Fanaroff, | also rated thisafour and |
actually did thisfor a couple reasons. |
looked at thisin terms of wearing two hats,
one was that hat of aresearcher and thiskind
of prevented me from going to afive. | mean,
| find to do some of the studies about, to
study complications of diabetes, | just don't
know how you would do that. 1t would take
forever to do a study that shows that that kind
of outcome would be directly attributable to an
intervention over, | mean over along period of
time, and you'd have to do an immense amount of
controlling.

Cognitive function changes, some of
these metrics are worth tracking, but I'm not
sure | would require them as kind of aticket
of entry.

But | think what got my attention as
kind of a coverage decision personis, | mean,
| do think there has to be something in here
about healthcare utilization, and a reduction
in healthcare utilization in some way that isa
direct result of thistechnology. Otherwise,
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the effects, there are other confounders that

areinvolved, and it also involved the
physician and the disease trgjectory. So if
someone has had undiagnosed or untreated
diabetes for along period of time, the
complications may be there, but it may not be
attributabl e to the device and using the
device, and it could be alongstanding
condition.

I'm a'so alittle concerned about the
healthcare utilization indicators because
hypoglycemiamay be undetected, and it's
something that someone has been unaware of, and
once they get the CGM they find they are having
hypoglycemic episodes, which leads to avisit
for healthcare utilization. And soit's
actually a benefit that they get treated for
something that's occurring that they were
previousy unaware about. So | think there's
just too many complicationsin using this as an
indicator for the purpose of granting accessto
these technologies. Thank you.

DR. ROSS: Mr. Frankel?

MR. FRANKEL: Yes. Naftali Frankel.
| voted four, but | would like to say that
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I'm not sureif we're paying for it, you know,

we haven't really talked about cost

effectiveness on this because it's kind of a

dirty word, but | actually do think that

somehow you've got to be able to show that asa
metric, that at least it's not increased and
potentially it's decreased.

And | do think there are probably ways
of teasing out diabetes-related
hospitalizations, although | put a question
mark after that, saying it's not easy to
measure that, but I'm certain someone has. For
these reasons | gave thisafour.

DR. ROSS: Dr. Young?

DR. YOUNG: Yes, thank you, Heather
Young. | rated thisatwo. | do think that
these health outcomes are vitally important for
patients and also have broader implications,
but there is a well-established evidence base
for connection between glycemic control and
health outcomes. And for the purposes that
we're charged to think about, which is about
evaluating the CGM, insulin pumps and AID, |
think these outcomes are too far out and
problematic. It takes much more time to show
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juxtaposed to that with a very strong cavest,

which isthat, you know, theory versus
practicality. And in theory this sounds great,
and | think that it was pointed out before,
thisiswhat patient want to know. Asa
practical matter, it was also mentioned by
those that were more detractors towards the
utility of this measure, of whether or not it's
confounded. And | think it's essential, first

of all, for there to be direct adjudication, if
that's possible, towards the device when we're
looking at this. And if it's not possible,

then | would say that thisis not useful at

all, you know, | would say that was a one, not
afour.

So going with the assumption, with the
premise that we're going to be able to apply
specific health outcomes that are directly
attributed towards the device and it can
actually be measured in that way, and that it
won't cause additional burden towards access
towards the device, then that's my four. Sol
just want to, | think it's an important
footnote for that four and again, if those
premises are incorrect, then obviously that's
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what that four is grounded in.

DR. ROSS: Dr. Carlson?

DR. CARLSON: Sorry. | ranked thisa
two and | yield my timeto Drs. Lewis and
Y oung, who could have written my comments.

DR. ROSS: Okay, great. Sowe're
going to move to the third domain if that
voting question can be opened up. Herewe're
gong to rate the importance of quality of life
as an endpoint domain. These are
patient-reported assessments of burden or
function, including measures we've heard, like
the Audit of Diabetes Quality of Life
questionnaire, the distress scale, impacting
better scale. Some people have talked about
patient preference and using these devices, I'm
sure there's scales that get at that.

I'm going to ask you to rate from one
to five, with five being not at all important,
to five being extremely important, how
important isit that this domain of evidence be
developed as part that CM S should be looking at
for usein older adults.

