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1 PANEL PROCEEDI NGS

2 (The neeting was called to order at

3| 10:04 a.m EST, Mnday, February 13, 2023.)

4 M5. HALL: Good norning and wel cone,

5| commttee chairperson, vice chairperson,

6| menbers and guests to our virtual MEDCAC

7| meeting. | am Tara Hall, the Medicare Evidence

8 | Devel opnent and Coverage Advisory Committee

9| coordinator.

10 The commttee is here today to discuss
11| the analysis of coverage with evidence

12| devel opnment criteria. This nmeeting wll

13| exanine the general requirenents for clinical

14| studies submtted for CVM5S coverage requiring

15| coverage with evidence devel opnent. The MEDCAC
16| will evaluate the coverage with evidence

17| devel opnent criteria to ensure that coverage

18| with evidence devel opnent studi es are eval uat ed
191 with consistent, feasible, transparent and

20 | met hodol ogi cal ly vigorous criteria, and advi se
21| CM5 of whether the criteria are appropriate to
22| jnsure that coverage with evidence devel opnent
23 | approved studies will produce reliable evidence
241 that CM5 can rely on to hel p determ ne whet her
25| a particular itemor service is reasonable and
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1| necessary.
2 The foll owm ng announcenent addresses
3| conflict of interest issues related with this
41 nmeeting and is made part of the record. The
S| conflict of interest statutes prohibit speci al
6| governnent enployees fromparticipating in
7| matters that could affect their or their
8| enployer's financial interests. Each nenber
9| will be asked to disclose any financi al
10| conflicts of interest during their
111 introducti ons.
12 We ask in the interest of fairness
13| that all persons naking statenments or
14| presentations disclose if you or any nenber of
15| your immedi ate famly owns stock of has anot her
16 | financial interest in any conpany that is
170 related to this topic, coverage with evidence
18 | devel opnent, or has received financial support
191 from such conpany. This includes speaker fees,
20 | salaries, grants and ot her support.
21 | f you require a financial disclosure
22| statenent, please enmil Ruth McKennon so she
23| can send you the formfor conpletion. Her
24| email is Ruth, RUT-H, dot MKennon,
25| MCK-E-NNON, at CMS. HHS. gov.
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1 We ask that all presenters please
2| adhere to their time limts. W have nunerous
3| presenters and a tight agenda. Therefore, we
41 cannot allow for extra tinme. During each
S| presentation presenters will receive rem nders
6| inform ng them how nuch tinme they have
7| remaining to help themstay within their
8| allotted tinme. Presenters wll receive a
9| pronpt two m nutes before their speaking tine
10| to assure they are ready to present.
11 During the open public coment,
12| attendees who wi sh to address the panel will
13| have that opportunity on a first cone basis.
14| Pl ease email Ruth McKennon if you want to
15| address the panel by eleven a.m eastern
16 | standard tine.
17 For the record, voting nmenbers present
18 | for today's neeting are Sanket Dhruva, M chael
191 Fisch, David Flannery, Carolyn Ford, Genevieve
20 | Kanter, Karen Maddox, Marc Mora, d orunseun
21| Qgunwobi, Sally Stearns, John Whitney and | an
22| Krenmer. Nonvoting panel nenbers are Parashar
23| Patel, Daniel Canos, Craig Unscheid and Ri chard
241 Hodes. A gquorumis present and no one has been
25| recused because of conflict of interest.
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1 The entire panel, including nonvoting
2| menbers, will participate in the voting. The
3| voting results will be available on our website
41 follow ng the neeting.
> W ask that all speakers state their
6| nane each time they speak, speak sl ow and
7| conci se so everyone can understand, speak
8| directly into your conputer mc, and do not use
9| your speaker phone to hel p achi eve best audio
10 quality. Insure your devices are on nute if
11| not speaking, and whil e speaking, please place
121 ringers on silent. Renove pets from your area
13| and anything else that would mninize
141 distractions and Iimt background noi ses.
15 The neeting is being held virtually in
16 | addition to the transcriptionist. By your
17| attendance, you are giving consent to the use
18 | and distribution of your nane, |ikeness and
191 voice during the neeting. You are also giving
20 | consent to the use and distribution of any
21| personally identifiable information that you or
22| others nay disclose about you during today's
23| neeting. Please do not disclose personal
241 health information.
25 In the spirit of the Federal Advisory
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1/ Commttee Act and the Governnent in the
2| Sunshine Act, we ask that the advisory
3| conmttee nenbers take heed that their
4| conversations about the topic at hand take
5| place in the open forumof the neeting. W are
6| aware that neeting attendees, including the
7| media, are anxious to speak with the panel
8 | about these proceedi ngs. However, CMS and the
9| commttee will refrain fromdiscussing the
10| details of this neeting with the nmedia until
111 its conclusion. Also, the commttee is
121 rem nded to please refrain fromdiscussing the
13| neeting topics during breaks or at |unch.
14 And now | would like to turn the
15| nmeeting over to Tanmara Syrek Jensen, CAG
16 | director.
17 M5. JENSEN. Thank you, Tara. Good
18 | norning, everyone. | would also |like to w sh
191 all you Super Bow fans, anybody that was a
20| Kansas City fan, congratul ations, and thank you
21| to the panel for getting up this early after
22| watching a late night gane. And | al so wanted
23| to thank everybody who is participating today
24 | presenting, and including public coments |ater
25| this afternoon.
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1 CMS has given the panel a tall task of
2| giving the Agency gui dance and reconmendati ons
3| on coverage with evidence criteria. W've
4| asked the panel to review the recomended
S| updated coverage with evidence devel opnent
6| criteria and to give us sone recomrendati ons
7| for guidance on what we may want to update or
8| keep.
9 Just as a bit of background, coverage
10| with evidence devel opnent is a result of a
11| pnational coverage determnation. Any tine the
121 Agency decides as a result of an NCD to
131 inpl ement coverage with evidence devel opnent
14| about a particular itemor service, it is this
15] criteria that we use to neasure whet her the
16 | various protocols for studies neet that m ninum
170 criteria in order for CM5S to approve that study
18 | before that particular service or item under
191 the national coverage determ nati on woul d be
20 | cover ed.
21 We | ook forward to the proceedi ngs for
22| the next two days and we also | ook forward to
23 | the panel's recommendati ons and gui dance on
24| what we can update in the CED criteria. So
25| again, thank you all for participating over the
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1| next two days. | know you have very busy
2| schedules. This is inportant for us and we are
3| very grateful for your tinme. Thank you.
4 Dr. Ross, | think we'll hand the
S| agenda to you now.
6 DR. ROSS: Thanks, Tanara. So, ny
7| name is Joe Ross, | amthe chair for this
8| MEDCAC, and I'm | ooking forward to what |
9| anticipate will be a really phenonenal two days
10| of both information gathering and | earning,
11| opportunity for questions and di scussion as we
12| Jater get to our voting around the individual
13| criteria for tonorrow
14 | see on the participant list there
15| are around 350 people on, which is amazing. |
16 | thi nk when we hold these neetings in Baltinore,
1711 don't know if the auditoriumcan hold that
18 | many people, so it's fabulous to be able to
191 have so many peopl e engaged and be able to hear
20 | the conversations and di scussi ons.
21 You w |l hear that for the nost part
22| mmy role is as taskmaster. | amcharged with
23| keeping the trains noving on tine so that we
241 can give everybody a fair opportunity to
25| present information to the panel, for the panel
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1| to ask questions, and for us to nove through

2| and nake sure that we conplete the neeting as

3| schedul ed.

4 W do have a very busy agenda that's

5| going to start with Dr. Jodi Segal, who's going

6| to present for half an hour on the AHRQ report

7| that has nade sone recomendations to CMS on

8| changes to the criteria. Then after her

9| hal f-hour presentation we will have a half an
10| hour of opportunity for questions from

111 commttee nenbers to her. W'Il|l then take a

12| break, and then we have a great opportunity to
13| hear from a nunber of schedul ed speakers.

14 There's 15 people currently signed up,
15/ with and without presentations, for the

16 | commttee for us to hear from | wll be very
170 strict on time given the nunber of speakers who
18 | are scheduled to present. Qur goal will be to
191 hear everybody sequentially. |If there's tine
20 | pefore our scheduled |unch, we may take a

21| coupl e of questions then, but for the nost part
22| gquestions will be held until the gquestions to
23| presenter period, which is currently schedul ed
24| for 1:40 to three o' cl ock.

25 "Il just note that before that,
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1/ there's a 20-m nute opportunity for spontaneous
2| public cooment. Tara did nention that if you
3| do want to sign up to present, you will be
41 given a one-nminute opportunity to speak,
S| starting at 1:20, we can have up to 20 speakers
6| through 1:40. Then those people can al so be
7| asked questions in the 1:40 to three o' cl ock
8| period before our adjourning for the day at
9| three o' cl ock.
10 "Il note, there is no requirenent for
11| speakers to join the neeting tonorrow during
121 the course of our day tonorrow as we're tal king
13| anongst oursel ves and asking guestions to one
141 anot her, and then eventually taking votes.
15| There nay be additional questions that come up
16 | to speakers, so if you are able to join
17/ tonorrow, you nay be asked, that may be
18 | hel pful, but it's certainly not required.
19 "Il note, again, this neeting has
20 | been convened not for us to guide and offer
21| recommendations to CM5 on when to issue a CED
22 | decision, but when a CED decision is offered,
23| what criteria should they be using to eval uate
241 the studies that are proposed. That is our
25| goal here, the latter, so we're here to talk
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1] about what criteria should be used as CV5
2| eval uates a proposed CED study protocol.
3 And agai n, everyone on the conmttee,
41 please renenber to keep yourself nuted, keep
S| your video on, and | think we can get started
6| with the day. | will turn it over to Dr. Segal
7| go. Thanks for making time to be with us this
8 | norni ng.
9 DR. SEGAL: | would like to share ny
10| own screen if possible.
11 |'' mdelighted to be presenting on
12| behal f of the Johns Hopkins University
13| Evi dence-Based Practice Center. This is our
14| analysis of requirenents for coverage with
15| evi dence devel opnent. Thank you, Dr. Ross.
16 This is our team The evi dence-based
17| practice center teamincluded ne, an internist
18 | and pharmaco- epi denmi ol ogi st, as well as
191 Dr. Levy and Dr. D Stefano, who are econom sts,
20| Dr. Bass who is an experienced internist and
21| codirector of the evidence-based practice
22| center, and our colleagues Ritu Sharma, Allen
23 | Zhang and Ni hal Kodavarti .
24 We had excel l ent advisors for this
25| project. They were Peter Neumann, Sean Tuni s
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1/ and Emly Zeitler, all of whom have been deeply
2| involved in CED. Qur involved federal partners
3| were KimWttenberg and Crai g Unschei d.
4 "Il begin briefly with CED background
5| and then I will talk about our AHRQ report,
6| including its scope, the literature search, the
7| key informant stakehol der input, the public
8| comrents, the resulting final proposed
9| requirenents, and then our suggestions for
10| future evaluation of the CED requirenents.
11 CM5S may i ssue a coverage wth evidence
121 devel opnment if insufficient evidence exists to
13| conclude definitively that an itemor service
14| i s reasonabl e and necessary. A CEDis a
15| national coverage determ nation that all ows
16 | patients to access these select nedical itens
171 and services wth coverage on the condition
18| that there is prospective collection of agreed
191 upon clinical data.
20 The CED process was designed in 2005.
21| In 2012 there was new CMS gui dance t hat
22| clarified CEDs should be carried out via
23 | prospective studies, and a CED cycle is
24 1 conpl eted when CVMS has sufficient evidence to
25| reconsider the coverage decision. 1In 2014
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CRC Salomon, Inc. www.cr csalomon.com - info@cr csalomon.com Page: 16


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

Meeting - Day 1 - February 13, 2023 MEDCAC Meeting

1| there was new CVMS guidance; it reiterated the
2| CED goal, that is to expedite beneficiary
3| access to innovative itens and services while
41 assuring that the technology is provided to
S| clinically appropriate patients. In 2014 were
6| included 13 criteria or requirenents that
7| should be net when data collection is underway.
8 |'"'mgoing to read the original 13
9| requirenents so we're on the sane starting, at
10| the sane starting point. Then there are two
11/ interimversions that I'mnot going to read
121 verbatim and then again at the end I will read
131 the final requirenments which have grown into 19
14| requirenents. Ckay.
15 The initial 13 requirenents:
16 The principal purpose of the study is
171 to test whether the itemor service
18 | neaningfully inproves health outconmes of
191 affected beneficiaries who are represented by
20| the enrolled subjects.
21 The rationale for the study is well
22 | supported by available scientific and nedi cal
23 | evi dence.
24 The study results are not antici pated
251 to unjustifiably duplicate existing know edge.
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1 The study design is nethodol ogically

2| appropriate and the antici pated nunber of

3| enrolled subjects is sufficient to answer the

4| research question being asked in the NCD.

5 The study is sponsored by an

6| organi zation or individual capabl e of

7| conpleting it successfully.

8 The research study is in conpliance

9| with the noted federal regul ations.

10 Al aspects of the study are conducted
11| according to appropriate standards of

12| scientific integrity.

13 The study has a witten protocol that
14| clearly denonstrates adherence to the standards
15| listed here as Medi care requirenents.

16 The study is not designed to

17| exclusively test toxicity or disease

18 | pat hophysi ol ogy in healthy individuals. Such
19] studies may neet this requirenent only if the
20 | di sease or condition being studied is life

21| threatening and the patient has no other viable
22 | options.

23 The clinical research studi es and

24| registries are registered on clinicaltrials.gov
25| prior to enrollnment of the first subject.
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1| Registries are also registered in the AHRQ
2| Registry of Patient Registries.
3 The research study protocol specifies
41 the nethod and timng of public release of all
S| prespecified outconmes to be neasured incl uding
6| release of outcones if the outcones are
7| negative or the stud is termnated early. The
8| results nmust be nade public within 12 nont hs of
9| the study's primary conpl etion date, even if
10| the study doesn't achieve its prinmary aim The
111 results nust include the nunber
12| started/ conpl eted, sunmary results for prinary
13| and secondary outcones, the statistical
14| anal yses and adverse events. The final results
15| nmust be reported in a publicly accessible
16 | manner such as a peer-reviewed scientific
171 journal, an online publicly accessible registry
18 | such as clinicaltrials.gov, or in journals
197 willing to publish in abbreviated formt.
20 The study protocol rmnust explicitly
21| di scuss beneficiary subpopul ati ons affected by
22| the itemor service, particularly
23 | underrepresented groups in clinical studies,
24| how the inclusion and exclusion criteria affect
25| enrollment of these popul ations, and a plan for
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1/ the retention and reporting of said popul ations
2| in the trial. |If the inclusion and excl usion
3| criteria are expected to have a negative effect
41 on recruitnment or retention, the protocol nust
5| discuss why these criteria are necessary.
6 And finally, the study protocol
7| explicitly discusses how the results are or are
8| not expected to be generalizable to affected
9| beneficiary subpopul ati ons. Separate
10 | di scussions may be necessary for popul ations
11| eligible for Medicare due to age disability or
12| Medicaid eligibility.
13 The AHRQ process began in May 2022.
14| The scope of the report was neant to be
15| question one, what revisions to the CED
16 | criteria or requirenents may best address the
17 limtations while preserving the strengths, and
18 | how mght the revised criteria be evaluated in
191 the future. W note the CED process or other
20 | aspects of CED not included in the questions
21| above were not included in the scope.
22 AHRQ awar ded the report to our
23 | evidence-based practice center.
24 W franmed the objective as foll ows:
25| We ained to refine the studly design
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1| requirenents so that investigators are
2| efficient in conpleting studies that contribute
3| to an evidence base, with the goal of ending
41 the CED process when there is sufficient
S| evidence for a coverage NCD;, sufficient
6| evidence for a non-coverage NCD;, or a decision
7| to defer the coverage decision to a Mdicare
8| Adm nistrative Contractor, such as for a |ocal
9| deci sion.
10 W began with a very targeted
117 literature search of PubMed. W | ooked for
12| studi es describing coverage with evidence
13| devel opnment, access with evidence devel opnent,
14| managed entry schenes, conditional |icensing,
15| approval with research. W then expanded the
16 | search | ooking for guidance docunents about the
17| production of real-world evidence in the
18| literature. The search strategy is included in
191 your Appendi x 1.
20 W al so extended this to a G ey
21| |literature search where we searched for CED
22| policies of other countries. W identified
23| candi date countries fromthree international
24| articles about CED schenes. These included
25| Australia, Belgium Canada, England, France,
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1| Germany, the Netherlands, Spain, Sweden and
2| Switzerland. So we searched Engli sh-|anguage
3| governnment websites for health technol ogy
41 assessnent bodies |located in these countries to
5| identify any docunentation of their CED
6| policies. W also had sonme contacts with
7| international experts in the HTA field in
8 | Canada, Engl and, the Netherlands, Sweden and
9| Switzerland and di scussed with them about the
10 | exi stence and docunentation of CED policies.
11 This process led to the devel opnent of
121 the first draft, and in the first draft we
13| reviewed those 13 requirenents in the existing
141 CED gui dance and for each we assigned one or
15|/ nore | abels, and you can see the labels in
16 | Table 2 of the report, |ike events,
17| conmuni cati on, governance, nethods. Then we
18 | reviewed our literature and extracted
191 recomendations that are intended to lead to
20 | the production of a strong body of evidence.
21| There were 27 articles that were nost rel evant
22| to this purpose and it included 172
23 | recommendations that we thought to be rel evant
241 to this update. So we | abeled the extracted
25| recomendations with the | abels that bel onged
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1l tothe initial 13 and added new thematic | abel s

2| as needed. W aggregated the reconmendations

3| sorted by |l abels and then where appropriate or

4| needed, drafted one or nore requirenents to

S| correspond to each of the |abels based on the

6| |language of the initial reconmmendation, and the

7| perceived intent of the source docunents.

8 So then this was the revised set.

9| There are 22 requirenents here and again, |I'm
10| not going to read each of them but | do (break
111 in audi o) sone of these additions or changes we
12| made based on our literature review

13 So for exanple in E, we perceived the
14 need for a witten plan for our mlestones to
15| increase the likelihood of tinmely conpletion of
16 | the process. W saw a need for including

171 explicit data governance and protection since
18 | those are consi dered best practices. W wanted
191 to clarify that there should be an evidentiary
20| threshold set so that the neaningful difference
21| that is the target of the study is known up

22| front at the tinme of design. W thought that

23 | the outconmes should be patient relevant and if
24| a surrogate is used, it should be explicitly

25| recogni zed.
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1 AHRQ no | onger maintains the patient

2| registry so we renoved any reference to that.

3 We added a requirenent that the

4| popul ation reflects the Medicare beneficiaries

S| who will use the product or the service. W

6| concluded that the beneficiaries should be

7| studied in their usual sites of care and in

8| this version we used the words real -world

9| practice of nedicine; that changes |ater.

10 We perceived a need for a data

111 validity requirenent. W perceived a need to
121 clarify about the study design's direction and
131 here we list a lot of specific study designs.
141 We included a section stating the investigators
151 pust mnimze the inpact of confoundi ng and

16 | bi ases on inferences by using rigorous design
171 and statistical techniques. W included best
18 | practices for understandi ng heterogeneity and
191 treatnment effect. W believed the

20 | jnvestigators nust denonstrate reproducibility
21| of their results. And we renoved the date

22| requirenents; we initially said 12 nonths, we
23 | thought that would be folded into the statenent
24| of the m |l estones.

25 W appreciate the need for a
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1| requirenment about sharing anal ytics-driven
2| results with CVMs to allow for replication and
3| verification of results. W need to attend to
41 federal regulations.
5 Ckay. So that was the set of
6| requirenents that went to the key infornmants
7| for input. The expertise anpng the key
8| informants included those with expertise in
9| patient and consuner advocacy, real-world data
10| generation and evi dence production, people from
11| nmedical specialty societies, fromthe fields of
12| health technol ogy, fromcomercial health
13| plans, and experts in health policy.
14 These were our key informants, Naom
151 Aronson, Peter Bach, Helen Burstin, Dani el
16 | Canos, John Concato, Eric Gascho, Richard
17| Hodes, Ashley Jaksa, Kathryn Phillips, Nancy
18 | Dreyer, M chael Drumond and El i seo
19| Perez- St abl e.
20 Key informants were asked to do
21| pre-neeting activities. They reviewed the
22| first draft and provided comments, and they
23| were asked to assess each of the 22
241 requirenents as being not needed, inportant or
25| essential, and their ratings are included as
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1| Appendix 4 in your report. They were al so
2| asked whet her textual revisions were required
3| by two or nore KIs for nost of the
41 requirenents.
5 There were two Kl neetings, each with
6| themsplit in half, and they received a summary
7| of their grading before their discussion. |
8| focused the discussion on the areas requiring
9| resolution and we altered the requirenents
10| slightly between the two neetings. W revised
11| the criteria then based on their input and
12| shared the revised criteria with the Kils for a
13| second assessnent, and the second opportunity
141 for input.
15 The set of requirenents after the Kl
16 | input, and this is the set of requirenments that
17| was then posted for public comment. Again, |'m
18 | not going to read them I'Il just show you sone
191 of the changes that we made based on the Kl
20| jnput. Most of it was textual revision.
21 Here are the Kl suggestions to
22| prioritize precision, which we did. Some other
23| changes for clarity. They suggested that we
241 specify that the data nust have attention, the
25| chosen data nust have attention to
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1| conpl eteness, accuracy, duration and sanple
2| size, and this is described in the protocol.
3 There was di scussion that the
41 evaluation of devices differs fromthe
5| evaluation of drugs, and that evaluation nmay be
6| optimal in diverse settings. However, the
7| usual site of care delivery may be a
8| specialized clinical facility like a center of
9| excellence, especially when the product is
10/ newy in use, and we certainly agree with that
11| and have changed the termto usual sites of
121 care for delivery of the product, which often
131 may be in a specialized center.
14 The KI panel agreed on the inportance
15| of patient-relevant outconmes. W added a
16 | phrase about these as secondary data, that's
17| expected to be commpbn. By that we nean data
18| fromelectronic health records or clains, or
191 other sources of existing data.
20 The KlI's thought that the detailed |i st
21| of possible study designs was unnecessary and
22| restrictive, so we renoved it. And they
23 | encouraged our revision to not prioritize
24| efficiency over validity, so we think the
25| revision accurately captures that now.
Office (410) 821-4888 2201 Old Court Road, Baltimore, MD 21208 Facsimile (410) 821-4889

CRC Salomon, Inc. www.cr csalomon.com - info@cr csalomon.com Page: 27


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

Meeting - Day 1 - February 13, 2023 MEDCAC Meeting

1 They encouraged us to frane this as
2| appropriate statistics in addition to rigorous
3| design.
4 And they let us know that there is a
5| set of fundanental factors that should al ways
6| be neasured in a standardi zed way and
7| considered as affecting outcones until proven
8| otherwi se, and those would be the rel evance of
9| this.
10 The fact that reproducibility is a
11| narrow concept and robustness m ght be the
121 preferred word.
13 And the KI panel thought there could
141 be a requirenent for public posting. W
15| favored the old peer review, although both nay
16 | be appropri ate.
17 There was a |l ot of discussion too
18 | about sharing the results and the data with
191 CQvs. The concern was that patients woul d be
20| |ess likely to participate in a study if they
21| know that their data is shared with the
22| governnment. So we inserted the phrase or
23| trusted third party, to remnd investigators to
24| share this data el sewhere if they |earn that
25| CMs actually does inpact enrollnent.
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1 W wll continue to adhere to federal
2| regul ati ons.
3 So AHRQ t hen posted this revised
41 report and requirenments for public comment for
S| three weeks in Septenber. W then received the
6| comments and sunmari zed them Comments outside
7| of the scope of this project were sunmmari zed in
8| an appendi x that's Appendix 2 in your report,
9| and comments about the requirenents were
10| closely reviewed and i nfornmed our final set of
11| revisions.
12 W received 27 sets of public
13| coments, so 17 of the sets of comrents
141 included specific recomendati ons about the
151 requirenents. The other conments, as you can
16 | i magi ne, were overarching coments about the
171 set of requirenents, conments about the report
18 | net hodol ogy, recommendati ons for revisions to
191 the CED program whi ch of course were out of
20 | scope, or comments about costs, cost
21| effectiveness, value and eval uation, which are
22| al so outside of the scope.
23 So these are the final proposed
24| requirenents. There are 19, and to the right
25| you can see what changes we namde based upon
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1| public comments. And again, if you're
2| interested in tracking the evolution of each
3| requirenent, that's included in the report as
41 Table 2. | amgoing to read now t hese 19
5| requirenents.
6 The study is conducted by sponsors or
7| investigators with the resources and skills to
8| conplete it successfully.
9 A witten plan describes the schedul e
10| for conpletion of key study m | estones to
11| ensure tinely conpletion of the CED process.
12 The rationale for the study is
13| supported by scientific evidence and study
14 results are expected to fill the specified
15| know edge gap and provi de evi dence of net
16 | benefit.
17 Sponsors establish an evidentiary
18 | threshold for the prinary outcones so as to
19| denonstrate clinically meani ngful differences
20 with sufficient precision.
21 The CED study is registered with
22| clinicaltrials.gov and a conpl ete protocol is
23| delivered to QWS
24 The protocol describes the infornation
25| governance and data security provisions that
Office (410) 821-4888 2201 Old Court Road, Baltimore, MD 21208 Facsimile (410) 821-4889

CRC Salomon, Inc. www.crcsalomon.com - info@cr csalomon.com Page: 30


mailto:info@crcsalomon.com
www.crcsalomon.com
https://clinicaltrials.gov

Meeting - Day 1 - February 13, 2023 MEDCAC Meeting

1] have been establi shed.

2 The data are generated or sel ected

3| with attention to conpl et eness, accuracy,

41 sufficiency of duration of observation to

S| denponstrate durability of results, and

6| sufficiency of sanple size as required by the

7| questi on.

8 When feasi ble and appropriate for

9| answering the CED question, data for the study
10| shoul d cone from beneficiaries in their usual

11| sites of care, although random zation to

12| receive the product may be in place.

13 The primary outcones for the study are
141 those that are inportant to patients. A

15| surrogate outcone that reliably predicts these
16 | outcones may be appropriate for sone questions.
17 The study popul ation reflects the

18 | denographic and clinical diversity anong the

19| Medi care beneficiaries who are the intended

20| users of the intervention. This includes

21| attention to the intended users' racial and

22 | et hni ¢ backgrounds, gender, and soci oeconomnic
23| status, at a mninmm

24 Sponsors provide information about the
25| validity of the primary exposure and outcone
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1| measures, including when using prinary data
2| that is collected for the study and when using
3| existing or secondary dat a.
4 The study design is selected to safely
5| and efficiently generate valid evidence for
6| decision making by CMs. |f a contenporaneous
7| conparison group is not included, this choice
8| must be justified.
9 The sponsors mnimze the inpact of
10| confoundi ng and bi ases on inferences with
11| rigorous design and appropriate statisti cal
12| techni ques.
13 In the protocol, the sponsors descri be
141 the plans for anal yzi ng denographic
15| subpopul ati ons, defined by gender and age, as
16 | well as clinically-relevant subgroups as
17| notivated by existing evidence. Description of
18 | plans for exploratory anal yses, as rel evant
19| subgroups energe, is also appropriate to
20 | i nclude but is not required.
21 Sponsors using secondary data w ||
22| denonstrate robustness of results by conducting
23| alternative anal yses and/ or using suppl enentary
24 | dat a.
25 The study is submtted for peer review
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1/ wth the goal of publication using a reporting
2| guideline appropriate for the study design
3| structured to enable replication.
4 The sponsors conmmt to sharing
5| anal ytical output, nethods and anal ytic code
6| with CM5 or with a trusted third party in
7| accordance with the rules of additional
8| funders, institutional review boards and data
9| vendors as applicable. The schedule for
10| sharing is included anong the study m | estones.
11| The study should conply with all applicable
121 |l aws regardi ng subject privacy, including
13| Section 165.514 of HI PAA.
14 The study is not designed to
15| exclusively test toxicity, although it is
16 | acceptable for a study to test a reduction in
170 toxicity of a product relative to standard of
18 | care or an appropriate conparator. For studies
191 that involve researching the safety and
20 | effectiveness of new drugs and bi ol ogi cal
21| products ainmed at treating life-threatening or
22| severely-debilitating diseases, refer to these
23 | additional requirenents.
24 And the research study conplies wth
25| all applicable federal regulations.
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1 The proposed requirenents, we think,
2| have nore explicit expectations for the studies
3| that are designed to generate the needed
41 evidence for CM5, and we really think that they
5| should be easier to act upon by sponsors
6| because they are granular and explicit. An
7| explanatory guide may need to acconpany these
8| requirenents, but we think they're pretty clear
9| as they stand. W' ve encouraged use of
10| real -world data when feasible, which describes
11|/ the inclusion of patients in their usual
121 clinical settings.
13 There will continue to be the need for
141 nore traditional, nore explanatory trials. The
15| therapi es recommended for CED are often devices
16 | or diagnostics, rather than drugs or biol ogics,
17| or are therapies being used for novel
18 | indications. Thus, there may not be the
19| extensive clinical trial record that is
20 | generated during regul atory approval of
21| pharnaceuti cal s.
22 Here are our suggestions for future
23 | evaluation of these requirenents. The anended
24| requirenents mght be evaluated with attention
251 to both process and outcone netrics. |f the
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1| protocols are described with sufficient detail
2| on clinicaltrials.gov, this will also
3| facilitate external evaluation of the
41 requirenents. The inpact of the requirenents
5| on outcones can be eval uated by an assessnent
6| of the value of the evidence that is produced,
7| does the evidence generated in a study or a
8| series of studies allow CMs to efficiently end
9| a CED with a coverage or a non-coverage
10| decision, or with deferral to a MAC. The
111 quality and strength of the evidence generated
121 is the ultinate test of the effectiveness of
131 this set of requirenents, as this will allow
14| for a tinely decision by CM.
15 Thank you. |'mvery interested in
16 | hearing your conments.
17 DR. ROSS: Thank you, Jodi, that was
18| terrific, and very clear.
19 So we now have an opportunity to ask
20 | guestions of Dr. Segal and | see sone hands are
21| already going up. As a rem nder, only nenbers
22| of the coomittee are able to ask guestions, so
23| please raise your hands, and let's start, the
24| first question that | see will conme from
251 M. Krener.
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1 MR KREMER: Thank you, Dr. Segal,
2| really interesting and val uabl e presentation
3| and report.
4 Joe, | have a series of questions.
5| Should I just ask one and |let you nove to the
6| next questioner and then nove back around, or
7] can | ask a series?
8 DR. ROSS: Let's go with one and then
9| we'll go back around just to make sure everyone
10| has an opportunity.
11 MR. KREMER  Dr. Segal, first
121 question. Should CMs apply the sanme CED
13| criteria to drugs, biologics, devices and
14| services, or would it be valuable and
15| productive for the systemto have these
16 | criteria at |east have some variation anpng
17| those four types of decisions?
18 DR. SEGAL: W thought of them all
191 together, we did not craft them separately. W
20| think there's enough flexibility in these
21| requirenents that they should serve all of the
22| different types of products.
23 MR KREMER G eat.
24 DR. ROSS: Dr. Canos.
25 DR. CANCS: Thank you. Dr. Segal, |
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1| comend you and the teamfor, you know, the
2| goal as far as guiding investigators to coll ect
3| and use data generated in the health care of
4| patients to produce strong evidence for those
5| outcones for Medicare beneficiaries, a
6| commendable effort. As | |look at the
7| individual elenents on generalizability and
8| where that carries through, and thinking about
9| how, the enphasis on evidentiary controls and
10| t hi nki ng about how data can be coll ected
11| through these patient encounters, it certainly
12| speaks to the inportance of pragmatic clinical
131 trials and | everagi ng both prospective outcones
14| that are secondary as well as primary data
151 collection efforts.
16 When | | ook at the reproducibility
17| aspects it speaks, secondary data, you know, if
18 | you use any secondary data what soever, then you
191 have to then do a secondary ki nd of
20 | reproducibility recognizing that, you know,
21| clinical, you know, research itself and
22| evidence with clinical experience in DHR, it's
23| not a binary that you know, within the
241 pragmatic clinical trial construct, you
25| actually have bits of secondary data especially
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1| collected fromDHR, as well as primry data.