(The panel voted and votes were
recorded by staff.)
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And | think just another point, |

1

21think alot of people made great points around
3|theclinical trials, and just the need to
4|continue these clinica trials. 1'd just say

5|that these trials are often being conducted to

6/ receive FDA authorization, and soit's, | don't
71think it necessarily has to be anew trial to
811ook at the clinical outcomes, but | think the
91trial needs to include older adults, have

101 sufficient followup and incorporate quality of
life metrics as well.

12 DR. ROSS: Dr. Fanaroff?

13 DR. FANAROFF: Sol said two, dightly
141important, mostly because I'm not sure that any
151 of these scales necessarily measure the concept
16/that, as alot of these scales measure the

17| patient-reported outcomes in away that

18| necessarily reflects the value that patients

191 get fromit. | think that the idea of quality

201 of lifeisimportant, | just don't know how
2llimportant it is to see that evidence prior to

22| approval for payment.

23 | also think that, again, thisis one
24lwhere it depends, it depends on what the goal
25| of the study is and what it's being compared
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MS. HALL: So, waiting for one more

vote. Everyone hasvoted. Thevoting is
closed.

DR. ROSS: Great. You guys voted
faster than | could get that mouthful out, and
again, we have awide range of scores.

Dr. Dhruva?

DR. DHRUVA: Thanks. Sanket Dhruva,
San Francisco. | voted afour, very important.
I'll make a couple of points. | think that
quality of lifeisincredibly important to
patients, so | voted very important.

| just wanted to make a couple of
points. A very rich discussion over the past
half hour or 35 minutes as we've been going
through the voting. | think it would be nice
to know if the -- | am not as convinced. It
would be nice to know if the metrics that we're
able to measure from these devices around time
in range for example, was definitively
correlated with, for example, patient-reported
outcomes or other clinical outcomes. And if
that's not the case, then in this case | have
voted afour, and | think that these need to be
eval uated.

L . . Page 161
to. You know, if it'sadevicethat is

intended to achieve equivalent outcomes by
seeing a control that gives patients some
benefit in terms of usability, then it's more
important than a device that's intended to --
basicaly, | think it'sjust abig it depends
for this one.

DR. ROSS: Dr. Garrido?

DR. GARRIDO: | gave thisone aone,
and not to say that quality of lifeisn't
important, | think the quality of life measures
are important, should continue to be studied,
but | don't think they should factor into a
CMS coverage decision.

I'm thinking of a scenario where maybe
fear of hypoglycemia goes down with use of a
device but we don't see any meaningful movement
in the measures of glycemic control. I'm not
sure, then, that that warrants coverage of a
specific device. I'll stop there.

DR. ROSS: Dr. |setts?

DR.ISETTS: Yeah, Brian |settsfrom
Minnesota. Thisisthe one domain | wavered
and struggled with from this time that we've
25| been together. | started out at first that it
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was somewhat important, because | had concerns

about the practical application to the scales
in practice, but | really have now migrated to
it'svery important, and I'll tell you why.

And Dr. Kobylarz hit the nail on the
head in the last discussion when he addressed
the four Ms, okay? So | might have mentioned
to you folksthat thisis one of the things
I'vedoneinlifeisto, | spent an extended
sabbatical at CM S for two-and-a-half years
right after the Affordable Care Act was passed,
and who was the administrator, we talk about
the 4 Ms at The Institute for Healthcare
Improvement, it was Don Brewick. And the first
thing he did when he walked in was say wait,
let's stop this. The patients are alwaysin
the room, they're alwaysfirst, we hear their
stories that start and stop, and all contacts
include a person and family engagement
component.

And all of the measures listed here, |
don't have alot of confidence in the context
of what we're doing here. We need to do more
to hear from those patients. If we'retalking
about self management, self efficacy, maybe we

Page 164
DR. ROSS: Dr. Lewis?

1
2 DR. LEWIS: Thank you. Joy Lewis. |
3|too deliberated over this number. | considered
4lafive but then given the limitations of the
5| existing measures, | didn't want it to stand in
6|the way of adevice that could benefit Medicare
7| patients being approved. | ended up settling
8on afour because | do feel these are very
9limportant. And | actually fedl that if a

101 device can be measured as non inferior in terms
111 of the ability with the surrogate markers, if

121it then can show benefit in the quality of life

13| domain, then | think that's worth covering.

141 And whether that's non, whether that's an

15! improvement in psychological safety and

16| hypoglycemic awareness, or even just someone
17Imore able to eat what they choose to eat and to
18| exercise without fear, to sleep safely, maybe
191there's a device that has a better way of
20lwaking you up if you're hypoglycemic and it's
21llless stressful, then that's a benefit from the
22laarm going off. Or for the integrated devices
23|that you don't even get an alarm, you just get

241 some glucose, so that there could be a benefit
25|to the overall wellbeing. | think that's of
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have to use more qualitative studiesin terms

of focus group sessions to hear what's
happening, and | think that will also play into
the discussion we're going to have about device
discontinuation here in a minute.

So for those reasons, that's why |
voted very important.

DR. ROSS: Dr. Kobylarz?

DR. KOBYLARZ: Thank you for that
segue because | gavethis, | voted thisafive,
and | think it's extremely important. | think
these need to beincluded. They focus on, you
know, symptom burden, you know, focus on
function. They should not be exploratory. |
feel that, you know, any validated instrument
that could be used in, you know, diverse
populations that you know, that pertain to
diabetes can be utilized. Itisachalenge
because we need to think about, you know, these
are self reported, you know, measures, so that
does present a challenge.

And you know, | think in terms of the
time duration, | would say no less than three
months, you know, and we could expect to maybe
see achange. So | seethis as very important.

. . Page 165
utmost importance, and I'm hoping that we can

get improvement in measures and really
emphasize the importance of studying
health-related quality of lifein Medicare
patients, so that even early in the FDA process
these measures can be included as a norm and
not an abstract. But maintaining my approach
of what's needed for this population, | feel

the four, it is avery important step.

10 DR. ROSS: Dr. Wall?

1 DR. WALL: | struggled between athree
121and afour on thisand | settled on three but |

13| could go, easily be talked into afour. Like
141the previous panel members, | fed thisisan
151incredibly important measure. Y ou know,

16| empowerment, self control, self empowerment of
17| patients and assessing that is enormously

18/ important. And we certainly do need more

191 quality of life metrics when we work on

20| approving any technology as part of the

211 approval process.

22 That being said, again, | kind of
23|focused on -- I'm not all that familiar with
24Imost of these questionnaires or surveys, so |

25| couldn't speak to which was preferable. It
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seems like the ADQOL was cited in a number of

studies. But again from a coverage standpoint
| kept thinking, you know, many, a substantial
population of Medicare eligibles and Medicare
age individuals are entering this kind of
decision making with many years of, with the
use of thisdevice, and | don't know how you
control for, you know, that in kind of a study.
And | just felt like it relative to the other
domains, this was not as high for me, and |
feel alittle guilty as afamily doctor saying
that, but it is really important that we
address this, but from a coverage standpoint |
had do drop it to athree.

DR. ROSS: Dr. Young?

DR. YOUNG: Thank you, Heather Y oung.
I'm in the same camp as Dr. Wall around, |
think that these measures are incredibly
important and vital for understanding the
effects of different treatment for peoplein
their lives. I'm troubled by them being used
as acoverage decision, and | voted athree for
that reason. | think that these measures
include broader considerations that can affect
their score. When you look at the item level

10
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connected to what we're trying to assess, but

in general | would urge that we look at these
issuesin broader studies because they're
relevant and important, but not for the
purposes of the coverage.

DR. ROSS: Mr. Frankel?

MR. FRANKEL: | also have some
reservations about this metric. | voted three
and my concerns have already been voiced by
multiple different members of this panel, but
predominantly that in theory thisis of course
avery important thing to understand and to
receive input from patients in terms of quality
of life. But when we're discussing coverage,
there are questions in terms of the specifics
of that individual patient. I'm aways very
hesitant when we're talking about policy for a
patient popul ation, quote-unguote, when we're
talking about quality of life, because the
measure of quality of life varies depending on
the individual patient, and | feel that
sometimes there's somewhat of a sense of
paternalism even, where we're deciding for the
patient in effect by determining that something
should not be covered rather than for them to
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issues, they're not all really proximal to the