2 |s the intent of reproducibility in

3| any part of secondary data, realizing that you

41 have to then reproduce those results, even

S| within a random zed pragmatic clinical trial,

6| or is it if you only use secondary data that

7| you have to do a reproducibility?

8 DR. SEGAL: W were thinking nore

9| about the use of secondary data and it may be
10| just as sinple as analyzing it differently,

11V right? |If you're doing, you know, a propensity
121 for matching them trying an interval variable
13| analysis is sonething to denonstrate that there
141 is the robustness of your results. [|f you can
15| use another source of data too, another health
16 | system or other data, that would be preferred,
171 but we don't really expect that series of

18 | pragmatic trials necessarily.

19 DR. CANCS: GCkay. So it you have a

20 | random zed pragmatic clinical trial, would

21| there be application of reproducibility to that
22| as well?

23 DR SEGAL: Not necessarily. W were
241 thinking nore about the secondary data anal yses
251 in that requirenent.
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1 DR CANOS: Ckay, secondary and
2| exclusive then.
3 DR. SEGAL: Right, using it, correct.
4 DR. CANCS: Thank you.
5 DR. ROSS: Dr. Fisch?
6 DR FISCH Yes. I|I'minterested in
7| the final requirenment where you nake reference
8| to both sponsors and investigators on slide 44,
9| and it shows, you know, that phrase, sponsors
10| and investigators shows up on other comments as
117 well.
12 DR. SEGAL: Right.
13 DR. FISCH And of course both play a
141 really inportant role in generating reliable
151 evidence, but | tend to think about the
16 | sponsor's role and investigative role as not
17| being exactly the sane. | think about sponsors
18 | as providing resources and assisting in the
191 planning of the study, and investigator's role
20| in planning and conducting the study. And
21| they're both involved in interpreting the data
22| and dissenminating the results, but | wondered
23 | whet her you had thought about distinguishing
24| the role of sponsors and investigators in this
25 | exerci se.
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1 DR. SEGAL: Right. | think the phrase
2| is witten that way because in nany situations
3| the sponsor will be the investigator. W
41 didn't put a lot of thought into that phrase.
S| | actually think that was a preferred phrase by
6| CM5S actually, so this was not sonething we
7| spent a lot of time on.
8 DR. FISCH. Thank you.
9 DR. ROSS: kay. Just a remnder to
10| all the coommttee nenbers. Wien it conmes tine
111 to vote tonorrow about these criteria, if we
12| have suggestions, that's the tinme where we can
13| introduce them and provide additional thoughts.
14 Dr. Ogunwobi ? There's a | ot of
15| questions and I'mtrying to track themin
16 | order.
17 DR. OGUNWOBI: Thank you for that
18 | presentation. | particularly appreciate your
191 inclusion in the final requirenents, the one
20| that's lettered J, in which you stipulate
21| diversity in the patient population that the
22 | device or diagnostic is tested and eval uat ed
23 | on.
24 | do have a question, though, as to,
25| you know, how you intend to nonitor that
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1| because you know, it's possible that people
2| could just include one or two, you know,
3| participants from underrepresented groups.
4| Wuld that be sufficient? |Is there a threshold
5| for, you know, the nunber that's included in
6| the overall sanple size? 1|s there guidance or
7| do you have any current intentions of how
8| that's supposed to work out?
9 DR. SEGAL: No, and | inmgi ne that
10 that would be described in the protocol, and |
111 think our focus too is to identify the
12| subpopul ati ons where there night be originated
131 treatnment effect and if that's defined by
14| gender, then that's the population; if that's
15| defined by race, then that's the popul ation.
16| It has to be explicitly described in the
17| protocol so that there's sufficient enrolled
18 | participants to really understand the effect in
191 that subpopulation. And | would hope that CMS
20 | woul d enforce that when they review their
21| protocol, but | think it would be beyond the
22| scope of the requirenment to be so explicit
23 | per haps.
24 DR OGUNWOBI: So it's really up to
25| CMs, then, to enforce that particular
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1| requirenent?
2 DR. SEGAL: | would think it has to
3| be. Perhaps you will have creative suggestions
41 about how that can be nore explicit in the
S| requirenents, but you're right, it isn't right
6| now.
7 DR. OGUNWOBI: Thank you for your
8| work.
9 DR. ROSS: Dr. Kanter?
10 DR. KANTER: Hi. Thanks, Dr. Segal,
11| for that great presentation. | have a general
12| question and then individual questions, which
13| |, on the elenents which I'lI|l ask later. |
14| guess the first general question is, do you
15| have, and you nay not be able to answer this
16 | based on the net hodol ogy that you used, but do
171 you have specific exanpl es where certain
18| criteria were not as effective or were nore
19 effective, specific exanples related to US
20| cases? And if not, | wonder through your
21| literature review of the international work,
22| whether there were specific exanpl es of
23| concrete instances that we could think through,
241 and what the strengths and limtations of the
25| CMS criteria were.
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1 DR. SEGAL: Well, we | ooked at of
2| course, Emly Zifer's (phonetic) report that
3| she published just a year or so ago that
41 reviewed the existing CEDs. She didn't assess
5| each individual requirenent, she just described
6| like you, CEDs. | have a naster's student now
7| working on |ooking nore specifically, it's a
8| big task, she has just finished two of the CEDs
9| with that goal. No, that was not sonething we
101 did in preparation for this report.
11 And t he question about the
12| international experience, | can't address.
13 DR. KANTER:  Thank you.
14 DR. ROSS: Dr. Stearns?
15 DR. STEARNS:. Yes. Thanks for the
16 | direction and ny question pertains to
17/ mlestones. Are you able to give a little nore
18| information on what's envisioned in terns of
191 the process of establishing initial mlestones?
20| And then also as the investigation proceeds,
21| where there m ght be a process for revising
22| those nil estones as appropriate?
23 DR SEGAL: No, we honestly didn't
241 think that through, we didn't. W would
25| imagi ne that the m | estones would be in the
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1| protocol went through, when you enroll
2| participants, when the anal yses are done, but
3| not, we didn't set nore concretely, honestly.
4 DR. ROSS: M. Patel?
> MR. PATEL: Thank you. Dr. Segal and
6| the JHU team you guys did a very good job of
7| getting this criteria, it's a robust set of
8| criteria, so thank you. | have a question, a
9| couple question, and the first one is
10| criteria C. | noticed that you used the term
11| net benefits and I'mkind of curious why you
12| used that termrather than what traditionally
13| CMB has done, which is inproved health outcones
14| for Medicare beneficiaries. So, maybe a little
15| bit of your thought process why you reconmended
16 | net benefits versus what CMS has used
170 traditionally.
18 DR. SEGAL: GCkay. W wanted to be
191 able to capture in one phrase of course
20 | pbenefits and harns, and so with using net
21| benefit that was nmeant to include both. |
22| agree that that's not a phrase that we have
23| conme across too often in the rest of the CMS
24 | docunentation and maybe that is sonething that
25| requires additional discussion, but that's the
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1] rationale.
2 DR. ROSS: M. Krener?
3 MR. KREMER:  Thank you. So before |
41 get to ny second question, | just want to say |
5| amtroubled by the one size fits all approach.
6/ 1'll save getting into that for our panel
7| discussions but the idea that the sane criteria
8| are applicable and adequate across four classes
9| strikes nme as unlikely at best. And that may
10| have been beyond the scope of the charge that
111 the center was given, but | find it troubling.
12 So for ny second question, if we could
13| go to the slide around the |ist of the key
14 informants, and | wonder if you could identify
15| for us which of those key informants are
16 | patients and which are representatives of
17/ innovation industries, pharnaceutical device,
18| et cetera. | know that there are insurance
19| representatives on the panel but I didn't see
20| and I woul d appreciate you pointing out to ne
21| the patient representatives and the innovator
22 | representatives.
23 DR SEGAL: There was no patient
241 representatives on this key informant panel.
25| | nnovators --
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1 MR KREMER | didn't see any, but |
2| woul d appreciate you correcting the record if
3| 1" m m st aken.
4 DR. SEGAL: | guess |I'mnot sure how |
5| woul d define innovators.
6 MR. KREMER: Well, it's pretty easy to
7| find the insurance conpani es that were
8| represented so it shouldn't be that hard to
9| identify the innovators, pharmaceutical and
10| device --
11 DR. ROSS: M. Krener, is there a
121 question --
13 MR. KREMER  Just to find out if --
14 DR. ROSS: -- or is this an
15| interrogation?
16 MR. KREMER: Well, if they were not
170 included 1'd like to know why they were not
18 | incl uded.
19 DR. ROSS: kay. That's a good
20 | questi on.
21 DR, SEGAL: Al right. W did our
22| pest to have a diverse key informant panel but
231 you're right, it was not inclusive of all
24 | possi ble key informants.
25 MR. KREMER: |'Il reserve comment,
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11 1'1l just, beyond saying representative is

2| really the heart of this. This is about

3| beneficiaries, it's not about the insurers.

41 1'11 leave it there.

5 DR SEGAL: Thank you.

6 DR. ROSS: Dr. Dhruva?

7 DR. DHRUVA: Thanks, Dr. Segal, for

8| really a lot of hard work that was cl ear went

9| into your presentation this norning. | have a
10| question about itemM \Wen feasible and

11| appropriate for answering the CED questi on,

12| data nmust come from beneficiaries in their

13| wusual sites of care, and then the word although
141 is nore where ny question is, although

15| random zation to receive the product may be in
16 | place. |'mwondering about this very specific
171 word al though, because in pragmatic trials we
18 | do seek to conduct, random zations can occur in
191 the usual site of care. So |'mwondering if

20| there is sonme reason that random zation was

21 | under enphasi zed, or is there sonmething to that
22| word although that | just want to understand

23| petter. Thank you.

24 DR. SEGAL: So you're |ooking at H,

25| that's H, right?
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1 DR. DHRUVA: Sorry, yes. Thank you.
2 DR, SEGAL: It strikes nme as a little
3| awkward as well. Yeah, it strikes ne as
41 awkward as wel | .
5 DR DHRUVA: Okay. It seens to ne
6| that it m ght under enphasize the inportance of
7| random zation, because | nean, we have anot her
8| criteria that tal ks about rigor and m ni m zi ng
9| confounding, and we all know that random zation
10 is the best way to do that as appropriate, so
11| yeah.
12 DR. SEGAL: Yes, | agree, and right,
13| sonmething to consider would be ideally
14| random zation to nmake sure the product m ght be
15/ in place, because we agree. W agree.
16 DR. ROSS: Just a note before we
171 continue on with questions for Dr. Segal. For
18 | anyone who is interested in signing up for
191 public coment, please do so before 11 a.m,
20| which is five mnutes fromnow, just so that
21| the CAG team can make sure that everything is
22 | all set.
23 The next person | have on the list is
24| Dr. Canos.
25 DR. CANOS: Thank you. M questions
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1| are specific to C under context, as well as J
2| under population. C has a focus on the
3| evidence that's generated, it's expected to
41 fill the specific knowl edge gaps, and provide
5| evidence of net benefits. Certainly, you know,
6| after hearing presentations and seeing
7| document ati on about the inportance of
8 | stakehol ders, the evidence, the purpose in
9| design is to hit specific evidence gaps that
10| are necessary for CMS deci sions.
11 As you | ook at the context, that has a
121 very targeted intent to fill a know edge gap,
13| and then | ook across to J for populations. The
14 wording on J individually, it tal ks about the
15| subpopul ations refl ecting, you know, the
16 | denographics and diversity across Medicare
171 beneficiaries.
18 |s the intent for CED studies to both
191 be directed and focused with filling evidence
20| gaps at the sane tine as filling and directing
21| nore widely a broad population? It seens to ne
22| these are sort of two different aspects, so
23| could you provide any clarification on C for
241 context with respect to J, the broader
25| popul ati on?
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1 DR SEGAL: Well, | think when you,
2| when the investigator franes what is the
3| guestion that CM5 needs to answer, what's the
41 evidentiary threshold to denonstrate that the
5| evidence has been sufficient, we think it
6| should be inclusive of the population that w ||
7| be exposed and wll be using this product, so |
8| don't think there's conflict there, right? The
9| people who are studi ed should be the peopl e who
10| are going to get this product or diagnostic to
111 the best of your ability.
12 We recognize that's hard, but that's
13| why they're doing these studies, so |l rally
141 don't think there's a conflict.
15 DR. ROSS: | see several nore hands
16 | rai sed and we have about 15 nore m nutes, so
170 we'll try to keep going. M. Patel?
18 MR. PATEL: Thank you. So | have a
191 question about criteria G The wordi ng cones
20| fromdata are generated or selected, and the
21| word selected inplies naybe the data is there
22| and you're sel ecting sone subset of the data,
23| so I'"'mkind of curious what the thought process
24| there is. Presunably when the study is
25| conpl eted, you're not just selecting some
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1] subset of the data. So I'm curious whet her
2| there was thought given to separating the data
3| sources which mght be selected for the study,
41 versus the actual data that was generated from
S| those sources. Does that question nmake sense
6| or was there a reason why you just didn't need
7| to separate the sources and the data generat ed.
8 DR. SEGAL: | think that's fair,
9| although the data used, | think there is a
10| subset of data within the data source that wl|
11| be chosen because it's conplete, right? It's a
121 good outconme to pick because we have conpl ete
13| data on this outcone, right? |If you're
14| measuring sonmething and you don't have the
15| ampunt right, then it's a poor choice of data
16 | for your primary outconme, so | think that's
171 okay. | think data sources are separate from
18 | dat a.
19 DR. ROSS: Dr. Witney?
20 DR. VWH TNEY: Thank you. | just
21| wanted to conment that with regard to a variety
22| of potential service classes being revi ewed
23 | under these criteria, | can't really construct
24| a scenario where these very well witten
25| suggested criteria wouldn't apply to any
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1| service class that | can think of, so absent

2| sone sort of direct information that said

3| otherwise, | would not want to pars this out

41 based on service cl ass.

> DR. ROSS: That's hel pful.

6| Dr. Maddox?

7 DR. MADDOX: Thank you for that very

8| clear presentation. | had a question about

9| requirenent | and the | anguage for outcones

10| that are inportant to patients. | was

11} wondering if you could talk a little bit about
12/ your deci sion maki ng on that phrasing

13| specifically, and also sort of the inclusion of
14 that word inportant to patients and what it

15/ m ght nean to you. Does that nmean that there's
16| a | ot of patient-reported outcones, does it

17/ mean that there has to be justification, and

18 | did you give any thought to indicating anything
191 about the duration of outcones, short term

20 | versus long termor any other specificity, why
21| you might have sort of selected both the phrase
22| and then also not put in nore detail, that

23 | woul d be hel pful to understand.

24 DR. SEGAL: By that we do nean

25| patient-rel evant outcones, not necessarily
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1| patient reported but patient rel evant, which
2| can include death, which can include |ike
3| hospital length of stay, things that patients
41 really do care about, so that was that
5| rationale.
6 So the second part of that question --
7 DR. MADDOX: Just the tradeoff in
8| ternms of giving nore specificity to what m ght
9| be required in short or |ong-term outcones.
10 DR. SEGAL: Thank you, right. So that
11} was why we included the phrase in one of the
121 other requirenments about durability of results
13| and making sure that you had a sufficient
141 length of followp within your data or within
15| your study design, so that you can see that the
16 | results are durable, again, over a period of
170 tinme that is relevant to a patient, right? And
18 | two weeks may not be so inportant to the
19| patient, but if you can neasure outcones for
20 | six nmonths, that would be patient rel evant.
21 DR. ROSS: M. Krener?
22 MR. KREMER.  Thank you. So we've
23 | established that the key informants did not
24 | include sponsors, it didn't include patients,
25| put a conclusion was reached that the criteria,
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1| the proposed criteria should nmake this easier
2| for sponsors to act on. So with that in mnd,
3| I'"mcurious about your selection of the
4| conparator countries and how you treated those,
5| given that many of those conparator countries
6| consider price and at the tine your report was
7| being devel oped, consideration of price was
8| explicitly against the lawin the United
9| States. So how did you factor out the criteria
10| that those other countries found rel evant that
111 mght informa U S construct w thout
12| considering that price elenent in the formulas,
131 in the systens that the other countries use?
14 DR SEGAL: W knew that HTA
151 docunentati on and anal yses would not be fully
16 | appropriate or relevant here. Those sel ected
171 countries were largely a conveni ent sanpl e
18 | because we knew that they would have sone
19| docunentation based on the review articles we
20 | | ooked at. And even our search strategy
21| including health technol ogy assessnent as a
22| search term we knew wouldn't be fully
23| relevant, but it was a way to try to bring in
24| the relevant literature, knowing that it
25| wouldn't all be rel evant.
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1 W were specifically looking if they
2| had really CED policies that were nore in line
3| with what we do in the U S., not their general
4| HTE activities.
5 MR KREMER: So even if their CED
6| activity is constructed potentially in a way
7| that is designed to help themget at a direct
8| value assessnent, a cost and a benefit to the
9| insurance system the public insurance system
10 you had a way to weed out their consideration
111 of that el enent.
12 DR. SEGAL: | think because we're
13| experts in evidence generation, we understand
141 this field.
15 DR RCSS. M. QOgunwobi, or sorry,
16 | Dr. Ogunwobi ?
17 DR. OGUNWOBI: That's okay, thank you.
18| So | have a question about data sharing. |
191 noticed that there was a requirenent that
20 | stipulated sharing the data with CVM5, and |
21| think you said sonething about other third
22| parties, but it wasn't clear to nme that overall
231 it would be publicly available. | do
24 | appreciate the inportance of protecting
25| personal identifiable informati on on any
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1| platform but it just appears that there is
2| limted public sharing so that for exanple,
3| other people can |look at the data and
41 independently determne if the studies were
S| done appropriately and that the CVMS deci sion
6| was based on, you know, the right sets of data.
7 DR. SEGAL: Well, honestly, that never
8| came up, to actually publicly share this. W
9| said we were | ooking for a way of saying that
10| the data would be shared with CMS for
111 replication. | will be interested in hearing
121 other opinion. | was worried that that would
131 further limt studies if they knew that it
141 woul d be shared.
15 DR OGUNWOBI: Right. You know, |
16 | definitely am not tal king about personal
170 identifiable data, but just overall such data
18| that would include nore identifiable, and the
191 goal of that is to enable experts from around
201 the United States and el sewhere to determ ne
21| that, you know, CMS, or indeed independent of
22| CM5, that that study is appropriately done.
23 DR SEGAL: Yeah. That really didn't
241 come up in the discussions.
25 DR. ROSS: Dr. Unschei d?
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1 DR. UMBCHEI D: Thanks, Dr. Ross.

2| Dr. Segal, | thought you did a really nice job
3| on that presentation as well, it was very

4| clear. | did want to ask about stakehol ders

S| because obviously | think that's inportant to
6| many of us. In ny reading of the report there
7| was a patient and fam |y stakehol der group who
8| was included as a key informant, the Nati onal

9| Health Council. Can you correct the record on
10| that? It looks |like they provide a united

11| voice for people living wwth chronic di seases
121 and disabilities and their famlies and

13| caregivers, so | wanted to clarify that.

14 DR SEGAL: Yes, unless it's possible

15] that they were invited but didn't participate.

16 | 1'"'mnot renenbering but | agree, | would like

171 to address that.

18 DR. BASS. Yeah, they did participate,
191 Jodi .

20 DR, SEGAL: Oh great.

21 DR. BASS: That's the Health Council,

22| yes, so that was part of the justification for

23 | including them

24 DR UVBCHEID: And | also wanted to
25| ask about i nnovators. | did see a nunber of
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1] industry representatives and academ cs, and

2| several research agencies on the list of key

3| informants. So it did appear that innovators

41 were included as well, including Delfi

>| Diagnhostics and Aetion and ot hers; does that

6] sound correct?

7 DR. SEGAL: Yes. They're not

8 | manufacturers of devices or pharmaceutical s,

9| but the National Health Council, yes, very

10 | good.

11 DR. UMSCHEID: Geat. | also wanted
121 to ask about the public comments. | know you
13| nentioned in your presentation that there were
141 17 public comrents or sets of coments if |'m
15| renenbering correctly. Do you have a sense of
16 | what types of groups those public coments cane
171 fron? Thanks.

18 DR. SEGAL: Right. There were 27 sets
191 of comments, the public comments are in

20 | Appendix 2. I'mnot sure if Appendix 2 lists
21| them by their choices, but maybe it does.

22 DR. ROSS: Thanks, Jodi. | want to

23| keep us noving if that's okay.

24 DR. UVBCHEID: | can | ook at that

25| appendi x. Thanks, Jodi.
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1 DR. SEGAL: Okay.
2 DR. ROSS: Dr. Canos?
3 DR. CANCS: Thank you. | have a
41 question specific to design, or | guess
5| section L, | believe. And when originally
61 worded the focus was on sufficient evidence
7| generation and the version, the nost recent
8| version, it says addition of the word safely,
9| valid evidence safely and efficiently.
10| Recogni zing that requirement S is called out
11| specifically in 45 CFR Part 46 as well as
121 21 CFR Part 56, is that intent that this is
13| additive in some way, that is that Medicare is
141 to look at safety at sone form above that of
15| section S, or is this duplicative of section S?
16 DR. SEGAL: It may be duplicative.
171 And you're right, that word safely didn't
18 | appear until after the public comment peri od,
191 that wasn't something we initially put in or
20| the key infornmants were respondi ng to.
21 DR. CANCS: Thank you.
22 DR ROSS: M. Patel?
23 MR PATEL: Thank you. | have, |
24| think it is inportant that we clarify the key
25| informants at |east on the list that was nade
Office (410) 821-4888 2201 Old Court Road, Baltimore, MD 21208 Facsimile (410) 821-4889

CRC Salomon, Inc. www.crcsalomon.com - info@cr csalomon.com Page: 59


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

Meeting - Day 1 - February 13, 2023 MEDCAC Meeting

1| public in the report. It did include device
2| conpanies, it may not be confirned but clearly
3| they could have (unintelligible).
4 | actually had a question for you,
S| maybe you could talk a little bit about
6| criteria K, if you can please. So one
7| question, what is primarily, you tal k about the
8| validity of the prinmary exposure and outcone
9| measures. | know what outcone neasures are, SO
101 I"mkind of curious what primry exposure
11| nmeasures are, that's one question. And then
121 the second part of that criteria tal ks about
13| using prinmary data that is collected for a
141 study and when using existing secondary dat a.
15 And | guess, you know, there is at
16 | | east one CED occurring now for pacenmakers that
171 isn'"t using existing secondary data, they're
18 | using clainms data that are generated by the
191 procedure, so I'mkind of curious what that
20 | thought process was, because not all secondary
21| data may be existing, right, it may be created
22| as a result of a study. Am| reading too nuch
23| into this or is this sonmething | should clarify
24| |ater?
25 DR. SEGAL: So | think you're parsing
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1/ the first part alittle broadly, so it's
2| primary exposure and it's outcone neasures,
3| it's not prinmary exposure neasures.
4 MR. PATEL: So what is primry
5| exposure, |'msorry?
6 DR. SEGAL: Exposure to the drug,
7| device, howis that defined, right? If it's a
8| drug, you have to define the primry exposure,
9| is it six nonths of exposure, is it two nonths
10| of exposure, is there sone neasure of adherence
11|/ that's necessary. |It's what you woul d do when
121 you're designing a pharmaco efficacy study.
13 MR. PATEL: Ckay, fair enough. Thank
141 you for the clarification.
15 DR SEGAL: And then the secondary
16 | data that you're describing from-- so clains
171 we woul d say are existing secondary dat a,
18] right? It exists because the clinician, the
19| provider had to bill for the service, that's
20 why it's existing. So yes, even though it's
21| going to be used for perhaps a patient who's
22| enrolled in the study, that's still secondary
23 | dat a.
24 MR PATEL: It's secondary at the tine
25| the study was bei ng devel oped. Thank you.
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1 DR. SEGAL: No, we understand. Yes.
2 DR. ROSS: Just recognizing the tine
3| and the panel still has a nunber of questions,
41 Dr. Segal, are you able to stay throughout the
S| day to give us an opportunity to ask you
6| questions |ater on?
7 DR. SEGAL: Yes.
8 DR. ROSS: (kay. So going back to
9| actually Dr. Mora -- oh, did your hand actually
10 go dowmn? | wanted to make sure you had a
11| chance to go.
12 DR. MORA: Thanks. | took it down
131 just inthe interest of tinme. | can hold the
14| question if you're trying to keep us on tine.
15 DR RCSS: No, why don't you ask your
16 | question, and fromthere we'll take a break.
17 DR. MORA: Good norning, Dr. Segal,
18| from Seattle, Washington. | thank you so nuch
191 for all the work you and your teamdid. From
20 | ny perspective it really helped to clarify and
21| sinplify the task before us.
22 One of the questions | have is, and
231 it's sort of tangentially related, is | spend a
241 |lot of time with patients both as a treating
25| clinician and then on a system | evel talking
Office (410) 821-4888 2201 Old Court Road, Baltimore, MD 21208 Facsimile (410) 821-4889

CRC Salomon, Inc. www.cr csalomon.com - info@cr csalomon.com Page: 62


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

Meeting - Day 1 - February 13, 2023 MEDCAC Meeting

1] about shared decision making and the inportance
2| of trying to help them understand ri sk
3| benefits, and one of the ways we' ve done that
41 is to try and nove sone qualitative statenents
S| to quantitative statenents, talking about
6| lessening the risk of treatnent. | don't see
7| that degree of specificity around quantitative
8| data fromoutconmes. | know it's probably
9| inherent, but would you mnd tal king just a bit
10| about how we think about data being noved in
11| these recomendati ons? Thanks.
12 DR, SEGAL: | think that's folded into
13| the evidentiary threshold, right? 1In the
14| protocol it would describe what does CMS need
151 to nake a decision and that's probably needi ng
16 | to denonstrate sone absolute risk reduction or
171 an absolute benefit. That also folds into that
18 | phrase of net benefit, so that is neant to be
191 quantitative.
20 DR, ROSS: Thank you, Dr. Segal .
21 So just by way of housekeeping, | have
22 | Doctors Dhruva, Stearns, Fisch, Kanter and
23 | Ogunwobi who have their hands up. W'Ill cone
241 back to you guys later on for questions for
25| Dr. Segal.
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1 W do want to give everybody an
2| opportunity to take a 15-minute break. We will
3| be back pronptly at 11:30 a.m east coast tine
41 in and we wll just start our presentation with
S| our schedul ed public speakers. Again, there
6| are 15 who are scheduled to speak, | wll be
7| going on the order of the agenda. Please be
8| ready, each has five mnutes, and |
9| unfortunately will cut off presentations at
10 five mnutes, that way we will have an
11| opportunity for everybody. So, enjoy a
121 15-minute break and 1'I|l see everybody back.
13 (Recess.)
14 DR RCSS: Wl cone back, everybody,
15| just running through maki ng sure everyone is
16 | here. It looks like it. W're going to start
171 in one mnute.
18 Just before we get started, one m nor
191 note that occurred. Dr. Dru R ddl e was
20| jnadvertently not nanmed as sitting on the
21| committee nenbers. | just wanted to nake sure
22| that everyone is aware in case Dr. Riddle asks
23 | questions, that's why, he's actually on the
241 commttee and that was just an oversight, so
25| apologies to Dr. Riddle.
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1 W're going to start with our list of

2| speakers in the order that they appear on the

3| agenda. Please do keep your presentation to

41 five mnutes so that |'"mnot required to cut

5| you off, and we will start wth Ms. Cybil

6| Roehrenbeck. I1'mso sorry if I'm

7| m spronounci ng your | ast nane.

8 M5. ROEHRENBECK: Thank you, good

9| norning. |'m Cybil Roehrenbeck. | serve as
10| the executive director of the Al Healthcare

11| Coalition. I'malso a partner with the | aw

121 firm Hogan Lovells and an adjunct associ ate

13| professor in health law and policy at the

141 American University Washington Col |l ege of Law.
151 On behalf of the Al Healthcare Coalition, I'm
16 | pl eased to speak before the Medi care Evidence
17| Devel opnent and Coverage Advisory Conmttee, or
18 | MEDCAC, on the topic of coverage with evidence
191 devel opment or CED. | do not have any

20| financial interests to disclose.

21 The Al Heal thcare Coalition convenes
22 | healthcare Al innovators and stakeholders to
23 | advocate for patient access to safe ethically
24 | devel oped healthcare Al services. W really
25| appreciate the ongoing efforts of the Centers
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1/ for Medicare and Medicaid Services or CM5 to
2| engage with the Al healthcare community. W're
3| glad that CM5 is considering issues around
41 coverage and paynent nethodol ogi es for energing
5| Al technol ogi es and services, and we | ook
6| forward to a continued partnership with CV5 as
7| the Agency continues to devel op pat hways for
8| patient access to these innovations.
9 On the infornmed i ssue of coverage, the
10 Al Healthcare Coalition was previously
11| supportive in concept of the Medicare Coverage
12| and I nnovative Technol ogies or MCI T proposal.
13| While we advocated for nodifications to CMS's
141 MCIT pat hway, we were di sappoi nted when CNVS
15| rescinded the MCIT proposal inits entirety in
16 | Novenber of 2021.
17 Today we encourage CVMS to nove forward
18] with its nore recent work on a potenti al
191 transitional coverage for energing technol ogies
20| or TCET as a coverage approval pathway. Even
21| though sone advancenents have been nade in the
22| U. S. Food and Drug Adm nistration or FDA,
23| review of Al technologies, as well as
24 | reinbursenent for Al services, there renains
25| great unclarity with respect to Medicare
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1| coverage for Al healthcare services.

2 Qur concerns regarding the | ocal

3| coverage determ nations or LCDs and nati onal

4| coverage determ nations or NCDs have been

5| present across nmultiple healthcare services and

6| specialties. Stakeholders agree that utilizing

7| the LCD or NCD processes for coverage of Al

8| services raises unique challenges.

9 As greater Al services becone

10| avail abl e across many clinical specialty areas,
11| patients and providers need clarity on what is
121 and what is not covered under Medicare.

13| Wthout such clarity, patients may be harnmed by
14| lack of access to these forunms, many of which
15| are hel pful to address specialty care issues in
16 | our grow ng understood comrunity.

17 W ask that CMS nove forward with the
18 | TCET process wi thout delay. This pathway

191 shoul d provide clear, consistent and reliable
20| direction for Al innovators with respect to

21| Medi care coverage.

22 Key conponents of the TCET program

23 | shoul d be, nunber one, early as possible dialog
24 | petween CMS staff and innovators going through
25| the FDA authorization process. Nunber two, add
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1| a neasure for tenporary coverage that enabl es
2| inmmedi ate patient access. Nunber three,
3| special consideration for FDA authorized Al
4| services that have received breakt hrough device
5| designation. Nunber four, flexibility with
6| respect to evidence review and data subm ssi on.
7| And nunber five, reconsideration processes for
8 | applicants.
9 Lastly, we understand that TCET could
10| have an evi dence devel opnent conponent and that
11| the MEDCAC neeting today may inform CMS' s work
121 ‘around TCET. Nonethel ess, we request that CMS
13| not pause the creation of the TCET process for
141 innovative technologies in the interim W ask
15| that CVM5 issue a TCET proposal w thout delay
16 | and we encourage CM5S to work with stakehol ders
171 who represent providers in Al services across
18 | the conti nuum of care.
19 On behal f of the Al Healthcare
20 | Coalition, thank you for the opportunity to
21| address the conmittee.
22 DR. ROSS: Thank you for your
23| comments. Just a rem nder to everyone
24 | schedul ed as public speakers; anyone who is not
25| on the actual conmttee, please keep your
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1| caneras off until I call on you, just for ease
2| of being able to focus on the people who are
3| speaking. The next speaker -- and just a
41 rem nder that questions wll be held until
5| either the end of this session or after |unch.
6| The next speaker is Diana Zucker man.
7 DR. ZUCKERMAN: Thank you. I'm
8| Dr. Diana Zuckernan, president of the National
9| Center for Health Research. Qur nonprofit
10| research center scrutinizes the safety and
11| effectiveness of nedical products, and we don't
121 accept funding from conpani es that make those
13| products, so | have no conflicts of interest
141 other than being a Medicare beneficiary nyself.
15 My perspective is based on ny current
16 | position as well as ny postdoctoral training in
17| epi dem ol ogy and public health, ny previous
18 | policy positions at congressional conmttees
191 with oversight over the U S. Departnent of
20 | Health and Human Services, ny previous position
21| as the director of policy, planning and
22| |egislation at an HHS agency, and as a previ ous
23| faculty nenber and researcher at Harvard.
24 | Perhaps nost inportant, | previously served as
25| a nmenber of MEDCAC for two ternms, so |'mvery
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1| famliar with your inportant work.
2 When | served on MEDCAC | was
3| inpressed with the generally high quality of
41 the evidence that was consi dered but that
5| evidence often had a fatal flaw. The studies
6| frequently focused on patients under age of 65
7| with fewif any patients over 70. As is often
8| the case, the research focused on the youngest,
9| healthiest sick patients in order to reduce the
10| confoundi ng i npact of conorbidities but as any
11| Medicare beneficiary can tell you, nobst of us
12| do have at |east some conorbidities. For that
13| reason, evidence needs to be focused on
141 representative patients, and the nunbers of
15| those patients needs to be | arge enough to
16 | conduct subgroup analyses to determne if the
171 benefits outweigh the risks for those types of
18 | patients.
19 AHRQ and Hopkins did a great job and |
20| generally support their proposed requirenents.
21| There are just a fewthat | think are
22| especially essential and in sone cases the
23 | wording could be nore precise.
24 Under context, | thought the inportant
25| point for the study results was that they
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1| provide evidence of net benefit. It's not
2| enough that the product actually has a benefit,
3| but those benefits nust outweigh the risks.
41 Al'so under context, it's essential that there
5| be clinically neaningful differences in any
6| outconmes neasured with sufficient precision,
7| and | thought that was a terrific addition,
8 Al so, the outcone is also closely
9| related to that, that a surrogate outcone that
10| reliably predicts outconmes nay be appropriate
11| for sone questions, but the enphasis should be
121 on reliably predicts, and that the primary
13| outcomes are clinically meaningful and
14| inportant to patients, absolutely essential.
15 Under popul ation, there's a very
16 | inportant new requirenment that you've added,
171 the study popul ation reflects the denographic
18 | and clinical diversity anong the Mdicare
191 beneficiaries who are the intended users, and
20| at a mninmumthat should include racial and
21| et hni ¢ background, gender and soci oecononic
22 | status.
23 Under what's generalizable, there's a
241 new recommendation that | strongly support,
25| that there should be studies in beneficiaries'
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1] usual sites of care, but that statenent was
2| weakened with the words when feasible and
3| appropriate for answering the CED question,
41 because to ny mnd it's always appropriate, and
S| it's essential that it be feasible.
6 Under data quality, | think that could
7| be worded a little nore clearly, that the data
8| should be conpl ete, accurate, of sufficient
9| duration of observation, and of sufficient
10| sanpl e si ze.
11 And t hen under subpopul ations, |
121 thought it was terrific that it made it clear
13| that it's not sufficient to have diversity,
141 it's essential to anal yze denographic
15| subpopul ati ons defined by gender and age, as
16 | well as clinically rel evant subgroups, and
170 that's an inportant addition that you' ve added.
18 And of course under data sharing, |
191 think that's very inportant.
20 | n sunmary, having statistically
21| significant results is necessary but not
22| sufficient. Studying patients who are diverse
231 in ternms of race, ethnicity, gender and age is
24| necessary, but not sufficient. The data
25| generated nust be relevant to Medicare
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1| beneficiaries, nmust be valid and reliable, and
2| the results nust be clear. Medicare
3| beneficiaries have gotten ol der, and so the
41 studies need to include and anal yze those ol der
S| patients, for whomthe benefits m ght be
6| smaller and the risks mght be greater. W
all --
8 DR. ROSS: Thank you, Diana, | have to
9| cut you off.
10 DR, ZUCKERMAN: Ckay. | just have one
11| sentence, and that's that surrogate endpoints
12| sonetines can predict, reliably predict
131 clinical outcones, but not all do. Thank you
141 very much.
15 DR. ROSS: Thank you for your
16 | comments. Donnette Smith, you're next.
170 Ms. Smith, if you can put yourself on the video
18 | for public coment. Tara, can you confirmthat
191 she's on?
20 (Col I oquy off the record regarding
21| Zoom connection.)
22 M5. HALL: W can cone back.
23 DR. ROSS: Okay.
24 M5. HALL: We'll go to Jim Tayl or.
251 Ms. Smth, are you able to speak?
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1 MR. PATEL: | don't think she can hear
2| us.
3 DR. ROSS: W'Ill try to get it
41 straightened out. Jim Taylor, please nmake your
S| public comrents.
6 M5. TAYLOR: Good norning, can you
7| hear nme all right?
8 DR. ROSS: Yes, we can, thank you.
9 MR. TAYLOR M nane is Jim Tayl or and
101 I"'mthe CEO of Voices of Al zheinmer's. The
11/ mssion of VOAis to enpower people living with
121 or at risk of Al zheinmer's and other cognitive
13| diseases, to drive equitable access and
14| innovative care and treatnment. VOA accepts
15| corporate support that allows us to devel op
16 | high quality educational and advocacy materi al
171 on topics inpacting the Al zheiner's comunity.
18 | | have personally never received funding as an
19| advocat e.
20 This is ny wife Geri, who was
21| di agnhosed with Al zheiner's over ten years ago,
22| and she participated for seven years in the
23 | aducanunmab clinical trial.
24 According to CM5, we are here today to
25| focus on proposed revisions to Medicare's CED
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1| study criteria. This neeting has been advised
2/ not to review CM5's track record with CEDs. MW
3| guestion to you is why not? In ny professional
41 life |l worked for over 30 years in |IBMfinance.
5| W continually scrutinized what was worki ng for
6| our clients and what was not. W set specific
7| devel opnent and financial goals and eval uated
8 | actual results agai nst those goals.
9 O course a big difference between

10| Medicare and IBMis that IBMis a private

11| corporation with stakehol ders, where profit

12| driven notivation drove, profit driven

13| conpani es drive innovation. Medicare is a

141 public insurance programfor ol der adults and
15| people with disabilities. W the Anerican

16 | people are the sharehol ders, participating in a
17| social contract and we enter the programwth
18 | the assurance, the assurance that it will be

191 available for us when we need it.

20 So like at IBM | took a |ook at the
21| track record of CED as a key conponent for

22| today's very inportant conversations. That

23| record is abysmal. Instead of a tinely process
24| to informdecisions, half of today's current

25| CEDs have dragged on for nore than a decade.
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11 I'n many cases fewer than a hundred patients
2| have gotten the treatnent, and in sone cases
3| where evidence is gathered to evaluate CED
41 term nation, the goal posts have noved.
> Two CEDs are conpl etely bl ocking
6| access to essential FDA-approved treatnents for
7| Al zheiner's. The first restricts anyloid PET
8| scans essential for validating Al zheiner's
9| diaghosis. But that disease nodifying therapy,
10| now that disease nodifying therapies are
111 finally available to patients, these scans are
121 even nore critically inportant. But for a
13| decade, CMs has used CED to limt PET scan
14| access and reduce costs for Medicare. The
151 Agency is fully aware that its strict
16 | conditions disproportionately restrict access
171 to people of color. Despite this, CV5
18 | outrageously exploited a PET scan study's | ack
191 of diversity as one of the bogus reasons to
20| require a second study.
21 A second CED is for the newly approved
22 | FDA nonocl onal antibiotic nedications. This
23| CED now is being used to deny access to the
241 recently approved anyl oid di sease nodi fying
25| therapy, LEQEMBI. W in the Al zheiner's
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1| comunity have waited decades for this drug,
2| giving us longer life in the mld stages of the
3| disease, and now CM5 has deni ed coverage for
41 the vast majority of patients for whomthe drug
5| was approved by the FDA.
6 Alarm ngly, this unprecedented
7| decision for the first -- this is the first
8| time CMS has used CED on an FDA- approved drug
9| for its on |label use. This opens the door to
10| apply CED to future Part B drugs for cancer,
11| infectious disease, and new gene therapies for
12| rare diseases. Gven the track record of CED,
13| every one of us should be alarned by this
14 | danger ous precedent.
15 The ubi qui t ous | anguage used for
16 | several of the proposed CED study criteria
17| gives CM5 even nore power to pernmanently
18 | prevent access. For instance, CED clinician
19 studies will have to reflect the denographics
20 | of the intended users' racial and ethnic
21| backgrounds, gender and soci oecononi c st at us.
22| However, this level of infornmation on subgroups
23| is required for no other drug or device covered
24 | by the Medicare program
25 Let's acknow edge that CED renders
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1| medications particularly inaccessible to

2| underserved conmmunities. This is especially

3| egregious for Al zheiner's given that black

41 Americans are twice as likely and Hi spanic

S| Americans 1.5 tines nore likely than

6| non-Hi spanic white peopl e.

7 And in conclusion, despite billions of

8| dollars in research, despite FDA-approved

9| breakthroughs in diagnostic treatnments, despite
10| FDA approval of life altering di sease nodifying
11| therapies, we remain a community of six mllion
121 Americans living with Al zhei nmer's,

13| disproportionately people of color -- can |

141 just finish the sentence -- who are patients of
15| Medicare now and are intentionally and bei ng

16 | systematically deni ed access to approved

17| medications that will enhance our quality of

18| |ife. Thank you very nuch.

19 DR. ROSS: Thank you for your

20 | comments. The next speaker is Jay Reinstein.,

21 MR. REINSTEIN: Yes, good afternoon,

22| or norning. Thank you for this opportunity to
23 | provide comment on CMS coverage under CED. My
24| nanme is Jay Reinstein and | am here as a board
25| menber of Voices of Alzheiner's, and |I'malso a
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1| person living with the di sease, excuse ne, and
2| soneone whose |ife and health is directly
3| inpacted by the decisions made by this group.
4 First | want to thank the experts who
5| hel ped prepare this testinony for ne. On
6| behalf of the Al zheiner's conmunity |
7| respectfully submt that the advisory conmttee
8| has asked the wong questions and will be asked
9| to vote on the wong issues. Wile you spend
10| two days debating the nuances of the proposed
111 criteria to conduct CED studies, the nore
12| inportant question that the advisory conmttee
13| should be considering is whether the CED
14| process works, whether it is |legal, and whether
15/ it is neeting its goals.
16 The Agency for Research and Heal t hcare
171 Quality has deened these questions out of
18 | scope, but they are very nmuch in scope as it
191 nakes no difference whether a trial is or is
20| not listed on clinicaltrials.gov if the CED
21| process is fundanentally broken, and | submt
22| that the CED process is broken, at |east for
23| the nore inportant people in the Mdicare
24| program its beneficiaries |like ne.
25 Experts tell us that dozens of CEDs to
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1| date teach us that CED clinical studies are
2| applied unevenly, subverting the health needs
3| of sonme to support those of others. |'msorry.
4 For years, the Medicare program has
S| gotten away with paying only a fraction of the
6| costs for Al zheiner's disease. And by
7| finalizing the strict CED coverage policy for
8 | nonoclonal antibiotic therapies |ast year,
9| federal officials made it clear that they
10| intend to keep it that way. Medicare currently
11| pays just 60 percent of lifetinme costs for a
12| person living with Al zheiner's. The price tag
13| for Medicare is so | ow because wi t hout
14| treatnents, expenses primarily for nonnedi cal
15| services such as at hone help with bat hing,
16 | eating and using the bathroom those are the
17| expenses that the Medicare program doesn't
18 | cover. Famlies nmust pay a staggering 70
19| percent of overall costs, that Medicare picks
20 | up the remai ning 14 percent of costs prinmarily
21| for nursing hone stays and related |ong-term
22 | servi ces.
23 The discrimnation in our neetings
24| |ast year with CM5, HHS and officials at the
25| \White House was pal pable. Under no
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1] circunstances shoul d soneone |ike nme be told,
2| who is otherwi se healthy, other than having
3| Al zheinmer's, which is a progressive and deadly
41 disease, in |ight of FDA-approved therapeutics
5| that show promi se in slow ng disease
6| progression but that beneficiaries are
7| currently unable to receive, it feels like a
8| way to keep mllions of people from accessing
9| therapeutics because of the cost to Medicare.
10 |"'mhere to tell you that the cost of
11} Al zheiner's, the human costs are crushing the
12| Medi care popul ation, and for the nost part
131 we're being forced to take care of ourselves.
14| That's why |'m here today to speak on behal f of
15/ the community and tell you three things that
16 | experts in Al zheinmer's di sease believe.
17 First, CMS doesn't have the statutory
18 | authority to use the CED process, and now it's
191 being used with a wink and a nudge as a cost
20 | control mechani sm
21 Second, instead of providing nedically
22| necessary care, the CED process is denying
23| access to treatnents that particularly affect
24 1 peopl e who are already facing other systenic
25 | di sadvant ages.
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1 And third, the CED process allows the
2| restrictions on access to continue in
3| perpetuity, even in the face of clear evidence
41 and val ue, because evi dence was never the
5| point.
6 | want to add one nore very i nportant
7| comment about the specifics that the commttee
8| is considering. First, the Al zheiner's
9| community is very troubled that one of the
10| proposed CED study criteria specifically
11| references surrogate outcones, which are study
12| outcones that are reasonably likely to produce
131 a clinical benefit for patients. The FDA's
141 congressional ly authorized accel erat ed approval
151 programal lows for initial approval of a drug
16 | based on surrogate endpoints for
170 life-threatening di seases where patients have
18| no treatnment options or have run out of them
191 Surrogate endpoints were used in the trials for
20| Al zhei mer's nonocl onal antibody therapies, and
21| is CMS suggesting that their role is to review
22| trials the FDA has already reviewed? |Is CM5 a
23 | bionedi cal agency like the FDA? And why is
241 this even here?
25 In addition, and finally, the proposed
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1| report requirenents are over the top and

2| unrealistic for people with Al zheinmer's, who do
3| not have the tinme for peer reviewed publication
41 requirenents as the disease progresses, people
S| wll literally be dieing waiting for the peer

6| review process.

7 DR. ROSS: Pl ease concl ude.

8 MR. REINSTEIN. The cost to ne

9| personally of not being able to access

10| treatnments currently under CED will be | ess

11V time wwth ny famly, |ess independence, and

121 such profound sadness and frustration of the

131 pain 1l will cause to ny |oved ones as ny

14| synpt ons progress.

15 Thank you very nuch for your tine.
16 DR. RCSS: Thank you for your

17| comments. The next speaker is Kay Scanl an.
18 M5. SCANLAN:. Good norning, can you

19| hear ne?

20 DR. ROSS: Yes, we can, thank you very
21| much. You have five m nutes.

22 M5. SCANLAN. H, |'m Kay Scanl an,

23 | speaking to you on behalf of Haystack Project.
24 | Haystack is a nonprofit nenbership organi zation

251 with nmenbers representing approxinately 130
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1/ ultra-rare disease patient advocacy
2| organi zations. | amnot receiving funding from
3| comercial entities with an existing interest
41 1in CED.
5 The CED and the study criteria
6| discussed in this neeting are particularly
7| inmportant for our patient conmunity. 95
8| percent of the 7,000-plus rare diseases
9| identified to date have no FDA-approved
10| treatnment option. Mst of our patient
11} comunities rely on off-1abel treatnent
12| regi nens while waiting and hoping that a
13| treatnment is discovered and makes it through
14 clinical trials to FDA approval. That al nost
15| always invol ves accel erated approval, surrogate
16 | endpoi nts, and singl e-arm studi es given the
171 smal | di sease popul ati ons.
18 | f CED were used broadly to address
191 evidentiary uncertainties on direct clinical
20 | penefit, ultra-rare disease treatnents woul d be
21| routinely subjected to national coverage
22 | scrutiny and CED. Even nore daunting, though,
23| is the inpact of off-label use. NCDs with CED
241 coul d forecl ose devel opnent of and access to
25| energing off-1label reginens that patients need
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1] to reduce disease burden or even slow di sease
2| progression.
3 This is why we believe that context is
41 inportant and patient protections should be
5| paranount as the MEDCAC di scusses CED and st udy
6| criteria. Each NCD with CED does two things.
7| Yes, it sets up national coverage for patients
8| able to qualify for and enroll in CMs- approved
9| studies. It also inmediately cuts off coverage
10| until those studies are started and creates
11| national non-coverage for all uses outside of
12| those studi es.
13 Unl ess CED nechani sns and st udy
14| criteria expressly provide for or exenpt
15| of f-1abel uses supported by evidence in very
16 | rare conditions, any NCD requiring CED would
17| conpletely foreclose access to treatnent in
18 | these patients unless they are sonehow able to
19| sustain a direct appeal against the NCD itself.
20| So that is our first request, that you consider
21| the downstream i npact of CED study criteria on
22 | our patient popul ati ons.
23 Wth respect to patient protections,
241 we urge you once again to keep context at the
25| forefront of your discussions and
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1| deliberations. Study criteria crafted to

2| ensure scientific integrity and data validity

3| can appear inappropriate when the

41 investigational itemis not actually

5| investigational and the studies are required

6| for meaningful access to treatnment. They can

7| nmove toward and beyond the |ines of ethics when

8| that care is subject to random zati on and

9| providers otherwi se managi ng the patients' care
10| are blinded to the treatnent received.

11 So first, we ask that a study criteria
12| be added to ensure that each CED study conplies
131 with an overarching set of requirenents

14| established for and applicable to the specific
15| CED NCD and the study questions CMS poses to

16 | resol ve the reasonabl e and necessary questi on.
17 Al t hough including a requirenent that
18 | each CED study be reviewed by an IRB is

19 inportant, it does not sufficiently protect the
20 | Medi care beneficiary popul ation. The existing
21| review requirenent does not address the ethical
22 | consi derations associated with conditioning

23| coverage on clinical trial participation that

241 may vary based on the di sease state,

25| availability of alternative treatnent options,
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1| assessed safety and efficacy of the
2| intervention, and other factors.
3 The Federal Policy for the Protection
41 of Human Subj ects, the Conmmon Rul e, has been
5| codified at subpart A of 45 CFR 46. Haystack
6| urges MEDCAC to consider that each CED NCD and
7| its study questions, priority outcones, data
8| threshol ds and ot her structures constitute
9| research on human subjects not clearly falling
10| under any exenptions from human subj ect
11| protections under the Cormpn Rule. Medicare is
12| primarily a lifeline for our nation's aged and
13| disabled, not a research entity, and the
14| program shoul d submt each NCD CED structure to
15| review and approval by a central |RB.
16 Second, we strongly urge MEDCAC to
171 recomrend i nforned consent requirenents that
18 | protect beneficiaries as patients, including
191 that any FDA-approved or cleared treatnent is
20 | not experinental or investigational; whether
21| research subjects will be able to access
22| treatnent outside the clinical trial and any
23| longitudinal studies if energi ng evidence
24 | denonstrates inproved patient outcones; whether
25| research subjects or their treating providers
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1/ wll be informed on whether they are in the
2| active treatnent or control armof the trial;
3| availability of the FDA-approved treatnent for
41 individuals unwilling to accept the risk of
5| random zation to the control armor otherw se
6| unwilling to participate in research who are
7| able to find alternative funding.
8 Third, we ask that a study criteria be
9| created to require a nonitoring function over
10| all studies within a particular CED NCD to
11| ensure that random zation of research subjects
121 ceases when likely clinical benefit is shown
131 through a CM5-initiated CED study or other
141 evidence in a manner generally sufficient for
15| claimspecific paynent by the MAC
16 Fourth, there should be an alternative
17| coverage pathway within the CED design for
18 | Medi care beneficiaries who are unable to
19] participate in a CVMs-approved clinical trial
20 | pbut seek coverage for use within the
21 | FDA- approved | abel ed indication of a nmedically
22 | accepted off-label use. This is also inportant
23| for beneficiaries who have received a clinical
241 pbenefit fromthe product or service fromuse
25| outside of Medicare, since those individuals
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1| would not generally be accepted into clinical
2| trials.
3 Finally, we believe that our
41 recommendations are essential in addressing
5| health inequities associated with | ack of
6| diversity in clinical studies. Patients with
7| adequate financial resources have al ways been
8| able to access treatnents that individuals who
9| relay on insurance coverage are unable to
10| afford. Rare disease patients and their
111 famlies are often forced to deci de whet her
121 they can afford a non-covered but potentially
13| pronising on- or off-Ilabel treatnent reginen,
141 and too often face the crushing reality that
15| evolving standards of care are financially out
16 | of reach.
17 DR. RCSS: If you could concl ude
18 | qui ckly?
19 M5. SCANLAN:. Sorry?
20 DR, ROSS: A qui ck concl usion?
21 M5. SCANLAN:. Ckay. Any gover nment
22| initiated paradi gmconditioning coverage for
23| safe and effective treatnents on participation
241 in research, including randoni zati on,
25| controlled studies is likely to further, rather
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t han reduce, nedical mstrust. It also negates

the critical elenment of infornmed consent that
researchers have historically denied to bl ack
comuni ti es and ot her underserved popul ati ons.
Thank you for your considering our
comments and recommendations, and |'m happy to

answer any questions you nay have.

DR. ROSS: Thank you for your
coments. The next speaker is Tara Burke.

M5. HALL: Sorry, no, the next speaker
I s Susan Peschi n.

DR RCSS: Oh, ny apol ogies. Susan
Peschi n.

M5. PESCHI N. Thank you. Hi,
ever ybody.

DR. ROSS: You have five m nutes.

M5. PESCHI N:. Sure. [|'m Sue Peschin
and | serve as president and CEO of the

Al l'iance for Aging Research. The alliance

recei ves funding fromVMA, Ava, Biogen Relief

for non-branded pati ent

related i ssues. | have
proposed clinical study

start by providing sone

advocacy on coverage
comments fromthe
criteria but | want to

cont ext.

Many of you know the experience of
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1| going to the doctor for yourself or with a
2| loved one and being told the office nust call
3| the insurance carrier to obtain coverage
4| approval for a particular treatnent, or the
5| doctor mght break the news that you have to
6| first try and fail with a standard treatnent
7| before insurance will cover a new or better
8| one. This is called utilization managenent and
91 it's regularly used by insurance conpanies to
10| save noney. Coverage with evidence devel opnent
111 or CED has becone utilization nmanagenent for
121 CM5 and the Medicare Part B program
13 Under CED, Medi care deni es coverage
141 for an FDA approved item or service except
15/ through a very limted clinical study, either a
16 | CED clinical trial or a data registry. Both
171 CED clinical trials and data registries are
18 | subject to the criteria that you all are voting
191 on.
20 Today the alliance is releasing a
21| report called Facade of Evi dence, How
22 | Medicare's Coverage with Evi dence Devel oprment
23 | Rations Care and Exacerbates Inequities. CQur
241 report includes exanples where only a fraction
25| of estinmated eligible beneficiaries are treated
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11 in very small CED studies, sonetines as little
2| as in the dozens, as in the case of cochl ear
3| inplants, and that's been going on for 17
4| years.
> Once CMS pl aces a treatnent in CED,
6| it's extraordinarily difficult for it to end.
7| An August 2022 systematic review of CED in the
8| Anerican Journal of Managed Care identified
9| that CMS issued a total of 27 NCDs requiring
10| coverage for evidence devel opnent between 2005
11| and 2022. Only four of the CEDs have been
121 retired fromthe Agency, and several have been
13| ongoing for nore than 15 years.
14 Qur report finds that Medicare
15| beneficiaries in rural communities and
16 | communities of color are nore likely to be
171 deni ed access under CEDs because the conditions
18 | of coverage prinarily direct care to urban
191 nmedical centers in wealthier areas. Wrse, CNVS
20 | has exploited inequitable participation in
21| existing CED clinical studies as justification
22| to keep CEDs going, and this happened with the
23| anyloid PET and TAVR CEDs.
24 The vague CED study criteria people
25| voted on will afford CMS unchecked power to not
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1/ only lock up many nore pressing treatnents and
2| services in future CEDs, but to throw away the
3| keys, and here are just a few exanples. In
41 CM5's use of the term sponsor/investigator, the
> | Agency doesn't distinguish between the parties
6| that will carry out the CED study and the
7| parties that are responsible for the overall
8 | conduct, funding and oversight of the study,
9| and the context recomrendati on sets up a
10| pass-fail construct, by requiring that, quote,
11| sponsor/investigators establish an evidentiary
121 threshold for the prinary outconmes so as to
13| denonstrate clinically nmeani ngful differences
14 with sufficient precision. |It's totally
151 inappropriate for CM5S to require this in
16 | postmar ket evidence devel opnent to denonstrate
17/ the use of quote-unquote reasonabl e and
18 | necessary for Medicare beneficiaries.
19 Wi | e these recommendati ons renove the
20 | explicit inclusion of the randoni zed cli nical
21| trial, they fail to clearly state that the use
22| of an RCT, especially an RCT that's pl acebo
23| controlled, should be rare and relied on only
24| i n unusual circunstances. W are concerned
25| that these criteria are veiled attenpts for CMS
Office (410) 821-4888 2201 Old Court Road, Baltimore, MD 21208 Facsimile (410) 821-4889

CRC Salomon, Inc. www.crcsalomon.com - info@cr csalomon.com Page: 93


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

Meeting - Day 1 - February 13, 2023 MEDCAC Meeting

1/ torequire RCT participation for novel drugs

2| that are authorized by the FDA under

3| accel erated approval. CMS may not agree with

41 Congress on the FDA' s accel erated approval

5| pathway, but that doesn't give themthe right

6| to take it out on Medicare beneficiaries with

7| Al zheiner's or other life-threatening

8| conditions.

9 In addition to reviewing the CED

10| process, ny request is for the CM5s Ofice of

11| Inspector Ceneral to exam ne whet her the MEDCAC
121 chair and vice chair, Doctors Ross and Dhruva
13| should be permitted to vote on these

141 recomendati ons or whether another chair and

15| vice chair should be appointed for this

16 | meeting. On Cctober 27th right after the

17| public comment on the AHRQ report while the

18 | process was still open, Doctors Ross and Dhruva
191 aired their views publicly in an opinion piece
20| in the New Engl and Journal of Medicine before
21| CM5 asked themto do so, which goes agai nst the
22 | MEDCAC charter.