deviceitself. And other considerationslike
being in pain or having arelationship that's
not so positive with a provider, or financial
pressures, can change someone's rating on these
scaleswhen it'sreally not related to the
specific indication that we're thinking about.
Also, older adults commonly have
multiple comorbidities, and people don't
separate their perspectives and say | fed this
way about my diabetes, | feel thisway about
something else, and quality of lifein many of
these indicators are really a more global
assessment of one's subjective wellbeing. And
so | think it's difficult to get highly valid,
we can have reliable measures but they may not
be valid for a specific purpose and so they may
not be salient, these measures may not be
actually salient for what we're trying to
address herein particular.
| think it isreally important for us
to have indicators of quality of life. If |
were to pick one, | would pick the Diabetes
Dependent Quality of Life Index, because | feel
looking at the item level that they're the most

. . . . . Page 169
determine that as an individual with their

specific physician. And you know, in terms of
practicality, in terms of application of these
measurements, the accuracy of them, the
potential confounders, for example when we're
talking about something under the category of
patient-reported outcomes, PROSs, there's
sometimes the question of, you know, you're
asking the patient what their quality of life,
how they're measuring it based on the current
treatment or the specific medical device, you
don't really have a picture of how they'd
answer that same question in a control group
where they were not actually receiving that
therapy or treatment.

So you know, these are different
scenarios where I've seen in the past where
sometimes we're saying yes, of course, thisis
extremely important because we care about the
patient, but sometimes they can actually get in
the way between the patient and the treatment
that they may actually benefit and actually
appreciate having.

DR. ROSS: Dr. Carlson?

DR. CARLSON: | would have ranked this
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athree also, for the reasons that have been

stated. | think that quality of life is most
important to physicians and patients who are
making decisions about an individual patient's
therapy. | think it's lessimportant, if
important at all, for making coverage
decisions, for the reasons that others have
stated.

DR. ROSS: Okay. We have one last
domain to discuss, we might end up going a
little bit over, | apologize, let'stry to move
the last domain as quickly as possible to meet
the two o'clock meeting end.

But thisrelates to device-related
safety as abody of evidence, for example
hypoglycemiarelated emergency department
visits or other harms, perhaps illustrated by
device discontinuation rates. Please voteon a
scale of oneto five, one being not at all
important, five being extremely important.

(The panel voted and votes were
recorded by staff.)

MS. HALL: Everyone has voted, voting
is closed.

DR. ROSS:. Great. Dr. Dhruva?

Page 172

DR. ROSS: Okay. Dr. Garrido, |
apologize.

DR. GARRIDO: | gaveit athree. |
was waffling between athree and afour. |
think demonstrating safety in the older adult
population is extremely important. 1'm
concerned about some of the metrics that were
listed in this domain, being able to
disentangle discontinuation of a device from
safety reasons versus patient reasons, so that
was the reason | gave it athree rather than a
four.

DR.ISETTS: Dr. Ross, you look frozen
again. You're on mute.

DR. DHRUVA: Joe, | think you're on
mute.

DR. ROSS: Ah, thank you. Dr. |setts,
my apologies.

DR.ISETTS: No problem, thank you.
Brian Isetts from Minnesota. On therating |
have written down on my notes hereis4.5. In
light of the fact that we have to use whole
integers, | registered a vote of four, very
important, and here's the context of why | was
leaning towards that half integer.
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DR. DHRUVA: Sanket Dhruva,
San Francisco. | voted for very important,
I'll be brief. | think that ensuring the
safety of these devices when used in an older
adult patient population that has
multimorbidity oftentimes, usually has greater
risk that a younger patient population without
other co-occurring condition, | think isvery
important to assess.

DR. ROSS: Dr. Fanaroff?

DR. FANAROFF: | said five. I'll echo
what Dr. Dhruva said, that safety isimportant
to an older population, and | think device, |
don't know if thisreally falls under safety,
but | think that ensuring that an older adult
population is capable of using this device and
continuing to use the device over, | would say
a six-month followup, is probably necessary to
make sure they get the benefits related to
glycemic control.

DR. DHRUVA: | think --

DR. ROSS: Sorry, my Zoom froze and |
got kicked out. Did Dr. Fanaroff finish his
explanation?

DR. FANAROFF: | did.