23 The Federal Advisory Comm ttee Act

24 | jnstructs agai nst biasing activities, and

25| Doctors Ross and Dhruva's op-ed seem counter to
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1/ that. CMS is not a payer, it's not a
2| bionmedi cal agency or anybody's fam |y doctor.
3| There are strong signs that CMS intends to
41 apply CED to upcom ng FDA approved gene and
S| imrunot herapy drugs, and | encourage Congress
6| to codify its CED authority. These are
7] worrisone issues that should concern all of us.
8| Thank you for the opportunity to present them
9 DR. ROSS: Thank you for your
10| comrents. Tara Burke, five m nutes.
11 MR. BURKE: H, good norning, give ne
121 one second. Good afternoon. M/ nane is Tara
13| Burke, vice president of paynent and cost share
14| delivery policy at the Advanced Medi cal
15| Technol ogy Associ ation, or AdvaMed. AdvaMed is
16 | a national trade association representing
17 manufacturers of nedical devices and diagnostic
18 | products. Qur nenbers range fromthe | argest
191 to smal |l est nedi cal technol ogy i nnovators and
20 | conpani es, and we appreciate the opportunity to
21 | conment today.
22 CVB held a MEDCAC neeting on
23| evidentiary characteristics for CED in 2012
24 | pefore updating its existing CED gui dance. W
25| said then that the nedical device industry has
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11 long supported the use of sound evidence to
2| informnedical practice. W also said w'd
3| becone concerned with a CM5S deci sion that
41 requires CED in order to allow certain Medicare
S| beneficiaries access to nedical technol ogy as
6| significant requirenents for manufacturers and
7| providers. These statenents hold true today.
8 Today's MEDCAC neeting centers around
9| a recent AHRQ report updating these criteria.
10 We subnmitted specific conmments on the draft
11} AHRQ report |l ast year, and we al so provided
121 those comments to CM5 in advance of this
13| MEDCAC. Qur conments today reflect nore
141 overarching concerns regardi ng the potenti al
151 inplications for future CVMS coverage deci sion
16 | maki ng.
17 For exanple, in the context of the
18 | forthcom ng transitional coverage for energing
191 technol ogi es (break in audi o) proposed
20 | reqgul ation. AdvaMed supports policy and policy
21| inprovenents that will result in a predictable
22| pathway to Medicare coverage for new nedi cal
23 | devi ces and di agnostics. Advancing access to
24 1 technol ogies that inprove health outcones for a
25| wide array of Medicare beneficiaries is also
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1]l critical to insuring CM5 s goal of advanci ng

2| health equity. W have often said that CEDs

3| should be used to expand, not restrict

41 cover age.

5 AdvaMed has advocated for a coverage

6| pathway for energing technol ogies that is

7| separate and distinct fromthe existing NCD

8| with CED process. Therefore, any evidence

9| generation required under TCET should insure a
10| | east burdensone approach distinct fromthe NCD
111 with CED process that insures tinely access to
121 new and i nnovative technol ogi es.

13 Wth respect to CED, when an

141 additional data collection is deened necessary,
15| the process nust involve cooperation between

16| Cvs and its stakehol ders such as nedi cal device
17| conpanies, to identify data collection

18 | objectives, appropriate study endpoints, and

191 the duration of data collection. Wenever

20 | possi ble, such policies nmust mnimze

21| adm nistrative burden.

22 W reiterate previous coments to CVS
23 | that when Medi care coverage is contingent on

24| collection of additional clinical or scientific
25| evidence beyond FDA requirenents, CMS shoul d,
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1] one, collaborate wth stakeholders to clearly
2| identify the data collection objectives; two,
3| consider the mninmum data necessary to achieve
41 those objectives; three, clearly identify with
S| input frominterested stakehol ders,
6| scientifically supported study endpoints and
7| the duration of data collection in advance,
8| including clear stopping rules for data
9| collection under CED, and four, identify an
10| appropriate nechanismto insure continuous
11| coverage of an itemor service after the CED
121 ends to support the structure and coverage to
13| continue to allow Medicare beneficiaries to
141 benefit frominportant FDA-approved
15| technol ogi es and services until a new or
16 | revised coverage determ nation is issued.
17 Additionally, if a CED provides
18 | evi dence supporting a new i hnovati on or service
19| as reasonabl e and necessary, Medicare's
20 | coverage policy should be updated in a tinely
21| manner to reflect those outcones, at the sane
22| time mnimzing additional adm nistrative
23 | burden and sinplifying programrequirenents
24 | where possi bl e.
25 Agai n, AdvaMed submtted nore detail ed
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1| coments to AHRQ on its draft CED report, and
2| appreciates that the final report reflects
3| several of those coments. W believe that
4| CMS s decision about coverage criteria and the
5| CED process should be clear and shoul d not
6| result in delayed access to proni sing nedical
7| technol ogies. W appreciate the opportunity to
8| discuss this inportant issue and we wel cone
9| further discussion. Thank you.
10 DR. ROSS: Thank you for your
11} comments. The next speaker is WIIiam Padul a.
12 DR. PADULA: Hi, Dr. Ross, can you
13| hear ne okay?
14 DR RCSS: Yes, | can, thank you.
151 Five m nutes.
16 DR. PADULA: Thank you. M/ nane is
170 Wlliam Padula, |I'ma professor of health
18 | econom cs at University of Southern California
191 and the Schaeffer Center for Health Policy and
20 | Econom cs. | am speaki ng on behalf of nyself
21| and col | eagues Dan Gol dnman, Joe Grogan and
22| Barry Wden, and our views expressed in this
23 | panel don't necessarily reflect the views of
24| USC or the Schaffer Center.
25 | want to explain that. W're
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1] experienced clinical and econom c researchers
2| with policy insights that we believe through
3| our recomendations and coments today coul d
41 incentivize technol ogical innovation that wl|
Sl ultimately inprove health outcones for
6| patients, but concern us that study design
7| requirenents of CED in some ways run counter to
8| the goals of providing coverage, collecting
9| clinical evidence, incentivizing innovation and
10| incorporating a patient perspective. It
11| concerns nme that increased requirenents woul d
12| conmpound the barriers that innovative
13| technol ogi es face to access heal thcare narkets.
14 What we want to start off with that |
15| believe is nost inportant as well, is the fact
16 | that the patient perspective could be better
17| recogni zed and hi ghlighted through the CED
18 | program So we recommend that AHRQ and CMS
191 consider prioritizing requirenments in order of
20 | jnportance and al |l owi ng sponsors of CED studies
21| the ability to remain flexible to the |ess
22| jnportant criteria. In alignment with the
23| CMS's mssion, put patients first. CM should
241 prioritize study design elenents that are
25| focused on a patient population that the
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1| technology or therapy is designed to treat,

2| including over sanpling for underrepresented

3| popul ati ons.

4 Therefore, there are two study

5| requi renents under consideration that deserve

6| special priority. First is the prioritization

7| of nmeasurenent of outcones that are reported to

8| patients. And second is establishnent of an

9| evidentiary threshold that is consistent with
10| patient val ues.

11 Now | want to nove on to sone specific
121 amendnents for the requirenents, and the first
13| being in outcone neasures. Qutcones -- this is
141 part | if you're curious -- outcones should be
15/ limted to those that are of high inportance to
16 | the target patient population. And we actually
171 agree with Dr. Jodi Segal's earlier suggestion
18 | of thinking of these as net benefits, not just
191 the positive, but the negative consequences

20| that matter to patients as well to be reduced
21| in burden, so based on quantitative evidence of
22| patient preferences with risk and benefits.

23 The second issue regardi ng study

24| design, or part D anpong the anendnents, our

25| comment here is evidentiary thresholds for
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1| outcones should be set by the target patient
2| popul ations thensel ves based on quantitative
3| evident of patient preference, elicitation, and
41 tolerance for uncertainty.
5 The third matter is regarding
6| transparency. W believe that high priority
7| final anmendnent requirenents are related to E,
8 Pand Q Qur comments here are that a
9| description of the study should be registered
10| at clinicaltrials.gov, | believe that was
111 nentioned earlier. The results should be
121 publ i shed, submi ssion to peer review is not
13| sufficient, the peer review process should be
14| conpleted and |l ead to a publication of these
15| results. And thirdly, that taxpayer funded
16 | data collection mandates should require that
171 the identified data be nade publicly avail abl e
18 | as soon as ethically and reasonably possible.
19 My | ast point for comment is that we
20| reflect on reduci ng budgets and these
21| reconmended requi renents should be optional,
22| that is with regard to K, L, M Mand L. W
23| want to conmment that studies should be | east
24 | purdensone, | believe Ms. Burke nentioned that
25| in her previous comments right before ne, and
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1] evidentiary requirenents should be limted to
2| unanswered questions related to CMS

3| jurisdiction that is reasonabl e and necessary,
41 as opposed to sinply |ooking at endpoi nts of

>| safety and efficacy.

6 So in conclusion, ny colleagues and |
7| believe that the inportance of CED effort by

8| CM5 and AHRQ i s inportant and noteworthy. CMS
9| coverage of health technol ogy inpacts payer

10| trends globally, not just in the United States,
111 so if CED doesn't work as intended,

121 manufacturers do not have a clear roadmap for
131 translating research into market assets,

14 ultimately patients |ose, as you' ve heard sone
15| patients coments so far today, that when they
16 | don't have access, they can't get treated to

17| get better.

18 CED study design requirenent should be
191 | east burdensone for the manufacturer adjusting
20| for the safety of patients. Wlat we want to

21| know from ot her researchers at Johns Hopkins,
22| Cal eb Al exander and col | eagues, that clinical
23| trials cost upwards of $20 mllion per trial.
24| Alternative nethods for clinical research that

251 include real -world evidence as Dr. Segal
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11 nmentioned earlier, makes clinical research nore
2| affordable, especially for snaller
3| manufacturers that seek to enter these markets.
4 The final coment here is that in our
S| field like what the Schaeffer Center represents
6/ in health policy and econom c research, is
7| prepared to conduct innovative affordable
8| conparative effectiveness research and adj acent
9| econom c research to help innovative
10| manufacturers achi eve market access through CED
11| under these anendnents. |'d like to thank the
12| panel for their tine, and turn it back over.
13 DR. RCSS: Thank you for your
14} comments. One nore speaker in the open phase
15| before the presentations, that is Yajuan Lu.
16 M5. LU Yeah, thank you, Dr. Ross,
17} Yajuan Lu. Good afternoon, everyone, it's a
18 | great pleasure to be here. | amthe director
191 of corporate research and health policy at
20 | Boston Scientific, and it's one of the world's
21| | argest conpani es dedi cated to devel opi ng,
22 | manufacturing and marketing innovative
23| therapies. Boston Scientific supplies many
24 1 devices and technol ogies to provide Medicare
25| beneficiaries high quality care in nmany areas,
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1| so we have had experience, really extensive
2| experience with the CED programsince its
3| creation, and we're really pleased to have the
4| opportunity to provide input based on that
>| really direct experience.
6 W believe that CED provides a
7| val uabl e appropri ate pathway for Medicare
8| coverage for certain technol ogi es and we agree
9| with many of AHRQ s recommended nodi fi cati ons.
10| In considering AHRQ s recomrended nodi fications
11/ tothe CED criteria, Boston Scientific believes
121 first and forenost that that evidence
13| generation should be designed to insure that an
14| appropriate level of rigor is used to address
15| the specific questions and support Medicare
16 | beneficiaries' access to innovative technol ogy
171 to inprove health outcones.
18 Specifically, we support the final
191 report requirenent C, the rationale for the
20 | study is supported by scientific evidence and
21| the study results are expected to fill the
22| gpecific know edge gaps and provi de evi dence of
23| net benefit, as well as anended at the final
241 report, the final proposed requirenment D,
25| sponsors/investigators establish an evidentiary
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1| threshold for the primary outcones so as to
2| denonstrate clinically nmeaningful differences
3| with sufficient precision, with the foll ow ng
41 additions to the CED.
5 We further reconmmend t hat
6| manufacturers and CVMS should | ook at existing
7| evidence and col | aboratively give out a
8| specific evidence gathering strategy to address
9| the specific gaps CM5 and the manuf act urer
10| identify within the existing evidence base.
11| The subsequent plan should be designed to
12| eval uate and provi de evi dence regardi ng the
13| effectiveness of the technology in the Mdicare
14| population. Wile the evidence plan woul d not
15/ require a specific type of study, for exanple a
16 | random zed control trial, it would include a
17| research nmethod rigorous enough to eval uate the
18 | technol ogy's effectiveness in the Medicare
19| population. W believe criteria C and D shoul d
20 | explicitly reflect these principles.
21 One of the key chal l enges we have here
22| wWith the programis the lack of a definitive
23| tinmeline or process to decide when sufficient
241 data has been collected to reach a coverage or
25| a non-coverage decision. The lack of,
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1] uncertainty on the duration of the studi es adds
2| to unpredictability for manufacturers, creating
3| delays in access for patients and providers.
4 W conpl etely agree with one of
S| Dr. Segal's suggestions earlier today for
6| continued eval uation of the CED final proposed
7| requirenents, for the quality and strength of
8| the evidence generated is the ultinate test of
9| the effectiveness of these requirenents in
10| order for CM5 to reach a tinely decision. In
111 order to facilitate to achieve this objective,
121 we encourage CMS to devel op a process through
13| which the clinical team nanufacturers and CM5,
141 coul d coll aboratively identify and deci de on
15| the endpoint of the studies once sufficient
16 | evi dence has been col |l ect ed.
17 For exanple, Boston Scientific's
18 | Watchman atri al appendage cl osure system has
191 been covered under NCD 20. 34 since February of
20| 2016. Watchman LAAC has been extensively
21| researched with ten clinical trials conpleted
22 | and nore than 200, 000 devices inplanted in
23| patients, the vast mpjority of whom are
241 Medicare age. The clinical trials have
25| consistently denonstrated the product's safety,
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1| effectiveness, and | ow adverse events. Despite
2| the significant clinical evidence avail abl e,
3| the NCD for LAAC has been in place for over six
41 years and it remains unclear when the CED wi ||
S| end. W believe a process that establishes a
6| clear endpoint for sufficient evidence and data
7| collection under CED would benefit all
8 | stakehol ders.
9 | n concl usi on, Boston Scientific
10| appreciates the opportunity to offer our input
11| to the CED evidence generation criteria and the
121 overall preventive line. W look forward to a
13| continued partnership with CMS and t he ot her
14| interested stakeholders to i nprove the program
151 Thank you very nuch for all your tine.
16 DR. RCSS: Thank you for your
171 comments. Now before we nove to the
18 | presentations portion, | just want to check
19| agai n whet her Donnette Smith is now able to
20 | make public comrent.
21 M5. SMTH. |'m here, yes.
22 DR. ROSS: Geat. You have five
23 | m nut es.
24 M5. SMTH. | apol ogi ze for that.
25 DR. ROSS: Ch, don't worry.
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1 M5. SMTH  Hell o, everyone. M nane
2| is Donnette Smth and | serve as the current
3| chair of the board of directors at Heart Val ve
41 Voice US. Heart Valve Voice USis a
S| patient-led organi zation that exclusively
6| focuses on inproving the diagnosis, treatnent
7| and managenent of heart valve di sease by
8 | advocating for early detection, neaningful
9| support and tinmely access to appropriate
10| treatnment for all people affected. Heart Val ve
11| US receives funding fromindustry, Abbott,
12| Medtronic and Edwards Life Sciences for
13| non-branded heal th educati on and advocacy on
141 heart val ve di sease.
15 Professionally, | had a 30-year career
16| in civil service as a technical witer, editor
17 with the U S. Arny Research, Devel opnent and
18 | Engi neeri ng Command at Redstone Arsenal,
191 Alabama at the George C. Marshall Space Fli ght
20| Center. | have been a patient advocate on the
21| | ocal, state and national |evel, and the reason
22| |1 do all I can to help educate others about
23| heart disease is because | have been a nenber
24| of the heart community ny entire life.
25 My journey with heart val ve di sease
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1| began with a bicuspid value, aortic stenosis
2| and an enlarged heart. | had val ve repl acenent
3| surgery in June 1988, again in May 1993 and
41 again in March 2010, and | received a TAVR, or
5| transcat heter aortic valve replacenent in
6| Decenber of 2020. Wen TAVR was approved by
7| the FDA in 2011, it was reported that for ol der
8| adults who were too frail to wthstand
9| traditional open heart surgery found i nproved
10| outcomes with shorter hospital stays and
11| recovery tines, and better quality of life
12| measures.
13 | was able to access TAVR because |
141 was privileged to have exceptional access to
151 the best health care and the financi al
16 | resources to pursue it. Mst Medicare
17| beneficiaries are not as lucky. Medicare only
18 | covers TAVR for Medicare beneficiaries with
19] severe systenatic aortic stenosis who consent
20| to participate in the TVT registry.
21 The TVT registry is a clinical study
22| and it nust adhere to the study criteria you
23| are reviewing today. |In general, the TVT
24| scal es, which can take a year or nore to set
251 up, and coverage for the new treatnment is
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1l unlikely during that tinme. Wth TAVR the
2| studies conpare the group to patients who
3| receive open heart surgery. Even when patients
41 can have a |l ess invasive TAVR procedure, a
S| current nunber, a certain nunber nust be placed
6| in the open heart group, and the TVT registry
7| requires inforned consent, which can be a
8| deterrent for folks who don't like the idea of
9| being required to enroll in a clinical study to
10| receive access to it, especially people of
11} col or who nay have a strong mistrust in
121 clinical research |ike the one for TAVR, which
13| goes far beyond what the FDA requires on the
14| device label. 1In the case of TAVR, residual
151 volune requirenents for TAVR SAVR and PCl shut
16 | out smmller |less resource settings, providers
171 and communities fromparticipation up and
18 | around $10, 000 yearly acknow edge, and if asked
191 how you know, that's what they told us when we
20| called them and asked them
21 | n Novenber 2020 an article published
22| in the Journal of the Anerican Coll ege of
23| Cardiology on TAVR TVT registry reported that
241 significant disparities in access persist. 1In
251 2019, 92 percent of patients that received TAVR
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1/ were white, only four percent were black, 1.4
2| percent were Asian, and five percent were of
3| Hispanic or Latino ethnicity. The sane report
41 acknowl edges that it took eight years before
5| TAVR becane avail abl e to Medi care beneficiaries
61 in all 50 states.
7 The TVT registry reports that 72,991
8| patients received TAVR in 2019, which sounds
9| like a high I evel of success, but a 2017
10| article in the Anerican Heart Association
111 Journal, G rcul ation, Cardiovascul ar Cause and
121 Qutcones estimtes that nunber of U S. patients
131 with severe systematic aortic stenosis eligible
14 for TAVR is 235,932 per year, and of that high
151 risk is 111,205, internediate is 34,991, and
16 lowrisk is 89,736. So only an estimted 31
17| percent of those eligible for TAVR in the U S
18| receive it, continuing the thene that seven in
191 ten patients are not getting the help they
20 | shoul d.
21 This is a life or death issue.
22| Wthout aortic valve replacenent, patients with
23 | synptomati c severe aortic stenosis have a 50
24| percent nortality risk at two years. The fact
25| that there is still a CED in place for TAVR
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1| raises urgent questions. |If we as patients
2| don't speak up, we will never see the changes
3| in health care that we want and need. | ama
41 voice for those who won't or can't speak for
>| thensel ves. Thank you.
6 DR. RCSS: Thank you for your
7| comments. The next speaker, who has a
8| presentation, is Beena Bhuiyan Khan. You have
9| five m nutes.
10 MR. KHAN: Thank you. Good afternoon.
11/ My nane i s Beena Bhui yan Khan, |'m assi st ant
121 research director at the Duke Margolis Center
131 for Health Policy, | thank you for the
14| opportunity to present. Next slide.
15 | have no disclosures. Next slide.
16 The Margolis Center for Health Policy
171 is part of Duke University and as such it
18 | honors the tradition of academ c i ndependence.
191 Next slide.
20 The center's mssion is to inprove
21| health, health equity, and the value of health
22| care through practical, innovative, and
23 | evidence-based policy solutions. Next slide.
24 Coverage wth evidence devel opnent or
25| CED was inplenmented to facilitate access to
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1| therapies with outstanding evidentiary
2| guestions. The current evidence requirenents
3| reflect an opportunity to build on previous
4| steps to clarify the scope, requirenents and
5| evidentiary expectations of CED studies, as
6| well as inproving the overall process to be
7| nore transparent, predictable and tinely. Next
8| slide.
9 This panel's convened during ongoi ng
10| di scussi ons about noderni zi ng Medi care coverage
11| processes for the grow ng nunber of novel
121 technol ogi es whi ch may not have sufficient
13| evidence for Medicare coverage at the tinme of
141 FDA approval. Continued evi dence devel opnent
15| can informthe value of such technol ogi es,
16 | whi ch underscores the inportance of CED and the
17| discussions today. Next slide.
18 Concurrent with the grow ng pace of
191 nedi cal innovation are the grow ng nunber, the
20 | growi ng i nportance of real-world evidence for
21| eval uating health outconmes for Mdicare
22 | peneficiaries. Novel real-world evidence
23 | generation nethods may be an efficient way to
24 | substantiate this concept of appropriate for
25| use in Medicare beneficiaries in Medicare's
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1] longstandi ng definition of reasonabl e and

2| necessary. The proposed requirenments will

3| support innovation in real-world evidence

41 generation strategies that support

S| fit-for-purpose studies, allowing CM5 to

6| reeval uate appropriate coverage in a

7| predictable, transparent and tinely manner,

8| Next slide.

9 As cited by the AHRQ report, the Duke
10| Margolis springboard for the rigorous treatnment
11| of evidence states that real -world evidence

121 nust be reliable, relevant and of high quality
131 to be inclusive. CED studies that neet these
141 criteria wll allow CM5 to determne if a

15| product is performng as expected in real-world
16 | settings and in the intended Medicare

17| subpopul ations. The proposed requirements on
18 | data generalizability, robustness, conpl eteness
191 and accuracy are inportant additions to ensure
20| data relevancy and quality, and will help

21| investigators design rigorous studies that wll
22| allow CM5 to confidently interpret results.

23 Finally, the proposed requirenents

241 targeting data validity, relevancy and accuracy
251 will contribute to the degree of confidence
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1/ that CM5 can derive fromstudy results. A key

2| elenment of data relevance is collecting data

3| that is representative and generalizable, and

41 will support CMS s goals of ensuring

5| generalizability to the Medicare popul ati on.

6| Next slide.

7 Ch, next slide, sorry. Onh, sorry, go

8| back one slide. Understandi ng how a technol ogy

9| performs in usual sites of care is inportant

10 for CM5 to determ ne the appropriateness of a
11| technol ogy. The proposed requirenents allow

121 CMs to set provider, site or patient criteria
13| when patient safeguards are needed.

141 Additionally, the requirenents will allow for
15| data collection to reflect changes in sites of
16 | care and intended popul ati ons over tinme, w der
170 variability and experience with the technol ogy,
18| and differential data collection capabilities
19] across sites of care. Utinately, the proposed
20| requirenents allow CM5 to establish standards
21| for use of novel real-world data sources. Next
22 | slide.

23 I n order to reduce patient, provider
24 1 and sponsor burden, postnarket studies could be
25| designed to neet both FDA and CMS dat a
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1| collection requirenents, which could be
2| achieved through early engagenent across
3| sponsors and both agencies. |nvestigators nay
41 need additional guidance from CM5 on outcones
5| of interest and study duration to plan an
6| effective study that woul d generate the types
7| of evidence that CM5 would need to ultimtely
8| end a CED. The proposed requirenments wll
9| support early engagenent between CMS, sponsors,
10| FDA and ot her stakeholders, ultinmately all ow ng
11/ CMs to efficiently 1dentify evidence gaps,
12| provi de gui dance on study design, and conplete
13| the whole process in a tinely predictable
14| manner. Next slide.
15 Finally, the proposed requirenents on
16 | protocol conmunication will benefit from
17| adequate resources to ensure that CMS has the
18 | capacity to engage with stakehol ders and
191 provide guidance on the CED studies. Next
20 | slide.
21 Thank you very nuch for your tinme and
22 | attention.
23 DR RCSS: Thank you for your
24| comments. The next speaker is Brian Carey.
25 MR. CAREY. (Good afternoon and thank
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1| you. Brian Carey speaking on behalf of the

2| Medical |Imaging and Technol ogy Alliance. Next

3| slide.

4 |'man attorney at Foley Hoag and

5| represent M TA which, nmany of the nenbers

6| manufacture nedi cal devices or inaging devices

7| and will be financially inpacted by the

8 | discussions today. Next slide.

9 W want to thank CVMS and t he MEDCAC
10| for the opportunity to present at this neeting
11| today, and to share our thoughts on the

121 analysis of the requirenents for CED, and I|'I|
13| discuss in this presentation, M TA has been

141 involved with CED prograns since the beginning
15| of the policy, and we think we have sone

16 | experience this year as the Agency | ooks at

170 refining the evidentiary requirenents.

18 Additionally, our main view is that

191 CED should really only be used when it's going
20 | to expand Medi care access to new technol ogi es
21| for its beneficiaries, and we have several

22 | gpecific points that we will go through, and
23| echo many of the points we've heard from ot her
24 | speakers when they were focusing on the process
25| of noving froma CED study to full coverage,
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1| I ooking at outconme neasures that are
2| appropriately diagnostic, and limting CEDs to
3| a certain duration. Next slide.
4 As noted, CM5 has had PET i magi ng
S| agents in CED studies going back to the
6| beginning of the programin 2005, and M TA and
7| its menbers have been sponsors and contri butors
8| to those programs starting first with the
9| National Oncol ogic PET Registry and constantly
10 now with the | DEAS i magi ng study for
111 Al zheiner's. Next slide.
12 One of our key focuses is really on
131 | ooki ng at expandi ng access through the CED and
14| a specific point we wanted to raise is that the
15] current policy is |imting coverage to only
16 | beneficiaries enrolled in those clinical
170 trials, which really does restrict access, and
18 | so one of the ideas that M TA supports with
191 other stakeholders is really allow ng coverage,
20| pboth for study participants in the CED, but
21| also outside the CED. Next slide.
22 W' re al so very focused based on our
23 | experience of streamining the process of
24| npoving froma national coverage determ nation
25| requiring CEDs, to getting the CED studies
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1| approved and up and running, and then

2| ultimately having the data reviewed through a

3| reconsi deration process, and noving towards

41 full coverage. If we could nove to the next

S| slide?

6 W have, this is a case study, the

7| current CED for beta anyloid for the detection

8| of Al zheinmer's disease that M TA nenbers and

9| others have been working on with CVS for the

10| past ten years, and we're just contendi hg NCD
11| reconsideration and the process has taken a

121 long tinme, there's been a |lot of data revi ewed,
131 it's produced and been published, and really

141 havi ng sone set tinelines and gui dance on how
15/ itenms would nove fromCED to full coverage is
16 | hel pful. Next slide.

17 In terns of specific study el enments

18 | that AHRQ and Hopki ns had | ooked at, | think

191 the three main points we wanted to really raise
20 | are when | ooking at outcome requirenents for

21| diagnhostic technologies it should really focus
22| on inpact on patient managenent. | al so wanted
23| to raise the issue of when random zed contr ol

241 trials would be necessary, versus prospective
25| registries, and incorporate real-world
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1| evidence, realizing that random zed control
2| trials can raise ethical issues and al so
3| ethical treatnment of coverage anong
41 beneficiaries.
> And then the final point really builds
6| on the last presentation, it's really noving
7| towards nore opportunities to incorporate
8| real-world evidence through clainms data from
9| electronic health records and ot her systens to
10| streamine the CED process that will also all ow
11| a broader benefit for populations to be covered
121 in CED studies and outside of the CED studies.
13 So we thank the panel for your
141 consideration of this and your work during this
15| MEDCAC hearing. Thanks very mnuch.
16 DR. RCSS: Thank you for your
171 comments. The next presenter is Cathy Cutler.
18 DR. CUTLER  Good norning, or good
191 afternoon depending on where you are. | --
20 DR ROSS: I'msorry to interrupt.
21| Can you go on video? Oh, there you are.
22 DR. CUTLER Al right, | think we got
231 it now, thank you.
24 DR. ROSS: Yes, five mnutes, thank
25| you.
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1 DR. CUTLER Yes. So | amactually

2| speaking on behalf of the Society of Nucl ear

3| Medicine and Ml ecul ar I magi ng. Next slide

41 pl ease.

> So |'"mactually a researcher that

6| works at Brookhaven National Laboratory, |I'm

7| the head of their isotope programthere. |'m

8| also the vice president-elect of the Society of

91 Nucl ear Medicine and Mol ecular I'maging. This
10| is an international professional society that

11| represents over 15,000 nenbers that are nmade up
121 of physicians, technol ogists and scientists who
13| set the practice guidelines for nuclear

141 medicine, and I have no conflicts. Next slide
15| pl ease.

16 So SNWMM appreciates CVMS' s commi t ment
171 to transparency in decision naking related to
18 | coverage with evidence and nati onal coverage

19| determ nations. W strongly urge the MEDCAC to
20| reconmend that CMs all ow targeted and

21| real-world evidence collection to satisfy CED
22| requirenents. Most inportantly, we urge the

23 | MEDCAC to recommend that CMS include

241 termnating any CED requirenents that at the

25| time that a CED NCD is created, and eval uate
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1| each NCD with CED every five years to determ ne
2| whether the CED should renain in place or
3| should be retired. Next slide please.
4 As pointed out by many ot hers during
S| these tal ks, there have been 27 therapies that
6| have been subject to CED since 2005. Six have
7| achi eved coverage or the coverage has been
8| covered discretionary. CM has not set
9| guidelines for duration of CED or tinelines for
10| reconsi derati on which, we were disappointed to
11| see that that did not occur here.
12 CED can inappropriately restrict
13| access to new and energi ng technol ogi es. For
14| sone therapies, CMS has conbi ned CED for
15| specific indications with very broad
16 | non-coverage indications. Use of technol ogy
171 can evolve rapidly in ways that are difficult
18 | for physicians or CM5 to see at the tine.
191 Broad CED NCDs can limt coverage for new uses
20| that were not conceived of at the initial tine
21| CED was considered. CED criteria may not be
22| appropriate to other uses and therefore, use of
23| CED can stifle innovation in energing
241 technol ogies as well as patient access.
25 CMS has established a process to
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1| renove NCDs that no |onger reflect current

2| practice, and we conmend CMS for earlier

3| renoving the NCD for non-oncol ogi cal PET.

41 Renoval typically allows for coverage of

5| technology at the discretion of Mdicare

6| contractors. It's unclear whether or how this

7| standard could be applied to CED NCDs. Next

8| slide please.

9 Nucl ear nedi ci ne studi es account for
10| al nost 15 percent of current CED NCDs. As

11| pointed out, there's one for beta anyloid

12| positron em ssion tonography in denentia and
13| neur odegenerative di seases, FDG PET and ot her
141 neuroi magi ng devices for denentia, and sodi um
15| fluoride PET for bone netastasis. As you can
16 | see, the effective dates for these range

17| anywhere from 2004 to nost recently in 2013,

18| showing a long tinmeframe that these have been
191 in effect. Although nultiple requests have

20 | been made to CMS to retire these, there's been
211 little response to allow these to coverage with
22| MAC discretion. Next slide please.

23 So sodium fluoride PET was originally
24| for the imagi ng of bone to define areas of

25| altered osteogenic activity. NCD 20.6.19
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1l limts coverage of PET to identify bone

2| netastasis to try to answer the foll ow ng

3| guestions: Wether there will be a change to a

41 nore appropriate palliative care; a change in

S| patient nmanagenent to nore appropriate curative

6| care, inproved quality of life or inproved

7| survival. Al other uses in clinical

8| indications for sodiumfluoride PET are

9| nationally noncovered. Recent studies have

10| been detecting activity related in tears in the
111 outer wall of the aorta and managi ng patients
121 with acute aortic syndrone. No ongoi ng studies
13| are practical and the result is pernmanent

14| non-coverage for an inportant inaging nodality.
151 Next slide please.

16 SNWMM asks that MEDCAC reconmend t hat
171 CM5 not apply bl anket non-coverage for an item
18 | that is not subject for NCD indications other

191 than those that are subject for the NCD;

20 | establish specific criteria as to when CED w ||
21| end; ensure that NCDs and criteria are designed
22| to allow outstanding gquestions to be addressed
23 with mniml burden on providers and

24 | manufacturers; review CEDs every five years and
25| reach out to stakeholders for coments on the
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1| continuing need for CED, to anal yze are these
2| ongoing trials or will there be future trials
3| to ensure that the CEDwill be retired with
41 coverage of the itembeing left to the MAC
5 And on that, | thank you for the tine
6| to speak today.
7 DR. RCSS: Thank you for your
8| comrents. The next speaker is Lindsay
9| Bockstedt. Lindsay, are you --
10 M5. BOCKSTEDT: | amhere, |I'mjust
11| having -- ny conputer is very slow so just one
121 nonment pl ease.
13 DR. ROSS: No problem Please do cone
14| up on video.
15 M5. BOCKSTEDT: That's what |'mtrying
16| to do. One nonent. | amgetting an error
17| message about not being able to start video.
18] Is it okay if | proceed without that, or should
19| | go --
20 DR. ROSS: Actually, we're going to
21| end this neeting to nove one speaker to the
22| next session anyway, so maybe you can fix this
23| and then be the first speaker at 1:20, if
241 you're avail abl e.
25 M5. BOCKSTEDT: That's fine.
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1 DR. ROSS: Ralph Brindis, if you're
2| avail abl e?
3 DR BRINDIS: |'mhere but | need ny
4| presentation.
5 DR RCSS.: Geat. W'll bring it up
6| please, and you have five m nutes.
7 DR. BRINDIS: Hello. [|'m Ral ph
8| Brindis, I'ma cardiologist and clinical
9| professor of nedicine at UCSF, a former NMEDCAC
10| menber, and here presenting for the Anerican
11| Coll ege of Cardiol ogy and the Nati onal
12| Cardi ovascul ar Data Registry. Next slide
13| pl ease.
14 Here are ny disclosures. Next slide
15| pl ease.
16 CED is an extrenely powerful nmechani sm
17| offering trenmendous val ue to payers,
18 | clinicians, but nost inportantly our patients.
19| CED has been denonstrated to be an ingenious
20 | technique, allow ng the diffusion of diverse
21| innovative cardiovascul ar technol ogy and
22 | services into the marketplace, while
23| simultaneously pronoting tinely clinical safety
24 | and effectiveness eval uations. ACC supports
25| the use of CED to provide Medicare
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1| beneficiaries with pronpt access to new
2| technol ogi es and services when early evidence
3| suggests but does not yet convincingly
41 denonstrate the net benefits for beneficiaries.
5| Next slide.
6 Regi stries such as ACC s NCDR provide
7| a valuabl e cost effective nechanismto help
8| provide, neet the needs for CED eval uati on,
9| while also fostering i nprovenents in the
10| quality of care. CED-mandated registry
11| participation, when appropriate, pronotes a
121 powerful national research and data coll ection
13| infrastructure for large patient popul ations,
141 all owm ng assessnent of treatnent in relatively
15| nodest-sized patient subgroups not well suited
16 | for RCTs, but certainly present in Mdicare
171 beneficiaries. Next slide.
18 The National Cardi ovascul ar Data
19| Registry is the |largest nobst conprehensive
20 | out cones- based cardi ovascul ar registry in the
21| world. We have eight registries, two
22| collaborations, 95 nmillion patient records and
23| 25 years of experience. Next slide.
24 Here's a graphic of our current state
25| of registry operations, started with our
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1/ Cath PCl registry in 1998. Next slide please.
2 When you | ook at our registry scope,
3| one appreciates that we have three registries
41 that are either prior or currently neeting CED
S| evaluation criteria, including our EP device
6| inplant registry, our STS/ ACC TVT transcat heter
7| valve registry and our LAAO | eft atri al
8 | appendage occl usion procedure registry. Next
9| slide please.
10 The NCDR data serves many purposes for
11| many stakehol ders, helping with quality and
12| perfornmance i nprovenent, evi dence-based
13| medi ci ne, reinbursenent, research,
141 surveill ance, performance nonitoring, state and
15| federal Q, and public reporting. Next slide
16 | pl ease.
17 From our longitudinal 1CD registry,
18 | these are three studi es show ng CED exanpl es
191 hel ping CM5 assess what is necessary and
20 | reasonabl e subgroups not well evaluated in any
21| random zed clinical trials for ICD
22 | jnplantation. Next slide please.
23 I n our STS/ ACC TVT registry |ooking at
24| TAVR, Mtral and TEER, we've assessed for CMS
25| valve in valve therapy, bicuspid valve therapy,
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1| the use of anticoagulants in patients with

2| atrial fibrillation, the use of TAVR in

3| patients with renal insufficiency, and

41 evaluations of frailty indices and geographic

5| access. Next slide.

6 In terns of our LAAO registry we've

7| been | ooking at clinical outcones, patient

8| level analysis and procedural safety, sex

9| differences in procedural outcones, clinical

10| inpact of residual |eaks, and the use of

11| antithronbotic therapy post procedure in

12| patients with atrial fibrillation. Next slide
13| pl ease.

14 In terns of our analysis of the

15| proposals, we've had the opportunity to review
16 | the proposed requirenments for CED fromthe AHRQ
17| draft report. W're supportive of nany of the
18 | proposed updates and we support nodernizing the
19 criteria to pronote increased transparency and
20| replicability. However, while the proposed

21| criteria tends to do this, sone of the proposed
22 | peasures al so add undue burden and cost that

23| would create barriers to access novel

24 | therapeutics and hinder the collection of

25| real -worl d evidence.
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1 The NCDR is well positioned to play an
2| active role in any future CED nmandate. Moving
3| forward, it's essential that CED prograns
41 continue to be designed collaboratively with
S| input fromall relevant stakehol ders, including
6| clinical experts, professional societies and
7| patient groups that are nost likely to provide
8| and receive the services in question. Next
9| slide please.
10 DR. ROSS: Pl ease wap up your
11| commrents.
12 DR. BRINDIS: And we woul d encourage
13| both the panelists and CMS to revi ew our
141 in-depth letter and our in-depth comments
15/ related to the 17 voting questions. Thank you
16 | very nuch.
17 DR. RCSS: Thank you for your
18 | comments.
19 So we are right at 12:50, which is our
20 | opportunity to break for lunch which will got
21| for 30 mnutes until 1:20 eastern. At that
22| time we'll cone back, Lindsay Bockstedt will
23 | have her opportunity to nmake public coments
24| for five mnutes, and then we have three
25| jndividuals who have identified thenselves to
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1| speak during the open public comment period,
2| and each will have one mi nute.
3 After that, just a remi nder to every
41 commttee nenber, we will then have the
S| opportunity to ask questions to any and all
6| presenters. | want to thank all the presenters
7| who offered to speak today on behal f of
8| thenselves and their organi zations, it's very
9| valuable to have their input.
10 So enjoy your lunch and 1'll see
11| everybody at 1:20 eastern.
12 (Lunch recess.)
13 DR. ROSS: Wl come back, everybody.
14| So just as a rem nder, we're going to continue
151 with one | ast presentation from our schedul ed
16 | public speakers, Lindsay Bockstedt wll have
170 five mnutes, and then we will turn to our open
18 | public conmments where each individual who had
19| signed up today to make public conments will be
20 | given one m nute.
21 So Lindsay Bockstedt, the floor is
22| yours. Five minutes please.
23 M5. BOCKSTEDT: Thank you, good
24| afternoon. My nane is Lindsay Bockstedt and I
25| amvice president of health econom cs and
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1] outcones research at Medtronic. Thank you for
2| the opportunity to present today on the
3| criteria for coverage with evidence
41 devel opnent, and also the flexibility given the
S| technical issues earlier. M disclosures are
6| included in the next slide. In summary, | am
7| an enpl oyee and sharehol der of Medtronic. Next
8| slide please.
9 First, Medtronic has a long history of
10| working with CM5 to generate neani ngf ul
11| evidence under CED for a variety of therapies
12| including inplantable cardiac defibrillators,
13| transcat heter val ves and | eadl ess pacemnakers.
14| Each of these CED progranms, two of which are
15| still ongoi ng, have had different approaches to
16 | evidence generation, different study designs,
17| data collection nmechani sns and study sponsors.
18 | These CED prograns ranged fromregistries to
19] traditional clinical data collection, to
20 | observational studies using Medicare clains
21| data to enroll patients and observe clinical
22 | out cones.
23 It is with this experience that
241 Medtronic commends CMS on the flexibility,
25| engagenent and recent innovative approaches to
Office (410) 821-4888 2201 Old Court Road, Baltimore, MD 21208 Facsimile (410) 821-4889

CRC Salomon, Inc. www.cr csalomon.com - info@cr csalomon.com Page: 133


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

Meeting - Day 1 - February 13, 2023 MEDCAC Meeting

1/ CED, wth the goal of bal ancing access to these
2| new technol ogi es and the need for additional
3| evidence generation. As exenplified in the
41 | eadl ess pacemaker NCD and its associ at ed
5| CMs-approved CED studies, CMS has enbraced this
6| innovative approach to CED with the need for
7| other data, in this case Mdicare clains data
8| linked to manufacturer data is used to guide
9| real-world evidence and clinical outcones
10| associated with | eadl ess pacenakers in the
11| Medi care popul ation, including a conparative
121 anal ysis to transvenous pacenakers.
13 Not only are these studies relying on
14| real-world data, specifically existing
15| secondary data and generating high quality
16 | evidence, but they are also mnim zing provider
171 burden associated with data collection while
18 | enabling patient access to new technol ogy. All
191 of these study elenents are aligned with the
20 | proposed CED criteria for sufficient clinically
21| meani ngful and transparent evi dence generation
22| for CMS decision making. Next slide please.
23 |'"d |i ke to enphasize three principles
241 for CM5 to consider while evaluating the CED
25| criteria.
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1 First, continue to ensure flexibility
2| in study designs, data sources, nethods and
3| outcones for CMs-approved CED st udi es.
41 Flexibility allows the studies to be tail ored
S| to neet the specific evidence gaps identified
6/ in the NCDwith the nost efficiency. CM
7| should continue an open engagenent wth
8 | manufacturers and ot her stakeholders to ensure
9| input and provide i nput on premarket evidence
10| devel opnent, eval uation of existing evidence,
11| as well as proposed study design.
12 Second, CMS should have the ability to
13| extend coverage for a technology to
14| beneficiaries beyond the enrolled CED study
15| population in instances where the study is
16 | designed to enroll a population that is
17| considered generalizable to the eligible
18 | Medi care popul ation. Currently under CED,
19| Medi care beneficiaries are covered for the
20| gspecific technology only if they are enroll ed
21| in a CED study. Expansion in access requires
22| enrolling the entirety of the eligible Medicare
23 | popul ation. In other words, CED studi es have
241 the potential to becone overly burdensone for
251 nmultiple stakeholders or limted access to
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1| Medicare beneficiaries. Wth innovative study
2| designs, growi ng sources for real-world data
3| and advanced anal yti ¢ net hodol ogi es, there are
41 scientifically valid approaches to devel opi ng
S| evidence that is generalizable to Medicare
6| popul ations without necessarily enrolling every
7| eligible beneficiary into the CED study. CMs
8 | shoul d eval uate proposed CED study designs to
9| ensure the enrolled population wll be
10| representative of the denographic and clini cal
11| conplexities of the Medicare popul ation, and
121 consi der extendi ng coverage beyond the study
13| population if so. Results of an appropriately
14| desi gned study using a sanpl e popul ati on can be
15| generalizable, therefore bal ancing the needs
16 | for evidence as well as mnim zing burden.
17 Third and lastly, an effort to inprove
18 | predictability and efficiency. CM should
19| establish predeterm ned stopping rules for data
20 | collection under CED. This can be achieved
21 | through engagi ng manuf acturers and ot her
22 | stakehol ders during the NCD process and CED
23 | study protocol review to determne the
241 appropriate duration and sanple necessary to
25| neet the specific evidence gaps identified by
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11 the NCD.

2 Agai n, thank you for the opportunity

3| to provide conmments during today's MEDCAC. W

4| appreciate the revisions nade in response to

S| comments fromindustry as well as other

6| stakeholders thus far, and we | ook forward to

7| continuing to engage and shape the CED process

8| going forward. Thank you.

9 DR. ROSS: Thank you, thanks for your
10| conment s.

11 So we have three people who signed up
121 for public comments and | was infornmed by CMS
13| that we can give everybody two m nutes, not one
141 mnute to speak, which is reassuring since one
15/ mnute is very hard to start and stop on. So
16 | the first speaker will be Candace Di Matteis,

170 and you will be given two mnutes to speak, if
18 | you can conme up on canera.

19 M5. DIMATTEI'S: Thank you. Can you

20 | hear nme?

21 DR. ROSS: Yes, | can.

22 MS. DI MATTEIS: Good afternoon,

23 | Candace D Matteis, |I'mthe policy director for
241 the Partnership to Fight Chronic D sease and we
25| receive funding for non-branded educational and
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1| advocacy work from our partner organizations,
2| which include trade associ ati ons,
3| pharnaceutical conpanies, insurers, patient and
41 provider organizations. | amalso a care taker
5| for ny nother-in-law, who is living in the
6| noderate stage of denenti a.
7 The AHRQ report enphasi zes the
8| inportance of real-world evidence on deci sion
9| maki ng, yet excludes consideration of the
10| real -world evidence of CM5's record on CED, and
11} nost inportantly its inpact on beneficiaries.
121 As ot her speakers have noted, particularly
13| those speakers on the receiving end of those
14| policies, the real-world evidence and
151 real -worl d i npacts of CED on these patient
16 | populations is abysnmal. CMS s recent CED that
171 singl ed out FDA-approved nedications utilizing
18 | the accel erated approval pathway for
19| differential treatnents under CED underni nes
20 | both congressional intent to expedite access
21| for patients and FDA s expertise on the safety
22 | and benefits of these treatnents.
23 More inportantly, it has a devastating
24 | jnpact on people living wth serious often
25| |ife-threatening ill nesses wthout avail able
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1| treatnent options. The patient comunity is
2| gravely concerned about this new devel opnent
3| and if you are truly interested in real-world
41 evidence as this report would indicate, then we
S| urge you to examne the real-world inpacts
6| these harnful CED policies are having on the
7| beneficiaries.
8 Thank you so nuch.
9 DR. ROSS: Thank you. The next
10| speaker is Panela Price.
11 M5. PRICE: H and good afternoon,
121 everyone. M nane is Panela Price, | amthe
13| deputy director of The Balmin Glead. | also
14| serve as the director for our Brain Health
15| Center for African Americans. |'m here
16 | representing the | eadership of the Balmin
171 G lead, as well as our stakehol ders of our
18 | denom nati onal health | eadership initiative,
191 which enconpasses the three large historically
20 | bl ack denom nations that serve and advocate on
21| behalf of African Anericans both here in the
22| U S., as well as internationally.
23 | won't bel abor because | think a |ot
241 has al ready been brought up, but | do want to
25| just again enphasize the |ack of the, again,
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1] real-world evidence as how these types of
2| decisions that this group and this body will be
3| considering over the next two days, and how
41 that actually plays itself out in the community
5| that we serve, particularly in those
6| communities who are nost inpacted not just by,
7| you know, very specific disease states, but
8| really as we think about both, from whether
9| it's biologicals that are conming out or just a
10| new therapeutic and technol ogy that are being
11| nade available, | do want to challenge this
121 group to nake sure both froma |legislative and
13| you know, authoritative kind of |ens, but also
14| | ooking at how we can do better about getting
15| patient voices to the table and how we can do
16 | better about streanmining this process.
17 A | ot of these recommendati ons seem
18 | duplicative of what the FDA is trying to do
19| around increasing diversity and how they're
20 trying to shift and have nore transparency wth
21| our trials and with the evidence that is being
22| collected. So | really challenge this group to
23| say, are you duplicating effort that is
241 actually creating an additional barrier to
25| these communities who are already being
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1| marginalized by the things that we have in
2| place, like the CED as it currently stands to
3| date.
4 Thank you.
5 DR. ROSS: Thank you for your comment.
6| The | ast speaker is R ta Redberg.
7 DR. REDBERG  Thanks very rmuch. |
8| have no conflicts of interest. I|I'ma
9| cardiol ogist and a professor of nedicine at
10 University of California San Franci sco, and a
11| past chairperson of this Medicare coverage
121 committee, as well as the past Medicare Paynent
13| Advi sory Commi ssion, but |'mtalking today
141 because | think coverage with evidence
15| developnent is a really inportant mechanismto
16 | try to inprove quality and care for Medicare
171 beneficiaries.
18 My position is based on ny strong
191 belief that all Americans deserve the highest
20| quality of health care, and during ny nedical
21| training it becane very clear to ne that for
22 | many reasons, although we spend nore than tw ce
23| as nmuch per person in this country on health
24| care, our outconmes are not better, in many
25| cases are much worse, and certainly our access
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11 is much worse, and a |lot of that is because we
2| are providing health care of not only no
3| benefit, but often with nultiple harns.
4 And the reasons are that we don't
>| have, we haven't held to the Medicare criteria
6| that treatnents are reasonabl e and necessary,
7| particularly for a Medicare population. In
8| this case in particular, you know, we cannot
9| make the assunption that an FDA-approved
10 treatnment is reasonabl e and necessary for a
11| Medicare population. And | think wwth all due
121 respect to the FDA for exanple, with the recent
13| Al zheiner's decision, we all know that the
14| commttee, the expert panel, that there were no
15| benefits of the trial. There was a
16 | congressional investigation which found a | ot
170 of irreqularities between the FDA and the
18 | conmpany, and that there were a |l ot of concerns
191 with harms with a 40 percent risk for bl eeding,
20| it was based on a surrogate endpoint, and it
21| was an anyloid which had not been shown to be
22 | peaningful clinically, and even the clinical
23 | endpoints were not shown to be neani ngf ul
24| clinically because it was a .2 change in a
251 19-point scale.
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1 And so | think it's really inportant

2| to thing of coverage with evidence devel opnent

3| not based on whether it was FDA approval or

41 not, not based on the kind of pathway, but

>| based on is there evidence of benefit in the

6| Medicare population. |If there's a randon zed

7| control trial showing that the treatnent or

8| therapy is better than the alternative, then

9| certainly that is sonmething Medicare wants to
10| cover, because that's reasonabl e and necessary.
111 But if it is available but there is not

121 evidence of benefit, then | think coverage with
13| evidence devel opnent offers the ability to make
141 the treatnent avail able, but to al so gather

15] that really necessary evi dence.

16 DR. RCSS: Thank you for your

17| comments. |I'msorry to cut you off.

18 DR. REDBERG No probl em

19 DR. ROSS: So that concl udes our

20| public comment period. W now have 90 m nutes
21| where we can ask questions to all presenters,

22| including to Dr. Jodi Segal, she's renmi ned on.
23 | do want to just note, | see both

241 M. Krener and M. Patel already have hands up.
25| Gven that | had to conclude our |ast session
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1] where other individuals had hands up, |'m going

2| to give these people in the order from before

3| and 1'Il call on themand then we'll cone

41 around.

> So the first person fromthe prior

6| session that | had not called on was

7| Dr. Dhruva.

8 DR. DHRUVA: Thanks so nuch, first

9| off, to all the public conmmenters and again to
10| Dr. Segal. W learned so nmuch fromall the

11| experiences and all the thoughtful comrents all
12| across the board.

13 | wanted to, ny question initially was
141 for Dr. Segal, and | think I still want to

15| address it to Dr. Segal, but | heard so nuch

16 | during the public coment period about the

17| sunsetting of CED requirenents, and Dr. Segal,
18| in the report that you led, one of the criteria
191 of the plan was describe a schedul e for

20 | conpl etion of key study mlestones to insure

21 timely conpletion of CED process, which | think
22| gets to that.

23 My specific question is, what do we do
24| in situations where we have new evi dence of

25| safety and effectiveness of benefits and harns
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1| for Medicare beneficiaries that arise during
2| the evidence generation process? It seens to
3| me that we can't just start a CED and then have
41 specific mlestones, but evidence nmay evol ve,
S we nay |earn new things. For exanple, one of
6| the commenters in ny field of cardiol ogy
7| mentioned |eft atrial appendage occlusion as a
8| part of the coverage with evidence devel opnent,
9| data generated through the nati onal
10| cardi ovascul ar data registry that Dr. Brindis
11| nmentioned, showed that for exanple, wonen with
121 an average age of about 75 years have a nuch
13| higher rate of adverse events associated with
14| placenent of left atrial appendage occl usion
15| devi ces conpared to nen.
16 So |''mwondering, Dr. Segal, what do
171 we do when we have new evidence that's
18 | generated, and there's new evidence of benefits
191 and harnms? Are we supposed, based on your
20 | report, supposed to stick with those sane
21| m | estones, can they be anended?
22 DR. SEGAL: That's an interesting
23| question and it's easier to envision that there
24| could be new evidence of safety or harmin the
25| conparators, right, because every patient
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1| treated with a product under consideration wl|

2| be in the CED process because that's the way

3| it's covered, but | could see with the

41 conparators that happeni ng.

5 | would think that yes, there has to

6| be a nmechanismfor updating the m |l estones as

7| you gather new i nformati on and evi dence. |

8| guess that may be a little bit outside the

9| scope of these specific requirenents, but

10| totally inportant.

11 DR. ROSS: Dr. Stearns?

12 DR. STEARNS: Thank you very nuch. |
13| appreciate all the presentations we've heard.
14| My question, which is a little topic that was
15| raised earlier by M. Krener, and it had to do
16 with the fact that the key informants for the
171 report cane to a great extent fromcountries

18 | that do use a price or cost effectiveness type
19 criteria for decisions, and | wondered if |

20| could ask Dr. Segal, is the -- ny famliarity
21 with those systens, and | have nore famliarity
22| wWith sone rather than others, but | believe

23| that they all use processes, or | know sone of
241 them use processes where they do separate out
25| key issues in their determ nation of coverage.
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1/ 1 believe there's a great focus on

2| effectiveness separately fromissues of what

3| were ultimately inportant in their decision

41 process, which includes cost effectiveness and
5| overall budgetary feasibility. And |I'mjust

6| wondering if in the discussion, Dr. Segal, if

7| there was any indication of specific

8| prioritization of effectiveness in the review
9| or assessnent process used by other countries
10| that m ght help us understand what insights

111 those informants are bringing to the table.

12 DR. SEGAL: Again, anpong the key

13| informants, only one was international, M chael
14| Drummond. Everybody el se was really U S

15| based, so it was the Gey literature revi ew

16 | that led us to the online CED policies, so |

171 woul d not say we had a | ot of i nput

18 | internationally.

19 DR. STEARNS: kay, thank you. You're
20| right about the inportance, | guess. | thought
21| there was nore about specific countries'

22| systens but there wasn't.

23 DR SEGAL: No, there really wasn't.
24| But you know, it would be a good tine for ne to

25| say we did have a lot of input fromdrug and
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1| device manufacturers in the public coment
2| period, but they were not included anong the
3| key informants as that was CVM5' s preference.
41 They certainly gave input at the public comrent
S| period and you can see the |ist of who they
6| were in Appendix 2. Colum A has the |ist of
7| all the public commenters, and you can see the
8| nice rich input fromthere.
9 DR. STEARNS: kay. Thanks for that
10| clarification.
11 DR RCSS: Dr. Fisch, | had your hand
121 up earlier in the day; do you want to --
13 DR. FISCH Yes, thank you. My
14| question is for Dr. Segal and it relates to
15] criteria E that was in slide 45 of your deck.
16 | Criteria E was about the CED study is
170 registered with clinicaltrials.gov and a
18 | conpl ete protocol delivered to CMS. In the
191 comments about the revisions, it was noted that
20 | jndustry representatives strongly urged agai nst
21| publicly posting conplete protocols, and that
22| makes sense to nme because protocols often have
23| proprietary information that conpani es woul dn't
24| want to have publicly presented.
25 But | wonder if there was any
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1] consideration of sonething in between, which is
2| a redacted version of the protocol, which in
3| acadenmic journals frequently in the
41 suppl enmentary appendi x we see the full
S| protocols with redactions of appropriate
6| proprietary information. So was that in
7| between option discussed to your know edge?
8 DR. SEGAL: No, we didn't discuss that
9| option.
10 DR. FI SCH. Thank you.
11 DR RCSS: Dr. Kanter, | also had you
121 as having a question fromthe prior session.
13 DR. KANTER: Yes, thanks. | actually
141 had questions on three of the itens and we can
15| go through them pretty quickly.
16 On L, related to contenporaneous
17/ control conparison group, | wonder if you
18| all -- so the standard is just that the choices
191 be justified if the contenporaneous conpari son
20| group is not included. | wonder if you
21| discussed at all the need to include neasures
22| that would be taken to conpensate for a | ack of
23 | cont enpor aneous conpari son groups.
24 DR SEGAL: No, we didn't. | think
25| many of us would be strong advocates for having
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1| conparison groups, but we do recogni ze that
2| that may not always be the case, particularly |
3| suspect with diagnostics. No, we did not
41 discuss --
5 DR. KANTER: Actions that could be
6| taken to denonstrate, yes.
7 The second question relates to B as in
8| boy, the justification for the tineline, which
9| I think everyone is sort of on the sane page
10| on, is that it would first help firns neet
11| mlestones, but the true question is the
12| publication or the subm ssion of a tineline
13| doesn't really have an enforcenent nmechani sm
141 |li ke what happens if you don't hit the
15 tinmelines and are, did you discuss any wordi ng
16 | activity related to that, so | was wondering
17| what your thoughts were.
18 DR. SEGAL: No, and | think that's
19 partly why we thought maybe there needs to be a
20 | docunent that acconpanies this that has nore
21| details, but no.
22 DR. KANTER: And then finally,
23| |letter Erelates to the registries, so we sort
24 | of abandoned sort of the registry requirenent
25| pecause they don't have the AHRQ registry.
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1| What about, have you consi dered ot her kinds of
2| registries such as ACC or STS and so on, or
3| were you thinking it would go into, you know,
4| be considered at a different |evel?
5 DR SEGAL: No, we're certainly
6| supportive of registries and the use of
7| registries in which evidence can be studied. |
8| think a registry by itself is insufficient,
9| it's just aregistry. | don't knowif CMS has
10| anot her idea of where these m ght be, the
11| registries m ght be registered.
12 DR. KANTER  Thank you.
13 DR ROSS: Dr. --
14 DR SEGAL: | suppose they could be
15] registered in clinicaltrials.gov, but I don't
16 | really know.
17 DR. RCSS: Dr. Qgunwobi, you're the
18 | | ast of the hol dover questions fromthis
19| norni ng.
20 DR. OGUNWOBI : Thank you very nuch. |
21| want to thank everybody for the very active
22 | discussion so far. There's a couple points |
23| just wanted to maybe get thoughts fromthe
24| first speaker this norning, because it was kind
25| of highlighted by the public comments rel ated
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1/ to not really new barriers, but you know, for

2| end users, and one of themrelates to for

3| exanple the recommendation to repl ace

41 reproducibility with robustness. 1'd like a

5| comrent on whether or not she feels that

6| reproducibility is actually easier to define

7| and woul d create |less bias than the use of

8| this, | think potentially nebul ous expression

9| of robustness.

10 And then a related point into the

11| issue of the (break in audio) you know, the

121 comments of how does it inpact whether there is
13| approval or not. So for exanple, will the

141 patients neeting one particular requirenent be
15| sufficient to deny coverage, or is there

16 | gui dance on, you know, other requirenents are
170 required, do all requirenments need to be

18 | satisfied, and so forth?

19 DR. SEGAL: Thank you. | rather agree
20 with you that | think that reproducibility is
21| nore easily defined than robustness, although I
22 | think robustness can be defined, it just isn't
231 in this docunent, but | don't disagree with

24 | that.

25 | think if we keep in mnd our goal is
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1| generating evidence to nake a decision, that's
2| the goal of this, right? So | think if the
3| sponsor or investigator is able to generate the
41 necessary evidence and not every requirenent is
S| net, that's okay, because the goal is net, the
6| requirenent is net to nmake it nore |ikely that
7| the sponsor/investigator will actually neet the
8| goal .
9 DR. OGUNWOBI: Thank you very nuch,

10| and just one brief coment. | think the very
111 first public commenter spoke about artifical

121 intelligent technol ogies, and | was j ust

13| wondering if that person is still here if they
14| could comrent on, or anybody, know edge t hat

15| suggests that in sone instances with this new
16 | Al technology, there is actually potential of

171 creating a whole litany of disparities in

18 | heal t h out cones.

19 DR. ROSS: Your question is to Cybil

20 | Roehrenbeck. |I'mnot sure if she's still

21| participating in the neeting.

22 DR. OGUNWOBI: Ckay. No problem

23 | thank you.