25
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It is okay, we're going to include

device accuracy, correct? Of course. If I'ma
patient, | want to make sureit's accurate. We
kind of talked about device discontinuation,
and | also want to address equitable use
because when the devices are being used,
there'salot of things, stuff happens to
patients, okay, in the real world, so I'll
address this equitable use.

So you're living in a section of town,
in south Chicago for instance, and the only
time that you can get help is after hours, and
you don't have transportation. How do you get
to the pharmacy or the clinic to get the
support you need or the supplies that you may
need?

Also device discontinuation, we need
to study this further in terms of, | saw rates
as high as 20 percent. Let'ssit down with
those that have discontinued the device and
find out what those reasons are, because maybe
it'sthat they don't have the cognitive
ability, or maybe it wasreally related to
safety. | think that's going to be critical as
we move forward in terms of aswe keep talking
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11about these coverage decisions, why were these 11aheadlth outcome | think, so it's already
2| devices discontinued? | think that's important 2| subsumed in another domain and we already heard
3| becauseit's such a qualitative measure. 3| that tissue damage was pretty miniscule.
4 DR. ROSS: Dr. Kobylarz? 4 So then | got to the device
5 DR. KOBYLARZ: | gavethisafour and 5| discontinuation rate and | think it's been
611 thought this was very important, you know, 6|already mentioned, | think there's multiple
"I highly desirable information, and so the data 7| reasons why people might discontinue a device
8|should be, you know, expected. | kind of 8|or the use of aCGM or a pump, and that's not
9 9
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focused on the discontinuation rates just to
echo my colleague, and | think focus on
capability, adherence, thisisall very
important, and | think this could be studied in
arelatively short time, | don't think this
would, you know, be along trial, but I'll stop
there.

DR. ROSS: Dr. Lewis?

DR. LEWIS: Thank you. | also gave
thisafour, many of the same reasons that have
been mentioned, and in our initial review the
endocrinologist who reviewed the clinical
evidence review mentioned the accuracy of
devices at lower levels of glucosereading in
the older population and | just wanted to
highlight that. 1 know that the accuracy would
have been evaluated by the FDA, but |ooking for
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necessarily inherent in the device itself.
Clearly we need to know more about that. |
thought one of the speakers spoke to an MCID of
looking at less than a 20 percent
discontinuation rate asan MCID. | don't know
where that came from, sounds nice to me, but
again, | don't think there's any evidence
supporting any kind of MCID.

And then patient preferences, you
know, again, | think it's really patient
adherenceisto me, and again it's, relating
that to the domain is a bit problematic for me.
Patient adherence, isthat really a
device-related safety issue, isit aquality of
lifeissue, isit ahealth outcome issue? But
| don't -- so | was troubled with the measures
that were listed here and | was trying to come
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coverage for Medicare, | think we would also

want to insure that there were older patients
included and that the question she raised
regarding accuracy at the lower levels of the
glucose measurement is addressed by each of the
devices that are included for safety reasons

for the Medicare population.

And | had similar questions regarding,
and thoughts regarding the importance of the
patient's perspectives and device
discontinuation, and | want to echo the
importance of studying the reasons why patients
would, as Dr. Isetts brought up, would
discontinue the devices. | think that's very
important, so that we can continue to do better
to meet the needs of all patients. Thanks.

DR. ROSS: Dr. Wall?

DR. WALL: I vacillated between afour
and afive, and settled on afour for the
following reasons. Device-related safety is
pretty key and | would have given it afive
just by itsname. The measures that are listed
here | was troubled with, only because when |
looked at the hypoglycemiarelated ED visits,
you know, we already kind of addressed that as

25
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up with something other than that which are

kind of the obvious stuff whichiswe are
assuming that these are a hundred percent
accurate, so what other safety issues would be
talking about? So again, it's kind of more,

the semantics here troubled me alittle bit,
which had me drop from afive to afour.

DR. ROSS: Dr. Young?

DR. YOUNG: So |l voted asafour on
this because | believe safety is an important
consideration. | wastroubled, like Dr. Wall,
with the actual elementsin this category and
these particular measures as not being
necessarily indicative of safety, particularly
the discontinuation and patient preferences
elements. And there are many different reasons
that people might discontinue use.

| think the hypoglycemiarelated
emergency department visitsis a good safety
indicator as long asit's positive and not, and
the benefits of being monitored, that someone
ends up at the ER and is checked out for a
hypoglycemic episode. So that'swhy | voted
for afour. Thank you.