24 DR. ROSS: Gkay. M. Krener, you're
25 | next.
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1 MR. KREMER: Thank you. So with
2| gratitude to all the presenters, incredibly
3| valuable and I hope we all take to heart the
41 nmessages we were hearing even if they were
5| sonetinmes discordant, but | have three
6| questions for Sue Peschin.
7 First, can you speak to the burdens or
8| benefits of registry participation and any
9| inplications to representatives?
10 M5. PESCHHN. Am 1l on?
11 DR. ROSS:  Yes.
12 M5. PESCHIN. So the burdens of
13| registry participation?
14 MR. KREMER Right.
15 M5. PESCHIN. Sure. | think that
16 | there's, | think sone folks see data registries
17| as sonething that's conpletely different, CED
18 | data registries as sonething conpletely
19| different fromCED clinical trials. But
20| they're both subject to, you know, the
21| guidelines that you all are going to be voting
22| on, they have conditions of coverage around
23| them things |like the type of facilities that
24| can offer the treatnent, the care teans who
251 have to be on those, the types of doctors
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1| people have to go see in order to be eval uated,
2| there may be procedural vol une requirenents.
3| And all of those types of things conbi ned
41 really restrict where the types of treatnents
S| are available and as a result, they tend not to
6| be in smaller rural areas or in areas with
7| lower incone fol ks, and that, you know, that's
8| one of the things that we found.
9 There's also like very | ow
10| participation in some of the registries. There
11| are stemcell transplants that are part of CEDs
121 that are incredibly low, sickle cell is an
13| exanple of that. And you know, there's also, |
141 think there's been actually a request for
15| nyel opl astic syndrone to be reopened, | don't
16 | know if that's been responded to yet. So these
171 just, and cochlear inplants, super lowin terns
18 | of who's been able to get them
19 So it's really random that's one of
20| the things the Zeitler study found that Jodi,
21| Dr. Segal referred to, and so | encourage folks
22| to take a look at Dr. Zeitler's study as well
23| as the study that we just put out today.
24 MR. KREMER: Thank you. And second
25| guestion, and understanding that your viewis
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1| that CED perhaps just as a matter of law is not
2| |egitimate or real, but let's just
3| conpartnentalize that for a nonent. Just
41 looking at this set of voting questions, are
S| there any of these voting questions that you
6| think if there were a legal basis for it, would
7| support assisting patients, beneficiaries,
8| Medicare beneficiaries having access to needed
9| devices and therapies and services, are there
10| any proposed revisions notw thstandi ng your
11| concerns about the |egal basis?
12 M5. PESCH N. | nean, we -- you know,
13| when we were involved in TAVR a coupl e of years
14| ago, we learned through that process that CMS
151 really has no kind of control over how these
16 | registries are run or what the organi zati ons
170 that run the registries decide to do in terns
18 | of studies, if they answer the evidence
191 questions on tine or at all. So I think that
20| allowing CMs to at | east have nobre access to
21| nmore things is a good thing, and that's a good
22| thing to see, certainly, | nmean if the studies
23| are |isted.
24 But you know, to go back to Jay's
25| point, it really doesn't matter if they're
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1/ listed or not if the whole thing is kind of
2| broken. So | think that there are, you know,
3| the point that | just raised, but aside from
41 that, it's not a good tool and what it's turned
Sl into is what has becone so disturbing. | think
6| it had good intentions in the beginning around
7| medi cal devices, having those products be
8| available a little bit sooner than they m ght
9| have been otherwise, but it's just turned into
10| a utilization managenent tool for Part B. And
111 this, all these study requirenents are really
121 meant to kind of lock in that process even
13| further.
14 MR. KREMER: So I won't editorialize,
151 but it sounds like there are at | east a couple
16 | here that you think would nmake a, what you view
17| as a bad systemslightly less bad, and it's
18 | hel pful to have those identified, so |
19| appreciate that.
20 The | ast one, and | apol ogi ze because
21| this is invoking another one of the public
22| comrents, but given that |'ve spent a quarter
23| of a century working on Al zheinmer's, this one
241 is near and dear to ne in particular.
25 There was a reference to the FDA
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1| approval of one of the nonoclonal antibodies to
2| treat Al zheiner's and the need for further CMS
3| exam nation given some of what | think everyone
41 woul d agree were unfortunate and conpl i cat ed
5| fact patterns in that one. So I wonder if you
6| could sort of zoom out and speak to, this goes
7| to your earlier public comrent, to sort of the
8| fact pattern with how CED gets used. | wonder
91 if you could just speak for a nonment to us to
10| give us context if that national coverage

11| determnation wwth CED, the application of one
121 product's fact pattern to an entire class and
13| what the inplications may be, not just in

141 Al zhei nmer's but across di seases when CED

15| applies to an entire class based on evi dence,

16 | good or bad evidence, but evidence for one

17| product in the class, what you think the

18 | inplications there would be for health, but

191 specifically for health of often overburdened
20 | ‘and underrepresented comrunities.

21 M5. PESCHI N. Yeah. | nean, the CED
22| js applied to a whol e class of products so when
231 it is a nedical device that also applies, so it
24| |s across the board, | think it's used for,

25| anot her part of disease groups rely on you
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1| know, nedications, and to see sonething |like

2| that is a bit jarring and it is unfortunate

3| because, you know, the |latest research was

41 published in the New Engl and Journal of

5| Medicine and it did rely on old infornation.

6| So the ability for that to reopen again, they

7| have the purview, and there was a request put

8| in, I know, by the Al zheiner's Associ ati on,

9| because it will be 60 days at the end of this
10| week or early next week. | hope CMS responds
111 to that in that period of tine to reopen the

121 MAC given the new information that was

13| presented at a CTAG and ot her places on the new
14| therapy. But it remains to be seen and things
15| just get dragged out just for, at their

16 | discretion.

17 DR. ROSS: Thank you for those

18| comments. | do want to rem nd everybody, we

191 are not discussing CM5' s NCD around Al zhei ner's
20 | di sease drugs. | know that the agenda ahead of
21| us that is our task is alittle bit of

22| threading the needle. W are being asked to

23| judge the criteria by which NCDs are being

241 evaluated by CM5 to satisfy a requirenent and
25| there is a lot of interest around the deci sion,
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1| specifically around nonocl onal antibodies. |

2| do want people to try to avoid tal kinng about

3| specific CEDs outside of the context of the

41 criteria CM5 has inposed on it, and what we can

5| learn fromthose deci sions.

6 M. Patel, you're next.

7 MR. PATEL: Thank you. | just have

8| two quick questions for Dr. Segal and one for

9| Dr. Brindis. But thank you to all the

10| presenters, | think they raised sone

111 interesting viewpoints, one of which |I'm going
121 to get to for Dr. Brindis, but Dr. Segal, how
13| should criteria E, it tal ks about the study

141 registered wth clinicaltrials.gov and a

15| conpl ete protocol being delivered to CMS.

16 Soneti nes protocols can change, right,
17| either after it's been finalized or it m ght be
18 | nodified once the study starts. Was there a

191 di scussion around envisioning that possibility
20 | happeni ng and then further comrunication to

21 CMB, or were you envisioning a protocol that is
22 | set and then not subject to further change in
23| the CED process?

24 DR. SEGAL: W didn't specifically

25| discuss it, but I would inagine the protocols
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1] do change.
2 MR. PATEL: And would they conmuni cate
3| that to CMS presumabl y?
4 DR SEGAL: | would think so.
> MR. PATEL: Ckay. And then on
6| criteria O again sonething simlar but | want
7| to make sure I'mnot reading into sonething,
8| but just reading the words, right? You have
9| sponsors/investigators using secondary data to
10| denonstrate benefit, et cetera, and then it
11| tal ks about conducting alternative anal yses
121 and/or review ng supplenentary data. Are you
13| envisioning the alternative analyses to be part
14| of the initial publication that conmes out, or
15| are you envisioning that to be separate?
16 | Because t hroughout nost of it you tal k about
17 within the study and you didn't use those
18 | phrases here, so | just wanted to understand
191 what the thought process there was.
20 DR. SEGAL: No, we neant as part of
21| the initial package, the initial study
22| denonstrating evidence, that this would be an
23| inportant part of it.
24 MR PATEL: Geat, thank you, and j ust
25| one quick question. | don't know if
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1/ Dr. Brindis is still wth us, but you heard a
2| ot frommany of the presenters tal k about the
3| need for a CED to end at some point, right, the
41 data collection. |'mwondering, can you give
S| us sort of a perspective on that in terns of,
6| do you support criteria that would actually
7| explicitly say that at some point further data
8| collection, once you nove away from CED, would
9| not be required for healthcare coverage, or is
10| somet hing you would not want to see built into
111 that criteria?
12 DR BRINDI S: So, thank you,
131 Dr. Patel. The answer to that question kind
14| of, has multi conponents. Fromthe NCDR
15| perspective in terns of inproving health and
16 | quality at local hospitals, the ability to have
17| data collections with sone, if you wll,
18 | carrots and sticks, is an advantage to our
191 Medi care popul ation, but that doesn't
20 | necessarily neet the need or definition of what
21| CED is.
22 So | do understand the appropriateness
23| for having a sunsetting feature within CED;, in
241 fact, our ICD registry was affected and
25| sunsetted that CED requirenment which, when
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1] those key questions that | raised earlier were
2| answered. Now the |oss was at a patient |evel
3| in ternms of making sure we assure quality.
4 One of the things tal ked about earlier
S| just in this session is an inportant one
6| related to the sunsetting. That is, different
7| CED criteria related to devices, the device
8| iterations change constantly and sonme of the
9| changes are quite significant, and the ability
10| for CM5 to assess whether it's reasonabl e and
11| necessary related to newiterations of this
121 device will depend, | think, on continued
13| anal ysis of these new devices as they are put
14 into the marketpl ace.
15 MR PATEL: So it sounds |ike you
16 | woul d support a criteria that would explicitly
17| say that there ought to be explicit discussion
18 | of when the data collection would stop, or did
191 | or did | not characterize it accurately?
20 DR BRINDIS: | think you did it quite
21| well, to have a discussion within the rel evant
22 | stakehol ders related to an individual CED and
23| how that particular drug or device is being
241 affected in the marketplace, and new iterations
25| and so forth may lead to an inforned di scussion
Office (410) 821-4888 2201 Old Court Road, Baltimore, MD 21208 Facsimile (410) 821-4889

CRC Salomon, Inc. www.cr csalomon.com - info@cr csalomon.com Page: 163


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

Meeting - Day 1 - February 13, 2023 MEDCAC Meeting

1| for CMS
2 DR. ROSS: Thank you. Dr. Canos?
3 DR. CANCS: Thank you. My question is
41 for Dr. Segal, and we heard from public, the
5| open public comment period here today about the
6| inportance of patient preference, patient
7| preference information, and within the topic
8| refinenments docunent as it pertains to
9| outcones, or the exception to | as you have it,
10| there was noted that there was sonme comments
11| that suggested that the first report was
12| advocating for patient-reported outcones but
131 this is not the case, inportant outcones nmay or
14| may not be patient reported.
15 As | | ook at outcones, it does say, |
16| think it differs a little bit in your slide
17} versus the voting question. The voting
18 | question says primary outcones for the study
191 are clinically neaningful and inportant to
20| patients. So ny question to you is kind of
21| inherently an epi dem ol ogi st question which is,
22| js and the union or the intersection of events,
23| is a primary outcones sonething that is either
24| clinically nmeaningful or sonmething inportant to
25| patients like a patient-reported outcone, or
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1| does it have to be, is it the intersection of
2| those events and not the union of the events?
3 DR SEGAL: | think it's the
41 intersection, although it would be hard to
5| argue that sonething is clinically nmeaningful
6| if patients don't care about it. So | think
7| yeah, right, if it's clinically neaningful,
8| then it's inportant to the patients.
9 DR. CANCS: So just to be clear, so
10| woul d patient-reported outconmes be in or out of
111 the clinically neaningful and inportant to
12| patients in a primary outcone?
13 DR. SEGAL: So, | think the fact that
141 it's patient reported is irrel evant here.
15| Patients reported is a subset of
16 | patient-rel evant outcones, things that patients
17| can tal k about, their headache, their pain,
18| right? There's lots and |ots of
19] patient-relevant outcones that patients can't
20| report, so we are thinking about the bigger
21| category of patient-rel evant outcones.
22 DR. CANCS: kay. So those woul d be
23| all the prinmary outcones as you would see it
241 for that question.
25 DR. SEGAL: Yeah.
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1 DR. CANCS: Thank you.
2 DR. ROSS: Dr. Witney?
3 DR VWH TNEY: Thank you. Such
41 interesting discussion, we really appreciate
S| that, and I'"'mnot sure if it's for you,
6| Dr. Ross or Dr. Segal, but the whole notion of
7| stoppage criteria was an interesting suggestion
8| in large by the coomenters, and it seens
9| largely within the control actually of the
10| sponsors of the study to docunment the benefits
111 of their intervention to produce the stopping
121 point, and it seens to ne that criteria B
13| addresses this already with the notion of
14 mlestones and tinme to conpletion, but | guess
15| the question is, you know, is it worthy to
16 | provide a nodification of an explicit
17| requirenent for your own review, maybe it's
18 | outside of this criteria or maybe they're
191 inside, I"'mnot sure, but it was stated new
20| jnformation conmes in many fornms, and it could
21| be new beneficial information that plays in
22 | stopping CED because ot herwi se there's data
23| that cones in, and it could be new infornmation
241 that suggests sonething is no | onger worthy of
25| study and the CED should be discontinued. And
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1/ so | don't know whet her, you know, the stoppage
2| criteria construct should be nore explicit in
3| the criteria.
4 The other is nore of a comment than a
5| question, you know, this notion of sort of
6| different statutory authorities of the FDA and
7| CM5in terns of safe and effective versus
8 | reasonabl e and necessary, and the inportance of
9| those distinctions, and just noting for the
10| record ny support of those distinctions and
11| what CMs does with NCDs and the CED criteria is
121 really inportant. The FDA approval process is
13| different fromit, it's not the sane, it's not
14| going to be the sane. And if you |l ook at the
151 wel | -docunented record of accel erated approval
16 | under the FDA and the requirenment in sone cases
17/ to do a followup study in any kind of tinmely
18 | manner when the foll ow up studies aren't
191 actually negative, you know, or to w thdraw
20 | approval s, just again, supports the strong and
21| inportant need for independent CMS concl usions
22 | on these docunents.
23 DR RCSS: Jodi, do you want to
241 address the mlestone question? | knowit's an
25| issue when CMS engages and nmakes a deci sion,
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1/ but the criteria around it should be part of
2| this.
3 DR. SEGAL: You're correct, we did not
41 specify what the m |l estones would be, but I
5| suspect yes, provisions for internal analysis,
6| that woul d be appropriate, | certainly don't
7| disagree with that. | agree with everything
8| you said really.
9 DR. ROSS: Thanks. Dr. Dhruva?
10 DR. DHRUVA: Thanks. | have a
11| question for Dr. Brindis. Dr. Brindis, we
12| heard a little bit of discussion about
13| registries and restricting access, as well as
141 not enrolling diverse patients. | was
15| wondering if fromyour vantage point at NCDR,
16 | if you could talk to point J. The point is the
17| study popul ati ons request infornation
18| reflecting diversity |evels of Medicare
191 beneficiaries who are intended to be users of
20| the intervention, specifically focused on
21| racial and ethnic backgrounds and gender and
22 | soci oeconom ¢ status at a m ni mum
23 Are these variables that have been
241 included, and can you talk a little bit about
25| | f you've seen access has been restricted, or
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1/ if we've generated this type of evidence using
2| the registry franework, and what i ndications
3| it's had for sone of the CEDs that you
41 nmentioned in your presentation? Thank you.
5 DR. BRINDI S: Thank you, Dr. Dhruva.
6| In terns of being fully representative of
7| Medicare beneficiaries, one of the advantages
8| of course of CED for coverage and paynent, all
9| patients who are having that device or therapy
10| are included. Wth that, for exanple in the
11/ TVT registry we have about 880 centers. |
121 woul d say that the nunber of centers in the
13| United States for popul ation, age adjusted, is
141 markedly greater than any country in the world.
151 We have excellent access in terns of centers
16 | and availability.
17 In terns of actually the denpgraphics,
18 | soci oeconom ¢ graphics and all those issues,
191 one of the earlier public speakers is correct,
20 | we under utilize. For exanple in TAVR, it is
21| (break in audio) groups. However, within our
22| registry we're able to assess reasonabl e,
23 | necessary and reasonabl eness, and al so efficacy
24| in such a large patient population w th which
25| to study.
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1 The other comment is rural, and like |
2| say, hospitals. Again, with CED coverage,
3| we're able to have a greater representation of
41 rural hospitals and safety net hospitals.
5| Wthout CED, rural hospitals and safety net
6| hospitals oftentinmes are a little
7| underrepresented in the registry portfolio.
8 DR. ROSS: Thank you. Dr. Kanter?
9 DR. KANTER: | just had a coupl e of
10| questions for Dr. Brindis, and then one
11| question for Ms. Peschin.
12 Dr. Brindis, you nentioned, and this
131 is mainly comng fromthe information that was
14| submtted, so just a couple questions. |f you
15] could talk a little bit about your data sharing
16 | for revocability, there seened to be sone
17| negative sentinents, | think, that | was
18 | reading fromthe public coments.
19 Secondly, if you could el aborate on
20 | what you nmean by undue conpliance burden,
21| sonet hing you had spoken about earlier, you
22 | know, exanples of what m ght be too nmuch of a
23 | burden.
24 And third relatedly is this idea of
25| when data collection ended, you know, there
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1/ were coments as well and |I' mwondering, first,
2| we're sort of relating the time with the
3| evidentiary standard of tine, so | just wonder
41 if you could clarify, you know, if we have a
S| stopping rule, it's not really based on cl ock
6| tine, it's really based on achieving the
7| outcones as specified, again, with reasonabl e
8 | dates.
9 So I'll pause there and then wait for
10| your comrents.
11 DR. BRINDI S: Ckay, there were a bunch
121 of questions, let's see what | can renenber. |
131 think --
14 DR. KANTER: The data share.
15 DR. BRINDI S: The data share.
16 | Conceptually we're in favor, not against data
17| sharing, but one has to appreciate the
18 | increased burden, particularly on sponsors and
191 that sort of thing involved in that. 1In sone
20 | jnstances even the underlying data used in
21| analysis, such as froma clinical registry, my
22| pbe unigue and so these results night not be
23| able to be replicated against other data sets.
24| And so | think, you know, we need to be
25| cogni zant of the increased burden as we go
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1| about pursuing any concept of data sharing.
2| It's not that we're totally against that, it's
3| just the appreciation of the extra work
41 invol ved.
5 Then what was the, you had two ot her
6| questions.
7 DR. KANTER: Yes, the one related to
8| other conpliance burden that's separate from
9| the data shari ng.
10 DR. BRINDIS: | don't have any
11| additional coments related to that, and the
121 third was?
13 DR. KANTER: The stopping rule, and
141 the difference between clock tinme versus
15| evidentiary standard tine.
16 DR. BRINDIS: | think that's a really
17| good point. | think we shouldn't just use a
18 | clock per se. The anmount of data collected, or
191 even the signhals one gets during a tinmefrane
20| may actually indicate to CM5 increased scrutiny
21| and that we require nore tine.
22 And as | nentioned earlier, again, the
23| things are different with drugs versus devi ces,
24 | pbut the changes in iterations particularly
25| related to devices really oftentines lead to
Office (410) 821-4888 2201 Old Court Road, Baltimore, MD 21208 Facsimile (410) 821-4889

CRC Salomon, Inc. www.cr csalomon.com - info@cr csalomon.com Page: 172


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

Meeting - Day 1 - February 13, 2023 MEDCAC Meeting

1/ increased scrutiny over tinme, so |l think it's a
2| discussion that should be had with the rel evant
3| stakehol ders and over tine in terns of figuring
41 out is this the right tine to stop or do we
5! need nore data related to sonething that's
6| going on related to that particul ar device.
7 DR. KANTER: Thank you. And then just
8| a quick question for Ms. Peschin. As |
9| understand it, your position is that the
10| requirenments for FDA are coincident with the
11| evidentiary standards for CM5. So would you be
12| saying that, you know, we don't really need --
13| so suppose a clinical trial doesn't really, you
14| know, enroll ol der popul ations, those with
15| conorbidities that are representative of
16 | Medi care beneficiaries, your position is |like
170 you're cool with that, like that's --
18 M5. PESCH N. No, no, no, not at all.
191 And we worked on, yes, there were changes
20 | around diversity in clinical trials, and
21| |l egislation for nore diversity in clinical
22| trials. But also that's under FDA's purview,
23| and CVS sort of shrouds thenselves in caring
241 about that as a way to ration care, and that's
25| really the only thing.
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1 Now with regard to this TAVR registry,
21 1'1l tell you, when it was reconsidered in
3| 2019, one of the reasons was it (break in
41 audi o).
5 DR ROSS: M. Krener?
6 MR. KREMER: Thanks. | was j ust
7| com ng off nute.
8 So a couple of questions for
9| Dr. Segal, and Dr. Segal, thank you again for
10| bearing with ne. | don't mean mnmy questions to
11| be overly aggressive, |I'mlearning as we go,
121 and "'mtrying to, I"'ma staff of one, so |
13| have no one to learn fromuntil we get to these
14| meetings, because | take very seriously the
15 requirenents fromthe CAG that we not engage
16 | outside organizations to inform our opinions
17| before we get here. So two questions, and just
18 | apol ogies in advance if they're terribly
19| aggressi ve.
20 Does your report or your advice to CMS
21| speak to whether CMS ought to measure clinical
22 | meani ngf ul ness based on patient preference or
23 | based on clinician evaluation of what patient
241 preference ought to be, or do you not really
25| address that at all?
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1 DR. SEGAL: | don't think we
2| explicitly addressed that.
3 MR. KREMER: Al right, thank you.
41 And the second question is, do your
S| recomendations vary or differ at all in terns
6| of the proposed voting questions that we're
7| going to look at, in terns of whether the item
8| or service is for an on-|abel versus an
9| off-label use, or is that again beyond the
10| scope of your report?
11 DR SEGAL: W certainly did not
12| discuss that. | think in nmy head | believe
131 these were on-I| abel uses.
14 MR. KREMER: | think I'mfoll ow ng.
15| Woul d you have us consi der these questions
16 | regardl ess of whether they're for on-1abel or
17| off-1abel use, should we think of these
18 | questions essentially in two separate buckets
191 as to whether they're going to be applied for
20| an on-1label or off-I|abel use?
21 DR, SEGAL: | think that m ght be
22| outside the scope of the specific requirenents,
23 | how CMS chooses to apply the requirenents, but
241 we did not really think about that.
25 MR. KREMER:  Thank you.
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1 DR RCSS: Dr. Brindis, if you' re on,

2| if you want to address that, | know that within

3| the NCDR registry it does include information

41 on both on and off-label uses, if you want to

S| try to answer M. Krener's question. M.

6| Krener, do you want to repeat it just to make

7| sure?

8 MR. KREMER  Since ny question was

9| convoluted, I'"'mnot sure | can repeat it but

10| the gist is, I"'mjust trying to figure out in
111 the real world, how does this work, do the CED
121 standards, do the standards for the CED that

13| are being studied work exactly the sanme, shoul d
14| we be asking the sane questions regardl ess of

15| whether it's an on-1label or off-Iabel intended
16 | use that CM5 is | ooking at?

17 DR. BRINDIS: Well, | get your point,
18| and | thank you, Dr. Ross, for offering nme the
191 opportunity to respond. One of the incredible
20 | side benefits of having CED for TAVR, |'Ill use
21| that as the exanple, in that we had all these
22| hospitals, is that clinicians over tinme have

23| oftentines been doing things off | abel because
241 they realize there was need there, even if

25| there was no random zed clinical trial show ng
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1| efficacy. So a side benefit of the TAVR

2| registry is that the FDA and us noticed that a

3| whol e bunch of people were doing things that

41 were off label, particularly for this group,

5| the use of TAVR inside sonmebody who's had a

6| previously placed surgical valve, valve in

7| val ve.

8 Based on the anal ysis of these, a

9| fairly good substantial size patients who were
10| having this procedure, the FDA was feeling

11| confortable in terns of safety and efficacy in
12| extending the | abel, which also inplies that

13| Cvs at that point could feel confortable that
141 know ng things are safe and effective, that it
15| m ght be appropriate for reasonabl e and

16 | necessary for their population. A very

17| inportant side benefit.

18 And there are other exanples that |

191 could give, but that to ne is one of the nost
20 | significant ones. |Industry won't necessarily
21| want to fund these key trials for doing

22| off-label work and yet here is a legacy that's
23 | offered us huge benefits in assuring our

24| patient population, in this case Mdicare

25| peneficiaries, that things can be done safely,
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1| effectively, and in a manner that we should for
2| all intents provide.
3 MR. KREMER  Thank you.
4 DR RCSS: Sorry to put you on the
5| spot, Dr. Brindis. | just knew you had the
6| answer. Dr. Fisch.
7 DR. FISCH  Thank you. Dr. Brindis,
8| I'd like to put you on the spot again, and it
9| has to do with the detailed letter that ACC
10| produced fromDr. Frye with sone specific
11} comment. And getting back to ny renarks about
121 criteria Ain reference to the study being
13| conducted by sponsors/investigators, you know,
141 1 was trying to distinguish the rule there.
151 The ACC letter also was worried about
16 | definitions there, definitions of resources and
171 skills, but also that letter seens to be
18 | worried about introduction of investigators at
191 all, because investigators nay be |ater and
20| there's a concern about slow ng down the
21| process.
22 So I'"'mtrying to figure out, maybe you
23| don't recall which point I'm making here. What
24| |s says is the introduction of specific
25| investigators as part of the CED application
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1| process may cause delay in CVMS achieving its
2| objectives in evidence devel opnent since this
3| is a very operational requirenent. So | guess,
41 I'"'mtrying to figure out, where does the ACC
S| think that reference to investigators ought to
6| cone into play?
7 DR. BRINDIS: Al right, let ne see if
8| | can handle that in a manner that m ght sort
9| of answer your question. First of all, the
10| NCDR has a very robust research and
11| publications commttee. |In fact in terns of
121 TAVR, we get sonewhere between 50 applicants
13| for studies to ook at related to TAVR, whet her
14 they be issues related to use in mnorities or
15|/ as nentioned in ny own presentation, uses in
16 | patients with renal failure, whatever. And so
17 we're able to hopefully within our own
18 | construct in ternms of our funding avail abl e be
19] able to take up questions that we think have a
20| | ot of face validity with inportance. So
21 within our own registry portfolio research and
22| publications, we don't feel particularly
231 limted, if that's sort of what you were
24| getting at.
25 In ternms of outside investigators, |I'm
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1| not sure how | can address that question.
2 DR. FI SCH. Thank you.
3 DR RCSS: M. Patel?
4 MR PATEL: Yes. And before | ask ny
5| question, maybe | can go back to Dr. Fisch and
6| maybe share with you a perspective froma
7| conpany that put a technol ogy through CED, so |
8| think the change to sponsor/investigator is a
9| good one, because what typically happens is the
10| conmpany will cone to CM5 giving them a heads
11| up, saying hey, we have a technology that's in
121 the FDA approval process, we'd like to get
13| coverage, can we get national, do we have to go
14| through CED, you know, there are good
15| conversations that took place, you know, our
16 | technol ogy has net with full disclosure, and we
171 have a pretty good sense based on our sense of
18 | what the clinical data was, what CMS's
19| expectations were, of what type of outcones
20 | they would want in the study.
21 Now t he chal | enge was, and | think
22| with registry-based studies, that just because
23| data goes into the registry, as we all know,
241 doesn't necessarily assure a publication out of
25| hand, right? So we were fully going to go
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1| ahead and do publications, but | think it's

2| good to fill in a requirenent that publications

3| happen, | think the industry generally is

4| confortable with that al so.

> So you end up with a situation where

6| the study sponsor, in this case a conpany,

7| mght be out of the conversations, and then

8| bring in investigators nmuch later in the

9| process. On the other hand, if you ve got to
10| line up investigators, get their conmmtnent, |
111 think that was part of the thought process that
121 went into those kinds of comments from

13| industry. |Is that hel pful?