DR. ROSS. Mr. Frankel?
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1 MR. FRANKEL: | thought this was !lwanted to take this opportunity just to
2| extremely important. So you may be wondering 2| reiterate the meeting's intent, which was to
3|then, why | voted one, and the answer to that 3|identify the endpoints that are most relevant
4lredly isthat first of all, what was just 4|to the Medicare beneficiary population, the
5mentioned by Dr. Young and Dr. Wall, the 5|changes in those outcomes that are clinically
6| subsets that we have under device-related 6 meaningful, and the duration of followup that
| safety, it'salittle bit unclear to me how 7Iwe should be looking for.
8|those are directly defined as device-related 8 CMS does not consider cost when
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safety using a strict measure.

But the overarching thought process
that | had was that thisisliterally FDA's
job, to ensure safety. For those that know the
history of FDA, before they were tasked with
safety and effectivenessit was just safety.
So it's foundational to FDA to get thisright.
And if we do trust the FDA, it isvery
guestionable to me why we would be looking at
this as a precondition for coverage, set aside
from the FDA already deciding that it is indeed
safety from looking at a device-related safety
perspective, and that's why | voted one.

DR. ROSS: Dr. Carlson?

DR. CARLSON: | would have ranked this
asafour for al the reasons that have been
discussed, including the questionable relevance
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reviewing technologies for coverage.

Asanext step, CMSwill carefully
review the public comments, panel notes and
dialogue from today's MEDCAC. Thisinput will
assist Medicare in developing aclinical
endpoints, guidance document on this topic.
Guidance documents do not review specific
technologies and are not national coverage
analyses or NCDs. Instead, they identify
health outcomes of interest to CM'S from
reviewing technol ogies and considering
reasonabl e and necessary NCDs.

CMS does recognize that some endpoints
discussed in today's meeting may not be
commonly used. Nonetheless, we hope that
guidance from this meeting will be helpful to
manufacturers as they conceive future studies
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of some of the specific measurements to safety.

However, having heard Mr. Frankel, |
think he make the overall arching important
point that this has already been done and why
should we have to reinvent the wheel. So |
have the option of changing my vote from afour
to one, and will do so.

DR. ROSS: Okay. | want to thank all
of our panel members, both voting and nonvoting
for just their thoughtfulness, the way they
approached these issues, their consideration
and their ability to sort of explain broadly,
you know, what was driving their votes and what
was most important to them.

| know we're over time, not by much,
which is pretty impressive given the amount of
ground we had to cover. | don't know,

Dr. Farmer, from CMS, if you want to make any
closing remarks? Thisisthefirst of the

clinical endpoints reviews as part of this
guidance program to CM S and hopefully thisis
what you were looking for, as| asked all

along.

DR. FARMER: Yes. CMS thanksyou for
your participation in today's meeting. |

25
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such that they can offer greater clarity on the

benefits and harms of these technologies for
the Medicare beneficiary population. So again,
thank you so much for your participation today.

DR. ISETTS: Brian Isetts, | havea
quick questions procedurally. So will we
receive acopy of the draft of this, or it just
goesfinal and you'll send usalink that | can
share with my dean and my department chair?

DR. FARMER: Y ou mean the guidance
document?

DR.ISETTS: Yeah. So whatever the
product of this, or these meetings, will be
published somewhere. Will we see a copy of
that and how will that work? What are the
procedures there?

DR. FARMER: A copy of today's
transcript of the meeting will be made public,
aong with all the other related meeting
materials and the voting scores from the panel
vote.

Asto the guidance document, a
guidance document will be proposed, and also
will be subject to public comment, so the
public will have ample opportunity to
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contribute to thisreview.

DR.ISETTS: Great, and you'll share
all that with us?

DR. FARMER: Yes.

DR.ISETTS: Thank you.

DR. DHRUVA: Joe, | think you're on
mute.

DR. ROSS: Thank you again everyone
for making the time today, | appreciateit, and
have a good rest of your day.

(Whereupon, the meeting adjourned at
11:10 am. EDT.)
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