14 DR FISCH  Yes, thank you.

15 MR, PATEL: And to go back to the

16 | stoppage, and | think when we talk about two

171 clocks, there's actually three clocks. Because
18 | you know, in the past the CED studies, nobst of
191 themjust had this registry requirenment and you
20 | keep col lecting data, keep collecting data,

21| with no stoppage, and as Dr. Brindis said, it

22| went on for 15 years, and | forget howlong it
23 was for ICDs, it just went on and on. And |

241 agree that when we tal k about stoppage

25| requirenents it shouldn't be one year or two
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1| years certainly, calendar based, it ought to be
2| based on how rmuch tinme is for the question
3| being asked, do you have enough patients, it's
41 all about the scientific data, so when do you
S| feel the study is conplete and ready for
6| publication.
7 But | think there's a third clock
8| which is, when does CMS then actually decide to
9| go revisit that CED, right? And that's the
10 third clock, and I think we're hoping in the
111 industry frankly that if you have built in
12| stoppage in the criteria, then that nay provide
13| the basis for CM5 to say you know what, you've
14| got a published decision and we've got a
15| published study, let's go back and revisit the
16 | deci sion and deci de whet her of not we have to
171 continue it. So | think there's a third cl ock,
18| and | know the third clock is outside the scope
191 of this conversation, but hopefully with
20 | stoppage criteria, | think we can help CV5
21| actually go back and feel confident that they
22| can revisit it, they either continue or stop
23| data collection. So that was just a comment,
241 Dr. Ross, nore than a question.
25 DR. ROSS: No, no, no, and |
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1| appreciate that, and | think, you know, as |an
2| brought up early on, there's sort of, that
3| there's differences in thinking about these
41 criteria depending on the product being covered
>| and studied, right? And to Dr. Brindis's
6| point, nedical device npodels change
7| substantially, the inplications for when to
8| stop collecting data is different than if it's
9| a, you know, a product that goes unchanged and
10| the criteria should reflect that.
11 Dr. Dhruva, did you have your hand up?
12 DR. DHRUVA: Yes, thanks. | have a
13| question for Dr. Padula, and I'mnot sure if
14| he's -- Dr. Padula, are you there by chance?
15/ If not, Dr. Segal, | mght direct it to you.
16| It's actually sort of a nultiprong question and
170 1" m hoping you mght be able to address it.
18 One of, Dr. Padul a nentioned
191 publications, so Dr. Segal, your report
20| criteria P says it's submtted for peer review
21| with the goal of publication using a reporting
22 | qui del i ne.
23 So ny first question is, why not
241 publication, because we know that actually
25| seeing sonething out there is very hel pful and
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1| possibly the peer review process really
2| strengthens it.
3 And then a second question, totally
41 unrelated but just to squeeze it in, initeml
5| the prinmary outcone is inportant to patients.
6| How can we neasure non-cl ai ns- based pati ent
7| reported outcones? How can we ensure that
8| we're hearing the patients' voice?
9 DR. SEGAL: I'mgoing to the |ast one
10| first. Renenber, they don't have to be patient
11| reported, they just have to be patient
121 relevant, right? So you're right, they won't
13| be patient reported in clains, but they're
14 still things that are inportant to patients
15| that are neasurable in clains.
16 W felt alittle funny saying that we
171 woul d require publication because we don't have
18 | control over the peer review process and the
191 journal publication process, so that seened
20| |ike a bar we wouldn't really set. The purpose
21| of the peer review subm ssion, though, is there
22| s the docunentation, right, and CM5 can say
23 | good, give us your nmanuscript and all of the
24| data that you have submtted for publication so
25| we can review it; it sort of requires that
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1| there be a product.
2 DR. ROSS: Thanks. Dr. Unschei d?
3 DR. UMSCHEID. Dr. Segal, | had a
41 simlar question. | was |ooking at that
S| criteria in P around subm ssion for peer
6| review | know the criteria that was revised,
7| criteria K also noted, results nust be nmde
8| public within 12 nonths of the study's primary
9| conpletion date, but it doesn't seemlike the
10| new criteria P has sonmething simlar. | don't
111 know if you could comment on that, or if you
121 thought that that was included in the broader
13| schene around m | estones.
14 DR. SEGAL: Yes, and because |ike
151 Dr. Brindis has been saying, we're thinking
16| nore in mlestone and evi dence generation tine
171 rather than calendar tinme, so we did not want
18| to include cal endar tine.
19 DR. UMSCHEI D. Thanks.
20 DR. ROSS: Dr. Segal, can you speak to
21| that publication issue, was there a discussion
22 | around whet her CMS shoul d be publicly posting
23| those final reports even if the paper described
24| in the study itself is not published?
25| Particularly with registry studi es where
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1/ multiple publications are derived froma single
2| study, does CMS have a role in dissem nating
3| this work or ensuring that this work is
41 publicly avail able, was that discussed?
5 DR. SEGAL: | think it was discussed
6| but not included. W thought if it's
7| ultimately posted in clinicaltrials.gov and
8| then submtted for peer review, we did not
9|1 include CM5 in the dissem nation steps. As to
10| why, I"'mnot sure | can recreate that
11| di scussion.
12 DR. ROSS: kay. Dr. Canos?
13 DR. CANCS: Thank you. Dr. Segal,
14 just to clarify the inportance of sone of the
15| criteria, can you help us better understand the
16 | intents of when these requirenents are going to
17| be kind of assessed by CM5, is it kind of
18] within the plan or protocol in front of them
191 and then the approved CED and nake sure that
20| they're neeting the mlestones? You know, ny
21| question is specific to the publication, right,
22| so the publication is going to be comng at the
23| tail end of this. If we were to add in for
241 this specification that it nmust be published,
251 |is that, you know, is that going to be
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1| enforceable, is it going to cone on at the tail
2| end once the studies are done al ready, you
3| know, is it worth putting further specification
41 around there if CM5 is not going to | ook, you
5| know, and keep on kind of reassessing? I|I'm
6| just wondering, you know, where we should ki nd
7| of focus our efforts in providing feedback and
8| howthis is going to be used ultimately.
9 DR. SEGAL: Well, again, we didn't |ay
10| out what the mlestones are. | could certainly
11| envision that separation of the manuscript, or
121 sharing of the draft with CM5 coul d be a
13| mlestone. W really didn't get that granular.
141 1 think nost of what was done will be in the
15| protocol, and that seens to be the tinme where
16 | CM5 woul d negotiate or |lay out the
17| expectations, so | think a |ot of the work does
18 | happen up front very early on.
19 DR. CANCS: Thank you.
20 DR. ROSS: M. Patel?
21 MR. PATEL: | would be cautious about
22 | | aying out nmonths or days deadlines in terns of
23| publication, and | would al so be cauti ous about
24| requiring CVMs to nmake the data or the report
25| avail abl e, because as everybody on this panel
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1| and the participants know, the journals
2| frequently want to nake sure that they're the
3| first ones to publish the data. So you could
41 end up with a product less attractive to
S| investigators if they know they're going to be
6| preenpted and their manuscript won't be
7| published in a relatively high stake journal.
8| So | think it's sonmething that certainly, put
91 it in the mlestones, nake it part of the
10| protocol, but then let CM5 and the conpany ki nd
11| of figure out when that happens. Now |I'm not
121 sure to what extent and again, it may be
13| outside the scope of this panel, but to what
141 extent CM5S w il take steps to nake sure things
15| get published, and certainly a requirenent that
16 | says hey, here's docunentation we sent a draft
17} manuscript should be sufficient, rather than
18 | developing a requirenent that will jeopardize
191 publication.
20 DR. ROSS: Al right, that's a good
21| point, particularly since there are
22| requirenents to report the progress, so sone
23| results will be available. | think it's in
241 everybody's, if the study's done, people are
25| going to want to report it.
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1 Dr. Dhruva?
2 DR. DHRUVA: Thanks. | have a
3| question for Dr. Zuckerman and this is about,
41 this is related to itemJ. Dr. Zuckerman, if
S| you're there. So we heard from sonme of the
6| public comenters about FDA approval for a
7| given therapy essentially being the equival ent
8| of, for exanple, suggesting there is not, or
9| there is sufficient evidence for Medicare
10| beneficiaries. | want to talk a little bit
11| about itemJ, criteria J, about the
12| denographi cs and di versity anong Medi care
13| beneficiaries who will be the intended users of
141 the intervention, including attention to raci al
151 and et hni ¢ backgrounds, gender and
16 | soci oeconom ¢ status at a m ni rum
17 |s that quality of data, it being
18| really inportant that we have data on Medicare
191 beneficiaries, is that sonmething that you've
20| seen at the tine of FDA approval ?
21 DR. ZUCKERMAN: |'msorry, | m ssed
22| the very first part of your question, but | got
23| the last part which I believe was, has FDA been
24 1 maki ng approval decisions that are not, that
25| are on production that are not diverse in terns
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1| of racial and ethnic diversity and age and so
2| on; is that, did | get that correctly?
3 DR. DHRUVA: Kind of. More so when we
4| see FDA approval decisions for therapies that
5| are use in Medicare beneficiaries, how often
6| are the patient popul ations representative of
7| Medicare beneficiaries?
8 DR. ZUCKERMAN: Al nbst never. | think
9| I can say that with confidence. | have been
10| to, you know, well over a hundred FDA advi sory
111 commttee neetings where they had that
121 informati on about, you know, who was st udi ed.
131 1"ve also read the different studies that have
141 been done, and we've done our own anal ysis, and
15| what we found were a couple of different
16 | t hi ngs.
17 First of all, | should state by | aw,
18| FDA is the only HHS agency that is not required
191 to acquire diversity in clinical trials, they
20| only recommend it, and they are held to a
21| different standard than NIH or CDC or CMS
22 | because the sources of the funding are industry
23 | rather than the Anerican taxpayer, so that's
241 the justification.
25 And what we see is that they m ght
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1| have a few people over the age of 65 but not
2| very many, they nmight have zero over the age of
3| 70 for exanple, and often they have very few
41 people of color. So FDA nekes these approval s
S| based on nostly the younger, younger relative
6| to 65, younger popul ation, healthier
7| populations. O course they avoid
8| conorbidities whenever they can, which is
9| understandabl e, but as a result, their FDA
10| approvals really have little relevance, and I
11| should say both in terns of whether you're
12| tal ki ng about devi ces or drugs.
13 You know, drugs are different, we
141 nmetabolize drugs differently as we age, and
15| devices are different, particularly inplanted
16 | devi ces, because when we have ol der peopl e,
171 they may be less healthy and the risks of
18 | surgery with certain kinds of inplanted devices
191 m ght be higher for those ol der patients.
20 So | hope |I've answered your question,
21| but I'mglad to talk nore about it if | didn't.
22 DR. ROSS: Thank you. And not to
23 | always be the taskmaster, but | don't want us
24| to start tal king about whether, you know, FDA
251 CMS, you know, rules, requirenents, oversight
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1| responsibilities, but keep the conversation as

2| focused as possible on the criteria when CMS

3| nakes the decision to issue CED.

4 So, Dr. Unscheid, you're next.

5 DR UMSCHEID:. | may go to

6| Dr. Zuckerman nyself as well for that sane

7| criterion that references attention to raci al

8 | and et hni c backgrounds, gender and

9| socioecononic status. |'m wondering, how

10| feasible do you think it is to capture

11| soci oeconom c status at an individual patient
121 level, or mght this criteria apply nore at an
13| aggregate |level, maybe you could speak to that?
14 DR. ZUCKERMAN: Yes, | think that's a
15| good question and | agree that it mght, you

16 | know, you can't look at everything. | nean, if
171 you really wanted to | ook at everything, you

18 | woul dn't just be | ooking at, you know, bl ack

191 wonen for exanple, you d be |ooking at black

20 | wonmen over a certain age and bl ack wonen under
21| that age, higher socioeconom c status or |ower.
22| You know, you can't do everything even, you

23| know, as nmuch as with ny training in

241 epidemology | would like to and as nmuch as

251 with large data sets sonetines you can't, so |
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1| agree with you.
2 And | also wanted to respond to
3| sonething in the chat or QQA. To be clear,
41 yes, sone nedical products are tested primarily
5| on older patients because they're the only ones
6| using it, but that's unusual, and many nmany of
7| these products are tested on, you know, naybe
8| they're in their 50s or maybe they're in their
9| 60s, but they're not in their 70s and they're
10| not in their 80s, and yet a lot of the patients
11| using them woul d be ol der.
12 DR. UVSCHEID: | want to ask Dr. Segal
131 the sane question, if this issue had been
14| consi dered when drafting the criteria, around
151 the feasibility of collecting individual
16 | soci oeconom ¢ data?
17 DR. SEGAL: W did not discuss the
18| feasibility.
19 DR. ROSS: Thanks. Dr. Stearns,
20 | you're next.
21 DR. STEARNS: |'ve got a question for
22| Dr. Segal and it pertains to this issue of when
23| studies are done, the results are out, whether
241 i1t should be submtted for peer review or
25| accepted for publication. There is a process
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1| that sone journals are adopting call ed
2| registered reports, and | actually put a
3| website in the chat and I'll just go through it
41 quickly if you're famliar with it, but it has
5| to do with the best way of registering a study
6| and getting a comm tnment where you give the
7| method and then the study is carried out, it's
8| published. And I'mjust wondering if there was
9| any consideration by the report team or anong
10| the key informants about that as one option

11| that mght help address this issue.

12 DR. SEGAL: No, we didn't discuss

131 that, and | wasn't aware of this.

14 DR. STEARNS: Thank you.

15 DR. ROSS: M. Krener?

16 MR. KREMER: Thank you. So trying to
17| be very m ndful of Joe continually trying to

18| corral us, | think we all appreciate there is a
191 context in which these questions |ive, and

20| that's why | think so many of us keep com ng

21| back to the broader ecosystem but | wll try
22| to ask a question specific to the voting

23 | questions.

24 Dr. Segal, again, just help educate

251 nme. In one of the voting questions there's
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1| reference to durability of results, and | just
2| wonder if you can give us sone context for
3| that, but before | give you the floor to answer
41 ny attenpt at a question, let ne just tell you
S| why |'mcurious about this. Again, nobst of ny
6| world view outside of ny fam ly's experience
7| which is across many di seases, nany really
8| terrible life-threatening, life-preventing
9| conditions, nost of ny experiences within the
10| context of Alzheimer's or related disorders.
11 And for us in that comunity, that
12| vast community of six-plus mllion Arericans,
13| durability of result neans sonething very
14| different than it does in cancer, where you
15/ mght be able to just elimnate a tunor and
16 | cure the disease, | don't know any responsibl e
171 Al zheiner's or related di sorders researcher who
18 | thinks we're going to cure sonebody who al ready
191 has the damage and the clinical and |ived,
20 | experienced detrinments of denenti a.
21 So what we're trying to do is slow
22| down the progression, the onset if we can, and
23| the progression and intensity of the synptons
241 wth either disease nodifying or synptomatic
25| relief agents and other interventions. So in
Office (410) 821-4888 2201 Old Court Road, Baltimore, MD 21208 Facsimile (410) 821-4889

CRC Salomon, Inc. www.cr csalomon.com - info@cr csalomon.com Page: 195


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

Meeting - Day 1 - February 13, 2023 MEDCAC Meeting

1] that context | worry about a phrase |ike
2| durability of results, because the denentia is
3| not going away, we're just trying to right now
41 inafield that is in sone ways in its infancy,
S| per DMIs, we're trying to sl ow down the rate of
6| decline.
7 Does your report or -- excuse ne --
8| does the utilization of CED take that into
9| account or is it looking for curative benefit
10| being the durability?
11 DR. SEGAL: | don't think anything in
121 the requirenments speaks to cure. | think the
13| durability of results is going to be very
14| specific to each CED, and what's appropriate
151 for TAVR is going to be different than what's
16 | appropriate for a new di abetes drug, so | don't
170 think that that's a problenmatic phrase, because
181 | think it will be defined as appropriate for
19| each CED.
20 MR. KREMER  Thank you. Again, | ust
21| helping me with the historical context,
22| historically has that been the way CED i s used,
23| or is that another area where we mght ook to
24 | these voting questions as we perhaps have an
25| opportunity tonorrow to suggest some revisions
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1/ to the voting questions, should we be | ooking
2| at docunenting whether there is this sort of
3| very careful tailored use and whet her the
41 voting questions could support tailored use to
S| not treat disorders causing denentia the same
6| way we treat disorders causing tunmor growh in
7| cancer?
8 DR. SEGAL: Well, there wasn't
9| anything simlar in the initial 13
10| requirenents.
11 MR. KREMER Right, so a flawin the
12| status quo, |I'mjust asking, is there an
13| opportunity to address that flawin the path
14| forward?
15 DR SEGAL: | think so, and | think by
16 | including this we have, and | don't think
17| anything even applies here in any of the
18| requirenents, so | don't see this as a problem
19 DR. ROSS: That is a really great
20 | point, just to say, because the concept of
21| durability, I don't think it has to, the
22| endpoint can be tailored and it can be, you
23| know, sort of a difference in cognitive, in
241 terns of your context, a difference in
25| cognitive decline neasured over two years, and
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1| so the durability context can sinply be |ike at
2| the point of endpoint ascertainnent, that's how
3| | interpret it, Jodi, but I don't think you
41 meant durability to say forever, but that's why
5| I'"masking this point of clarification.
6 DR. SEGAL: Right. But you could
7| envision if there's a trial and everybody
8| responds within the first two weeks, but then
9| the conparison group is at the sanme point, you
10| know, after one nonth everybody's at the sane
11| point, that's not really a durable absol ute
12| benefit to the patient if you end up at the
13| sanme place as the conparator group after just a
14| few weeks or however you define that.
15 MR. KREMER: Again, as a real
16 | Jayperson, I'mnot a clinician, I'mnot a
17| scientist, I"'mjust trying to be a good
18 | representative on this panel as a so-called
19| patient representative.
20 DR. SEGAL: Right.
21 MR KREMER | really worry about that
22 | pbecause you know, there are concerns, very
23 | substantial concerns across a lot of the
241 patient community that CED has been used
25| inconsistently, to put it generously, and
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1| whether those concerns are legitimte or
2| illegitimte, you know, fact based or
3| imaginary, the concern is tangi ble and pal pabl e
41 and deep. And there's a real anxiety there for
5| about how nuch, | don't nmean this in a
6| pejorative way about these sort of questions or
7| about your report, but how nuch vagueness can
8| the patient community stand behi nd and feel
9| confortable with in ternms of how much gets | eft
10| to CMVB discretion.
11 And this question of, | guess the |ong
121 way around of saying, and Joe, | pronise |'l]|
13| stop and give the floor to others, but ny real
14| fear here is that whether by intention or
15| accident, if, if CEDis not being used in an
16 | appropriate, consistent, responsible and
17| equitabl e way across varied patient
18 | communities, various clinical settings, various
19| di seases and conditions, that there's a real
20| risk that a standard |i ke durable benefits, in
21| conversation we nmight all say of course CMS
22| will be reasonable and apply it with
23| confidence. Wsat if they don't?
24 What if, God forbid, people with
251 Al zheinmer's never get a treatnent because the
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1| first treatnents weren't going to be curative?
2| And what if that's the standard that CVMS wites
3| in subsequent to the votes we will take
41 tonmorrow? | couldn't live with nyself in that
S| circunstance, had they voted yes on a package
6| putting the trust in CM5, when there are |
7| think, again, pretty substantial, serious, and
8| | at least would say legitimte concerns about
9| how the authority of CED wi nds up getting
10| exorcised by the Agency. And | |ove and adore
11/ ny friends across CM5, but where the rubber
121 neets the road for patients, that's where | get
13| really scared about how this w nds up playing
141 out.
15 DR RCSS: Thank you, appreciate that.
16 | Two nore hands up and we have about ten m nutes
170 left, so we should nake it right on tine.
18 | Dr. Unmschei d?
19 DR. UMSCHEID. This is for Dr. Segal.
20 This is the requirenent thenme on data quality,
21 it's requirenent, new requirenent G There's a
22| comrent about the data are generated or
23| collected wth attention to conpl et eness,
24| accuracy. | think we've heard sone support for
25| that and |I'm al so supportive of that as well.
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1 And then there's the piece about
2| sufficiency of duration of observation to
3| denonstrate durability. | think to
41 M. Krener's point, that to ne seens nore |ike
S| an outcone question, so perhaps a criteria D
6| question, and you could imagine that w apped
71 into a clinically nmeaningful difference aspect
8| of that new criteria D.
9 |"mcurious if that was di scussed when
10| developing that data quality standard, about
11| taking the durability of results, and whet her
12| that was nore around an outcone rather than
13| data quality.
14 DR SEGAL: No. | guess you could put
151 it in either place. It really was about
16 | picking data, right? If you are using
17} commercial clains, as you know, you're not
18 | going to keep people in the data for |onger
191 than about 18 nonths. So if you're | ooking at
20 | an outcone that's, you know, is four years in
21| the future, you better pick a different source
22 | of dat a.
23 Sure, you could also test durability
24| of results when you're framng what it is in
25| clinically neaningful outconme to patients, that
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1| would al so be appropriate.
2 DR. ROSS: Geat. And Dr. Witney?
3 DR. VWH TNEY: Thank you. | guess this
41 1s a question for any of the physicians,
S| Dr. Zuckerman or Dr. Brindis, or Dr. Segal,
6| whether there exists such a source that
7| uniformy defines what, you know, what duration
8| means for any condition at any particul ar stage
9| of that condition, and it m ght be rhetorical,
101 | get that, but | think the point is really
11| inportant, because the whole NCD process
121 invol ves comments and the whol e CED process
13| includes a negotiation between the investigator
141 and CM5 in defining those endpoints.
15 ' m not aware of any data sets that
16 | would allow you to sort of use this criteria in
170 this kind of environment that would all ow you
18| to define those terns in a very narrow and
19 precise way to take it out of CM5S s hands,
20 | which are inmportant for both directions. W
21| want to make sure that people have access to
22 | drugs or devices that work, but also that they
23| aren't exposed to drugs and devices that don't
24 | wor k.
25 DR. ZUCKERMAN: If | could answer that
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1| since you nentioned nme, | just wanted to say

2| that it is very difficult to figure out howto

3| address this, but the incentives aren't there

41 currently for conpanies to do better studies,

S| longer term nore diverse populations and so

6| on, because the FDA standards have changed over

7| time, the studies have gotten shorter, even

8| though the use of many of these products is

9| decades long if not the rest of peoples' lives.
10 So if there was an incentive, you

11| know, this is not CM5's job, but it mght be

12| since FDA has lowered their standards, to have
13| products that are studied for a sonmewhat | onger
141 period of tine on |arger nunbers of people with
15| subgroup anal yses of mmj or denographi ¢ groups.
16 | But right nowthere is no incentive to do that
17| because FDA will approve a drug that hasn't

18 | been studied on, you know, any people over 65
191 or any people of color in sone cases, and they
20 will approve it for everybody, and so there is
21| no incentive.

22 DR BRINDI S: Nothing to add.

23 DR. ROSS: So, | do think we've

24| reached the end of the useful discussion period
25| of our day, with just a few mnutes to go.
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1 Thi s has been an anmzi ng conversation
2| and | think that tonorrow is going to be even
3| nore interesting as we wal k through the
41 criteria, think through the criteria, and
S| obviously put to a vote our decisions on how
6| the criteria have been proposed.
7 | want to take a nonent to thank all
8| the nenbers of the coomittee who are
9| volunteering their tinme to participate. 1| also
10| want to thank all of the presenters who have
11/ made tine in their schedules to join us today
121 and offer their own opinions that we can then
13| best informours. | will note as we discuss
14| tonorrow, there mght be opportunities to
15| answer questions again if you are avail abl e,
16 | but it's certainly not required.
17 | especially want to thank Dr. Segal
18 | and her teamfor noving this work forward in
191 such a clear and conci se way and presenting the
20 | work today, and essentially having to go
21| through a live key informant phase as we all
22| gave you lots of comments and t houghts and
23| pushed it forward, whatnot. | appreciate you
24| answering all of our questions thoroughly.
25 Tamara or Tara, before we adjourn, are
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10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

t here any specific announcenents?

M5. JENSEN: | don't have anything
except thanking everyone today who did coment,
and we start tonorrow at ten a.m eastern,
shar p.

DR RCSS. Geat. Thank you to all,
"Il see you in the norning.

(Session for first day adjourned at
2:55 p.m EST.)
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 01                  PANEL PROCEEDINGS

 02          (The meeting was called to order at

 03  10:04 a.m. EST, Monday, February 13, 2023.)

 04           MS. HALL:  Good morning and welcome,

 05  committee chairperson, vice chairperson,

 06  members and guests to our virtual MEDCAC

 07  meeting.  I am Tara Hall, the Medicare Evidence

 08  Development and Coverage Advisory Committee

 09  coordinator.

 10           The committee is here today to discuss

 11  the analysis of coverage with evidence

 12  development criteria.  This meeting will

 13  examine the general requirements for clinical

 14  studies submitted for CMS coverage requiring

 15  coverage with evidence development.  The MEDCAC

 16  will evaluate the coverage with evidence

 17  development criteria to ensure that coverage

 18  with evidence development studies are evaluated

 19  with consistent, feasible, transparent and

 20  methodologically vigorous criteria, and advise

 21  CMS of whether the criteria are appropriate to

 22  insure that coverage with evidence development

 23  approved studies will produce reliable evidence

 24  that CMS can rely on to help determine whether

 25  a particular item or service is reasonable and
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 01  necessary.

 02           The following announcement addresses

 03  conflict of interest issues related with this

 04  meeting and is made part of the record.  The

 05  conflict of interest statutes prohibit special

 06  government employees from participating in

 07  matters that could affect their or their

 08  employer's financial interests.  Each member

 09  will be asked to disclose any financial

 10  conflicts of interest during their

 11  introductions.

 12           We ask in the interest of fairness

 13  that all persons making statements or

 14  presentations disclose if you or any member of

 15  your immediate family owns stock of has another

 16  financial interest in any company that is

 17  related to this topic, coverage with evidence

 18  development, or has received financial support

 19  from such company.  This includes speaker fees,

 20  salaries, grants and other support.

 21           If you require a financial disclosure

 22  statement, please email Ruth McKennon so she

 23  can send you the form for completion.  Her

 24  email is Ruth, R-U-T-H, dot McKennon,

 25  M-C-K-E-N-N-O-N, at CMS.HHS.gov.
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 01           We ask that all presenters please

 02  adhere to their time limits.  We have numerous

 03  presenters and a tight agenda.  Therefore, we

 04  cannot allow for extra time.  During each

 05  presentation presenters will receive reminders

 06  informing them how much time they have

 07  remaining to help them stay within their

 08  allotted time.  Presenters will receive a

 09  prompt two minutes before their speaking time

 10  to assure they are ready to present.

 11           During the open public comment,

 12  attendees who wish to address the panel will

 13  have that opportunity on a first come basis.

 14  Please email Ruth McKennon if you want to

 15  address the panel by eleven a.m. eastern

 16  standard time.

 17           For the record, voting members present

 18  for today's meeting are Sanket Dhruva, Michael

 19  Fisch, David Flannery, Carolyn Ford, Genevieve

 20  Kanter, Karen Maddox, Marc Mora, Olorunseun

 21  Ogunwobi, Sally Stearns, John Whitney and Ian

 22  Kremer.  Nonvoting panel members are Parashar

 23  Patel, Daniel Canos, Craig Umscheid and Richard

 24  Hodes.  A quorum is present and no one has been

 25  recused because of conflict of interest.
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 01           The entire panel, including nonvoting

 02  members, will participate in the voting.  The

 03  voting results will be available on our website

 04  following the meeting.

 05           We ask that all speakers state their

 06  name each time they speak, speak slow and

 07  concise so everyone can understand, speak

 08  directly into your computer mic, and do not use

 09  your speaker phone to help achieve best audio

 10  quality.  Insure your devices are on mute if

 11  not speaking, and while speaking, please place

 12  ringers on silent.  Remove pets from your area

 13  and anything else that would minimize

 14  distractions and limit background noises.

 15           The meeting is being held virtually in

 16  addition to the transcriptionist.  By your

 17  attendance, you are giving consent to the use

 18  and distribution of your name, likeness and

 19  voice during the meeting.  You are also giving

 20  consent to the use and distribution of any

 21  personally identifiable information that you or

 22  others may disclose about you during today's

 23  meeting.  Please do not disclose personal

 24  health information.

 25           In the spirit of the Federal Advisory
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 01  Committee Act and the Government in the

 02  Sunshine Act, we ask that the advisory

 03  committee members take heed that their

 04  conversations about the topic at hand take

 05  place in the open forum of the meeting.  We are

 06  aware that meeting attendees, including the

 07  media, are anxious to speak with the panel

 08  about these proceedings.  However, CMS and the

 09  committee will refrain from discussing the

 10  details of this meeting with the media until

 11  its conclusion.  Also, the committee is

 12  reminded to please refrain from discussing the

 13  meeting topics during breaks or at lunch.

 14           And now I would like to turn the

 15  meeting over to Tamara Syrek Jensen, CAG

 16  director.

 17           MS. JENSEN:  Thank you, Tara.  Good

 18  morning, everyone.  I would also like to wish

 19  all you Super Bowl fans, anybody that was a

 20  Kansas City fan, congratulations, and thank you

 21  to the panel for getting up this early after

 22  watching a late night game.  And I also wanted

 23  to thank everybody who is participating today

 24  presenting, and including public comments later

 25  this afternoon.
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 01           CMS has given the panel a tall task of

 02  giving the Agency guidance and recommendations

 03  on coverage with evidence criteria.  We've

 04  asked the panel to review the recommended

 05  updated coverage with evidence development

 06  criteria and to give us some recommendations

 07  for guidance on what we may want to update or

 08  keep.

 09           Just as a bit of background, coverage

 10  with evidence development is a result of a

 11  national coverage determination.  Any time the

 12  Agency decides as a result of an NCD to

 13  implement coverage with evidence development

 14  about a particular item or service, it is this

 15  criteria that we use to measure whether the

 16  various protocols for studies meet that minimum

 17  criteria in order for CMS to approve that study

 18  before that particular service or item under

 19  the national coverage determination would be

 20  covered.

 21           We look forward to the proceedings for

 22  the next two days and we also look forward to

 23  the panel's recommendations and guidance on

 24  what we can update in the CED criteria.  So

 25  again, thank you all for participating over the
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 01  next two days.  I know you have very busy

 02  schedules.  This is important for us and we are

 03  very grateful for your time.  Thank you.

 04           Dr. Ross, I think we'll hand the

 05  agenda to you now.

 06           DR. ROSS:  Thanks, Tamara.  So, my

 07  name is Joe Ross, I am the chair for this

 08  MEDCAC, and I'm looking forward to what I

 09  anticipate will be a really phenomenal two days

 10  of both information gathering and learning,

 11  opportunity for questions and discussion as we

 12  later get to our voting around the individual

 13  criteria for tomorrow.

 14           I see on the participant list there

 15  are around 350 people on, which is amazing.  I

 16  think when we hold these meetings in Baltimore,

 17  I don't know if the auditorium can hold that

 18  many people, so it's fabulous to be able to

 19  have so many people engaged and be able to hear

 20  the conversations and discussions.

 21           You will hear that for the most part

 22  my role is as taskmaster.  I am charged with

 23  keeping the trains moving on time so that we

 24  can give everybody a fair opportunity to

 25  present information to the panel, for the panel
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 01  to ask questions, and for us to move through

 02  and make sure that we complete the meeting as

 03  scheduled.

 04           We do have a very busy agenda that's

 05  going to start with Dr. Jodi Segal, who's going

 06  to present for half an hour on the AHRQ report

 07  that has made some recommendations to CMS on

 08  changes to the criteria.  Then after her

 09  half-hour presentation we will have a half an

 10  hour of opportunity for questions from

 11  committee members to her.  We'll then take a

 12  break, and then we have a great opportunity to

 13  hear from a number of scheduled speakers.

 14           There's 15 people currently signed up,

 15  with and without presentations, for the

 16  committee for us to hear from.  I will be very

 17  strict on time given the number of speakers who

 18  are scheduled to present.  Our goal will be to

 19  hear everybody sequentially.  If there's time

 20  before our scheduled lunch, we may take a

 21  couple of questions then, but for the most part

 22  questions will be held until the questions to

 23  presenter period, which is currently scheduled

 24  for 1:40 to three o'clock.

 25           I'll just note that before that,
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 01  there's a 20-minute opportunity for spontaneous

 02  public comment.  Tara did mention that if you

 03  do want to sign up to present, you will be

 04  given a one-minute opportunity to speak,

 05  starting at 1:20, we can have up to 20 speakers

 06  through 1:40.  Then those people can also be

 07  asked questions in the 1:40 to three o'clock

 08  period before our adjourning for the day at

 09  three o'clock.

 10           I'll note, there is no requirement for

 11  speakers to join the meeting tomorrow during

 12  the course of our day tomorrow as we're talking

 13  amongst ourselves and asking questions to one

 14  another, and then eventually taking votes.

 15  There may be additional questions that come up

 16  to speakers, so if you are able to join

 17  tomorrow, you may be asked, that may be

 18  helpful, but it's certainly not required.

 19           I'll note, again, this meeting has

 20  been convened not for us to guide and offer

 21  recommendations to CMS on when to issue a CED

 22  decision, but when a CED decision is offered,

 23  what criteria should they be using to evaluate

 24  the studies that are proposed.  That is our

 25  goal here, the latter, so we're here to talk
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 01  about what criteria should be used as CMS

 02  evaluates a proposed CED study protocol.

 03           And again, everyone on the committee,

 04  please remember to keep yourself muted, keep

 05  your video on, and I think we can get started

 06  with the day.  I will turn it over to Dr. Segal

 07  go.  Thanks for making time to be with us this

 08  morning.

 09           DR. SEGAL:  I would like to share my

 10  own screen if possible.

 11           I'm delighted to be presenting on

 12  behalf of the Johns Hopkins University

 13  Evidence-Based Practice Center.  This is our

 14  analysis of requirements for coverage with

 15  evidence development.  Thank you, Dr. Ross.

 16           This is our team.  The evidence-based

 17  practice center team included me, an internist

 18  and pharmaco-epidemiologist, as well as

 19  Dr. Levy and Dr. DiStefano, who are economists,

 20  Dr. Bass who is an experienced internist and

 21  codirector of the evidence-based practice

 22  center, and our colleagues Ritu Sharma, Allen

 23  Zhang and Nihal Kodavarti.

 24           We had excellent advisors for this

 25  project.  They were Peter Neumann, Sean Tunis
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 01  and Emily Zeitler, all of whom have been deeply

 02  involved in CED.  Our involved federal partners

 03  were Kim Wittenberg and Craig Umscheid.

 04           I'll begin briefly with CED background

 05  and then I will talk about our AHRQ report,

 06  including its scope, the literature search, the

 07  key informant stakeholder input, the public

 08  comments, the resulting final proposed

 09  requirements, and then our suggestions for

 10  future evaluation of the CED requirements.

 11           CMS may issue a coverage with evidence

 12  development if insufficient evidence exists to

 13  conclude definitively that an item or service

 14  is reasonable and necessary.  A CED is a

 15  national coverage determination that allows

 16  patients to access these select medical items

 17  and services with coverage on the condition

 18  that there is prospective collection of agreed

 19  upon clinical data.

 20           The CED process was designed in 2005.

 21  In 2012 there was new CMS guidance that

 22  clarified CEDs should be carried out via

 23  prospective studies, and a CED cycle is

 24  completed when CMS has sufficient evidence to

 25  reconsider the coverage decision.  In 2014

�0017

 01  there was new CMS guidance; it reiterated the

 02  CED goal, that is to expedite beneficiary

 03  access to innovative items and services while

 04  assuring that the technology is provided to

 05  clinically appropriate patients.  In 2014 were

 06  included 13 criteria or requirements that

 07  should be met when data collection is underway.

 08           I'm going to read the original 13

 09  requirements so we're on the same starting, at

 10  the same starting point.  Then there are two

 11  interim versions that I'm not going to read

 12  verbatim, and then again at the end I will read

 13  the final requirements which have grown into 19

 14  requirements.  Okay.

 15           The initial 13 requirements:

 16           The principal purpose of the study is

 17  to test whether the item or service

 18  meaningfully improves health outcomes of

 19  affected beneficiaries who are represented by

 20  the enrolled subjects.

 21           The rationale for the study is well

 22  supported by available scientific and medical

 23  evidence.

 24           The study results are not anticipated

 25  to unjustifiably duplicate existing knowledge.
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 01           The study design is methodologically

 02  appropriate and the anticipated number of

 03  enrolled subjects is sufficient to answer the

 04  research question being asked in the NCD.

 05           The study is sponsored by an

 06  organization or individual capable of

 07  completing it successfully.

 08           The research study is in compliance

 09  with the noted federal regulations.

 10           All aspects of the study are conducted

 11  according to appropriate standards of

 12  scientific integrity.

 13           The study has a written protocol that

 14  clearly demonstrates adherence to the standards

 15  listed here as Medicare requirements.

 16           The study is not designed to

 17  exclusively test toxicity or disease

 18  pathophysiology in healthy individuals.  Such

 19  studies may meet this requirement only if the

 20  disease or condition being studied is life

 21  threatening and the patient has no other viable

 22  options.

 23           The clinical research studies and

 24  registries are registered on clinicaltrials.gov

 25  prior to enrollment of the first subject.
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 01  Registries are also registered in the AHRQ

 02  Registry of Patient Registries.

 03           The research study protocol specifies

 04  the method and timing of public release of all

 05  prespecified outcomes to be measured including

 06  release of outcomes if the outcomes are

 07  negative or the stud is terminated early.  The

 08  results must be made public within 12 months of

 09  the study's primary completion date, even if

 10  the study doesn't achieve its primary aim.  The

 11  results must include the number

 12  started/completed, summary results for primary

 13  and secondary outcomes, the statistical

 14  analyses and adverse events.  The final results

 15  must be reported in a publicly accessible

 16  manner such as a peer-reviewed scientific

 17  journal, an online publicly accessible registry

 18  such as clinicaltrials.gov, or in journals

 19  willing to publish in abbreviated format.

 20           The study protocol must explicitly

 21  discuss beneficiary subpopulations affected by

 22  the item or service, particularly

 23  underrepresented groups in clinical studies,

 24  how the inclusion and exclusion criteria affect

 25  enrollment of these populations, and a plan for
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 01  the retention and reporting of said populations

 02  in the trial.  If the inclusion and exclusion

 03  criteria are expected to have a negative effect

 04  on recruitment or retention, the protocol must

 05  discuss why these criteria are necessary.

 06           And finally, the study protocol

 07  explicitly discusses how the results are or are

 08  not expected to be generalizable to affected

 09  beneficiary subpopulations.  Separate

 10  discussions may be necessary for populations

 11  eligible for Medicare due to age disability or

 12  Medicaid eligibility.

 13           The AHRQ process began in May 2022.

 14  The scope of the report was meant to be

 15  question one, what revisions to the CED

 16  criteria or requirements may best address the

 17  limitations while preserving the strengths, and

 18  how might the revised criteria be evaluated in

 19  the future.  We note the CED process or other

 20  aspects of CED not included in the questions

 21  above were not included in the scope.

 22           AHRQ awarded the report to our

 23  evidence-based practice center.

 24           We framed the objective as follows:

 25  We aimed to refine the studly design

�0021

 01  requirements so that investigators are

 02  efficient in completing studies that contribute

 03  to an evidence base, with the goal of ending

 04  the CED process when there is sufficient

 05  evidence for a coverage NCD; sufficient

 06  evidence for a non-coverage NCD; or a decision

 07  to defer the coverage decision to a Medicare

 08  Administrative Contractor, such as for a local

 09  decision.

 10           We began with a very targeted

 11  literature search of PubMed.  We looked for

 12  studies describing coverage with evidence

 13  development, access with evidence development,

 14  managed entry schemes, conditional licensing,

 15  approval with research.  We then expanded the

 16  search looking for guidance documents about the

 17  production of real-world evidence in the

 18  literature.  The search strategy is included in

 19  your Appendix 1.

 20           We also extended this to a Grey

 21  literature search where we searched for CED

 22  policies of other countries.  We identified

 23  candidate countries from three international

 24  articles about CED schemes.  These included

 25  Australia, Belgium, Canada, England, France,
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 01  Germany, the Netherlands, Spain, Sweden and

 02  Switzerland.  So we searched English-language

 03  government websites for health technology

 04  assessment bodies located in these countries to

 05  identify any documentation of their CED

 06  policies.  We also had some contacts with

 07  international experts in the HTA field in

 08  Canada, England, the Netherlands, Sweden and

 09  Switzerland and discussed with them about the

 10  existence and documentation of CED policies.

 11           This process led to the development of

 12  the first draft, and in the first draft we

 13  reviewed those 13 requirements in the existing

 14  CED guidance and for each we assigned one or

 15  more labels, and you can see the labels in

 16  Table 2 of the report, like events,

 17  communication, governance, methods.  Then we

 18  reviewed our literature and extracted

 19  recommendations that are intended to lead to

 20  the production of a strong body of evidence.

 21  There were 27 articles that were most relevant

 22  to this purpose and it included 172

 23  recommendations that we thought to be relevant

 24  to this update.  So we labeled the extracted

 25  recommendations with the labels that belonged
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 01  to the initial 13 and added new thematic labels

 02  as needed.  We aggregated the recommendations

 03  sorted by labels and then where appropriate or

 04  needed, drafted one or more requirements to

 05  correspond to each of the labels based on the

 06  language of the initial recommendation, and the

 07  perceived intent of the source documents.

 08           So then this was the revised set.

 09  There are 22 requirements here and again, I'm

 10  not going to read each of them, but I do (break

 11  in audio) some of these additions or changes we

 12  made based on our literature review.

 13           So for example in E, we perceived the

 14  need for a written plan for our milestones to

 15  increase the likelihood of timely completion of

 16  the process.  We saw a need for including

 17  explicit data governance and protection since

 18  those are considered best practices.  We wanted

 19  to clarify that there should be an evidentiary

 20  threshold set so that the meaningful difference

 21  that is the target of the study is known up

 22  front at the time of design.  We thought that

 23  the outcomes should be patient relevant and if

 24  a surrogate is used, it should be explicitly

 25  recognized.
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 01           AHRQ no longer maintains the patient

 02  registry so we removed any reference to that.

 03           We added a requirement that the

 04  population reflects the Medicare beneficiaries

 05  who will use the product or the service.  We

 06  concluded that the beneficiaries should be

 07  studied in their usual sites of care and in

 08  this version we used the words real-world

 09  practice of medicine; that changes later.

 10           We perceived a need for a data

 11  validity requirement.  We perceived a need to

 12  clarify about the study design's direction and

 13  here we list a lot of specific study designs.

 14  We included a section stating the investigators

 15  must minimize the impact of confounding and

 16  biases on inferences by using rigorous design

 17  and statistical techniques.  We included best

 18  practices for understanding heterogeneity and

 19  treatment effect.  We believed the

 20  investigators must demonstrate reproducibility

 21  of their results.  And we removed the date

 22  requirements; we initially said 12 months, we

 23  thought that would be folded into the statement

 24  of the milestones.

 25           We appreciate the need for a
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 01  requirement about sharing analytics-driven

 02  results with CMS to allow for replication and

 03  verification of results.  We need to attend to

 04  federal regulations.

 05           Okay.  So that was the set of

 06  requirements that went to the key informants

 07  for input.  The expertise among the key

 08  informants included those with expertise in

 09  patient and consumer advocacy, real-world data

 10  generation and evidence production, people from

 11  medical specialty societies, from the fields of

 12  health technology, from commercial health

 13  plans, and experts in health policy.

 14           These were our key informants, Naomi

 15  Aronson, Peter Bach, Helen Burstin, Daniel

 16  Canos, John Concato, Eric Gascho, Richard

 17  Hodes, Ashley Jaksa, Kathryn Phillips, Nancy

 18  Dreyer, Michael Drummond and Eliseo

 19  Perez-Stable.

 20           Key informants were asked to do

 21  pre-meeting activities.  They reviewed the

 22  first draft and provided comments, and they

 23  were asked to assess each of the 22

 24  requirements as being not needed, important or

 25  essential, and their ratings are included as
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 01  Appendix 4 in your report.  They were also

 02  asked whether textual revisions were required

 03  by two or more KIs for most of the

 04  requirements.

 05           There were two KI meetings, each with

 06  them split in half, and they received a summary

 07  of their grading before their discussion.  I

 08  focused the discussion on the areas requiring

 09  resolution and we altered the requirements

 10  slightly between the two meetings.  We revised

 11  the criteria then based on their input and

 12  shared the revised criteria with the KIs for a

 13  second assessment, and the second opportunity

 14  for input.

 15           The set of requirements after the KI

 16  input, and this is the set of requirements that

 17  was then posted for public comment.  Again, I'm

 18  not going to read them, I'll just show you some

 19  of the changes that we made based on the KI

 20  input.  Most of it was textual revision.

 21           Here are the KI suggestions to

 22  prioritize precision, which we did.  Some other

 23  changes for clarity.  They suggested that we

 24  specify that the data must have attention, the

 25  chosen data must have attention to
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 01  completeness, accuracy, duration and sample

 02  size, and this is described in the protocol.

 03           There was discussion that the

 04  evaluation of devices differs from the

 05  evaluation of drugs, and that evaluation may be

 06  optimal in diverse settings.  However, the

 07  usual site of care delivery may be a

 08  specialized clinical facility like a center of

 09  excellence, especially when the product is

 10  newly in use, and we certainly agree with that

 11  and have changed the term to usual sites of

 12  care for delivery of the product, which often

 13  may be in a specialized center.

 14           The KI panel agreed on the importance

 15  of patient-relevant outcomes.  We added a

 16  phrase about these as secondary data, that's

 17  expected to be common.  By that we mean data

 18  from electronic health records or claims, or

 19  other sources of existing data.

 20           The KIs thought that the detailed list

 21  of possible study designs was unnecessary and

 22  restrictive, so we removed it.  And they

 23  encouraged our revision to not prioritize

 24  efficiency over validity, so we think the

 25  revision accurately captures that now.
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 01           They encouraged us to frame this as

 02  appropriate statistics in addition to rigorous

 03  design.

 04           And they let us know that there is a

 05  set of fundamental factors that should always

 06  be measured in a standardized way and

 07  considered as affecting outcomes until proven

 08  otherwise, and those would be the relevance of

 09  this.

 10           The fact that reproducibility is a

 11  narrow concept and robustness might be the

 12  preferred word.

 13           And the KI panel thought there could

 14  be a requirement for public posting.  We

 15  favored the old peer review, although both may

 16  be appropriate.

 17           There was a lot of discussion too

 18  about sharing the results and the data with

 19  CMS.  The concern was that patients would be

 20  less likely to participate in a study if they

 21  know that their data is shared with the

 22  government.  So we inserted the phrase or

 23  trusted third party, to remind investigators to

 24  share this data elsewhere if they learn that

 25  CMS actually does impact enrollment.
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 01           We will continue to adhere to federal

 02  regulations.

 03           So AHRQ then posted this revised

 04  report and requirements for public comment for

 05  three weeks in September.  We then received the

 06  comments and summarized them.  Comments outside

 07  of the scope of this project were summarized in

 08  an appendix that's Appendix 2 in your report,

 09  and comments about the requirements were

 10  closely reviewed and informed our final set of

 11  revisions.

 12           We received 27 sets of public

 13  comments, so 17 of the sets of comments

 14  included specific recommendations about the

 15  requirements.  The other comments, as you can

 16  imagine, were overarching comments about the

 17  set of requirements, comments about the report

 18  methodology, recommendations for revisions to

 19  the CED program which of course were out of

 20  scope, or comments about costs, cost

 21  effectiveness, value and evaluation, which are

 22  also outside of the scope.

 23           So these are the final proposed

 24  requirements.  There are 19, and to the right

 25  you can see what changes we made based upon
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 01  public comments.  And again, if you're

 02  interested in tracking the evolution of each

 03  requirement, that's included in the report as

 04  Table 2.  I am going to read now these 19

 05  requirements.

 06           The study is conducted by sponsors or

 07  investigators with the resources and skills to

 08  complete it successfully.

 09           A written plan describes the schedule

 10  for completion of key study milestones to

 11  ensure timely completion of the CED process.

 12           The rationale for the study is

 13  supported by scientific evidence and study

 14  results are expected to fill the specified

 15  knowledge gap and provide evidence of net

 16  benefit.

 17           Sponsors establish an evidentiary

 18  threshold for the primary outcomes so as to

 19  demonstrate clinically meaningful differences

 20  with sufficient precision.

 21           The CED study is registered with

 22  clinicaltrials.gov and a complete protocol is

 23  delivered to CMS.

 24           The protocol describes the information

 25  governance and data security provisions that

�0031

 01  have been established.

 02           The data are generated or selected

 03  with attention to completeness, accuracy,

 04  sufficiency of duration of observation to

 05  demonstrate durability of results, and

 06  sufficiency of sample size as required by the

 07  question.

 08           When feasible and appropriate for

 09  answering the CED question, data for the study

 10  should come from beneficiaries in their usual

 11  sites of care, although randomization to

 12  receive the product may be in place.

 13           The primary outcomes for the study are

 14  those that are important to patients.  A

 15  surrogate outcome that reliably predicts these

 16  outcomes may be appropriate for some questions.

 17           The study population reflects the

 18  demographic and clinical diversity among the

 19  Medicare beneficiaries who are the intended

 20  users of the intervention.  This includes

 21  attention to the intended users' racial and

 22  ethnic backgrounds, gender, and socioeconomic

 23  status, at a minimum.

 24           Sponsors provide information about the

 25  validity of the primary exposure and outcome
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 01  measures, including when using primary data

 02  that is collected for the study and when using

 03  existing or secondary data.

 04           The study design is selected to safely

 05  and efficiently generate valid evidence for

 06  decision making by CMS.  If a contemporaneous

 07  comparison group is not included, this choice

 08  must be justified.

 09           The sponsors minimize the impact of

 10  confounding and biases on inferences with

 11  rigorous design and appropriate statistical

 12  techniques.

 13           In the protocol, the sponsors describe

 14  the plans for analyzing demographic

 15  subpopulations, defined by gender and age, as

 16  well as clinically-relevant subgroups as

 17  motivated by existing evidence.  Description of

 18  plans for exploratory analyses, as relevant

 19  subgroups emerge, is also appropriate to

 20  include but is not required.

 21           Sponsors using secondary data will

 22  demonstrate robustness of results by conducting

 23  alternative analyses and/or using supplementary

 24  data.

 25           The study is submitted for peer review
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 01  with the goal of publication using a reporting

 02  guideline appropriate for the study design

 03  structured to enable replication.

 04           The sponsors commit to sharing

 05  analytical output, methods and analytic code

 06  with CMS or with a trusted third party in

 07  accordance with the rules of additional

 08  funders, institutional review boards and data

 09  vendors as applicable.  The schedule for

 10  sharing is included among the study milestones.

 11  The study should comply with all applicable

 12  laws regarding subject privacy, including

 13  Section 165.514 of HIPAA.

 14           The study is not designed to

 15  exclusively test toxicity, although it is

 16  acceptable for a study to test a reduction in

 17  toxicity of a product relative to standard of

 18  care or an appropriate comparator.  For studies

 19  that involve researching the safety and

 20  effectiveness of new drugs and biological

 21  products aimed at treating life-threatening or

 22  severely-debilitating diseases, refer to these

 23  additional requirements.

 24           And the research study complies with

 25  all applicable federal regulations.
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 01           The proposed requirements, we think,

 02  have more explicit expectations for the studies

 03  that are designed to generate the needed

 04  evidence for CMS, and we really think that they

 05  should be easier to act upon by sponsors

 06  because they are granular and explicit.  An

 07  explanatory guide may need to accompany these

 08  requirements, but we think they're pretty clear

 09  as they stand.  We've encouraged use of

 10  real-world data when feasible, which describes

 11  the inclusion of patients in their usual

 12  clinical settings.

 13           There will continue to be the need for

 14  more traditional, more explanatory trials.  The

 15  therapies recommended for CED are often devices

 16  or diagnostics, rather than drugs or biologics,

 17  or are therapies being used for novel

 18  indications.  Thus, there may not be the

 19  extensive clinical trial record that is

 20  generated during regulatory approval of

 21  pharmaceuticals.

 22           Here are our suggestions for future

 23  evaluation of these requirements.  The amended

 24  requirements might be evaluated with attention

 25  to both process and outcome metrics.  If the
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 01  protocols are described with sufficient detail

 02  on clinicaltrials.gov, this will also

 03  facilitate external evaluation of the

 04  requirements.  The impact of the requirements

 05  on outcomes can be evaluated by an assessment

 06  of the value of the evidence that is produced,

 07  does the evidence generated in a study or a

 08  series of studies allow CMS to efficiently end

 09  a CED with a coverage or a non-coverage

 10  decision, or with deferral to a MAC.  The

 11  quality and strength of the evidence generated

 12  is the ultimate test of the effectiveness of

 13  this set of requirements, as this will allow

 14  for a timely decision by CMS.

 15           Thank you.  I'm very interested in

 16  hearing your comments.

 17           DR. ROSS:  Thank you, Jodi, that was

 18  terrific, and very clear.

 19           So we now have an opportunity to ask

 20  questions of Dr. Segal and I see some hands are

 21  already going up.  As a reminder, only members

 22  of the committee are able to ask questions, so

 23  please raise your hands, and let's start, the

 24  first question that I see will come from

 25  Mr. Kremer.
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 01           MR. KREMER:  Thank you, Dr. Segal,

 02  really interesting and valuable presentation

 03  and report.

 04           Joe, I have a series of questions.

 05  Should I just ask one and let you move to the

 06  next questioner and then move back around, or

 07  can I ask a series?

 08           DR. ROSS:  Let's go with one and then

 09  we'll go back around just to make sure everyone

 10  has an opportunity.

 11           MR. KREMER:  Dr. Segal, first

 12  question.  Should CMS apply the same CED

 13  criteria to drugs, biologics, devices and

 14  services, or would it be valuable and

 15  productive for the system to have these

 16  criteria at least have some variation among

 17  those four types of decisions?

 18           DR. SEGAL:  We thought of them all

 19  together, we did not craft them separately.  We

 20  think there's enough flexibility in these

 21  requirements that they should serve all of the

 22  different types of products.

 23           MR. KREMER:  Great.

 24           DR. ROSS:  Dr. Canos.

 25           DR. CANOS:  Thank you.  Dr. Segal, I
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 01  commend you and the team for, you know, the

 02  goal as far as guiding investigators to collect

 03  and use data generated in the health care of

 04  patients to produce strong evidence for those

 05  outcomes for Medicare beneficiaries, a

 06  commendable effort.  As I look at the

 07  individual elements on generalizability and

 08  where that carries through, and thinking about

 09  how, the emphasis on evidentiary controls and

 10  thinking about how data can be collected

 11  through these patient encounters, it certainly

 12  speaks to the importance of pragmatic clinical

 13  trials and leveraging both prospective outcomes

 14  that are secondary as well as primary data

 15  collection efforts.

 16           When I look at the reproducibility

 17  aspects it speaks, secondary data, you know, if

 18  you use any secondary data whatsoever, then you

 19  have to then do a secondary kind of

 20  reproducibility recognizing that, you know,

 21  clinical, you know, research itself and

 22  evidence with clinical experience in DHR, it's

 23  not a binary that you know, within the

 24  pragmatic clinical trial construct, you

 25  actually have bits of secondary data especially
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 01  collected from DHR, as well as primary data.

 02           Is the intent of reproducibility in

 03  any part of secondary data, realizing that you

 04  have to then reproduce those results, even

 05  within a randomized pragmatic clinical trial,

 06  or is it if you only use secondary data that

 07  you have to do a reproducibility?

 08           DR. SEGAL:  We were thinking more

 09  about the use of secondary data and it may be

 10  just as simple as analyzing it differently,

 11  right?  If you're doing, you know, a propensity

 12  for matching them, trying an interval variable

 13  analysis is something to demonstrate that there

 14  is the robustness of your results.  If you can

 15  use another source of data too, another health

 16  system or other data, that would be preferred,

 17  but we don't really expect that series of

 18  pragmatic trials necessarily.

 19           DR. CANOS:  Okay.  So it you have a

 20  randomized pragmatic clinical trial, would

 21  there be application of reproducibility to that

 22  as well?

 23           DR. SEGAL:  Not necessarily.  We were

 24  thinking more about the secondary data analyses

 25  in that requirement.
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 01           DR. CANOS:  Okay, secondary and

 02  exclusive then.

 03           DR. SEGAL:  Right, using it, correct.

 04           DR. CANOS:  Thank you.

 05           DR. ROSS:  Dr. Fisch?

 06           DR. FISCH:  Yes.  I'm interested in

 07  the final requirement where you make reference

 08  to both sponsors and investigators on slide 44,

 09  and it shows, you know, that phrase, sponsors

 10  and investigators shows up on other comments as

 11  well.

 12           DR. SEGAL:  Right.

 13           DR. FISCH:  And of course both play a

 14  really important role in generating reliable

 15  evidence, but I tend to think about the

 16  sponsor's role and investigative role as not

 17  being exactly the same.  I think about sponsors

 18  as providing resources and assisting in the

 19  planning of the study, and investigator's role

 20  in planning and conducting the study.  And

 21  they're both involved in interpreting the data

 22  and disseminating the results, but I wondered

 23  whether you had thought about distinguishing

 24  the role of sponsors and investigators in this

 25  exercise.
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 01           DR. SEGAL:  Right.  I think the phrase

 02  is written that way because in many situations

 03  the sponsor will be the investigator.  We

 04  didn't put a lot of thought into that phrase.

 05  I actually think that was a preferred phrase by

 06  CMS actually, so this was not something we

 07  spent a lot of time on.

 08           DR. FISCH:  Thank you.

 09           DR. ROSS:  Okay.  Just a reminder to

 10  all the committee members.  When it comes time

 11  to vote tomorrow about these criteria, if we

 12  have suggestions, that's the time where we can

 13  introduce them and provide additional thoughts.

 14           Dr. Ogunwobi?  There's a lot of

 15  questions and I'm trying to track them in

 16  order.

 17           DR. OGUNWOBI:  Thank you for that

 18  presentation.  I particularly appreciate your

 19  inclusion in the final requirements, the one

 20  that's lettered J, in which you stipulate

 21  diversity in the patient population that the

 22  device or diagnostic is tested and evaluated

 23  on.

 24           I do have a question, though, as to,

 25  you know, how you intend to monitor that
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 01  because you know, it's possible that people

 02  could just include one or two, you know,

 03  participants from underrepresented groups.

 04  Would that be sufficient?  Is there a threshold

 05  for, you know, the number that's included in

 06  the overall sample size?  Is there guidance or

 07  do you have any current intentions of how

 08  that's supposed to work out?

 09           DR. SEGAL:  No, and I imagine that

 10  that would be described in the protocol, and I

 11  think our focus too is to identify the

 12  subpopulations where there might be originated

 13  treatment effect and if that's defined by

 14  gender, then that's the population; if that's

 15  defined by race, then that's the population.

 16  It has to be explicitly described in the

 17  protocol so that there's sufficient enrolled

 18  participants to really understand the effect in

 19  that subpopulation.  And I would hope that CMS

 20  would enforce that when they review their

 21  protocol, but I think it would be beyond the

 22  scope of the requirement to be so explicit

 23  perhaps.

 24           DR. OGUNWOBI:  So it's really up to

 25  CMS, then, to enforce that particular
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 01  requirement?

 02           DR. SEGAL:  I would think it has to

 03  be.  Perhaps you will have creative suggestions

 04  about how that can be more explicit in the

 05  requirements, but you're right, it isn't right

 06  now.

 07           DR. OGUNWOBI:  Thank you for your

 08  work.

 09           DR. ROSS:  Dr. Kanter?

 10           DR. KANTER:  Hi.  Thanks, Dr. Segal,

 11  for that great presentation.  I have a general

 12  question and then individual questions, which

 13  I, on the elements which I'll ask later.  I

 14  guess the first general question is, do you

 15  have, and you may not be able to answer this

 16  based on the methodology that you used, but do

 17  you have specific examples where certain

 18  criteria were not as effective or were more

 19  effective, specific examples related to US

 20  cases?  And if not, I wonder through your

 21  literature review of the international work,

 22  whether there were specific examples of

 23  concrete instances that we could think through,

 24  and what the strengths and limitations of the

 25  CMS criteria were.
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 01           DR. SEGAL:  Well, we looked at of

 02  course, Emily Zifer's (phonetic) report that

 03  she published just a year or so ago that

 04  reviewed the existing CEDs.  She didn't assess

 05  each individual requirement, she just described

 06  like you, CEDs.  I have a master's student now

 07  working on looking more specifically, it's a

 08  big task, she has just finished two of the CEDs

 09  with that goal.  No, that was not something we

 10  did in preparation for this report.

 11           And the question about the

 12  international experience, I can't address.

 13           DR. KANTER:  Thank you.

 14           DR. ROSS:  Dr. Stearns?

 15           DR. STEARNS:  Yes.  Thanks for the

 16  direction and my question pertains to

 17  milestones.  Are you able to give a little more

 18  information on what's envisioned in terms of

 19  the process of establishing initial milestones?

 20  And then also as the investigation proceeds,

 21  where there might be a process for revising

 22  those milestones as appropriate?

 23           DR. SEGAL:  No, we honestly didn't

 24  think that through, we didn't.  We would

 25  imagine that the milestones would be in the
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 01  protocol went through, when you enroll

 02  participants, when the analyses are done, but

 03  not, we didn't set more concretely, honestly.

 04           DR. ROSS:  Mr. Patel?

 05           MR. PATEL:  Thank you.  Dr. Segal and

 06  the JHU team, you guys did a very good job of

 07  getting this criteria, it's a robust set of

 08  criteria, so thank you.  I have a question, a

 09  couple question, and the first one is

 10  criteria C.  I noticed that you used the term

 11  net benefits and I'm kind of curious why you

 12  used that term rather than what traditionally

 13  CMS has done, which is improved health outcomes

 14  for Medicare beneficiaries.  So, maybe a little

 15  bit of your thought process why you recommended

 16  net benefits versus what CMS has used

 17  traditionally.

 18           DR. SEGAL:  Okay.  We wanted to be

 19  able to capture in one phrase of course

 20  benefits and harms, and so with using net

 21  benefit that was meant to include both.  I

 22  agree that that's not a phrase that we have

 23  come across too often in the rest of the CMS

 24  documentation and maybe that is something that

 25  requires additional discussion, but that's the
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 01  rationale.

 02           DR. ROSS:  Mr. Kremer?

 03           MR. KREMER:  Thank you.  So before I

 04  get to my second question, I just want to say I

 05  am troubled by the one size fits all approach.

 06  I'll save getting into that for our panel

 07  discussions but the idea that the same criteria

 08  are applicable and adequate across four classes

 09  strikes me as unlikely at best.  And that may

 10  have been beyond the scope of the charge that

 11  the center was given, but I find it troubling.

 12           So for my second question, if we could

 13  go to the slide around the list of the key

 14  informants, and I wonder if you could identify

 15  for us which of those key informants are

 16  patients and which are representatives of

 17  innovation industries, pharmaceutical device,

 18  et cetera.  I know that there are insurance

 19  representatives on the panel but I didn't see

 20  and I would appreciate you pointing out to me

 21  the patient representatives and the innovator

 22  representatives.

 23           DR. SEGAL:  There was no patient

 24  representatives on this key informant panel.

 25  Innovators --
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 01           MR. KREMER:  I didn't see any, but I

 02  would appreciate you correcting the record if

 03  I'm mistaken.

 04           DR. SEGAL:  I guess I'm not sure how I

 05  would define innovators.

 06           MR. KREMER:  Well, it's pretty easy to

 07  find the insurance companies that were

 08  represented so it shouldn't be that hard to

 09  identify the innovators, pharmaceutical and

 10  device --

 11           DR. ROSS:  Mr. Kremer, is there a

 12  question --

 13           MR. KREMER:  Just to find out if --

 14           DR. ROSS:  -- or is this an

 15  interrogation?

 16           MR. KREMER:  Well, if they were not

 17  included I'd like to know why they were not

 18  included.

 19           DR. ROSS:  Okay.  That's a good

 20  question.

 21           DR. SEGAL:  All right.  We did our

 22  best to have a diverse key informant panel but

 23  you're right, it was not inclusive of all

 24  possible key informants.

 25           MR. KREMER:  I'll reserve comment,
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 01  I'll just, beyond saying representative is

 02  really the heart of this.  This is about

 03  beneficiaries, it's not about the insurers.

 04  I'll leave it there.

 05           DR. SEGAL:  Thank you.

 06           DR. ROSS:  Dr. Dhruva?

 07           DR. DHRUVA:  Thanks, Dr. Segal, for

 08  really a lot of hard work that was clear went

 09  into your presentation this morning.  I have a

 10  question about item M.  When feasible and

 11  appropriate for answering the CED question,

 12  data must come from beneficiaries in their

 13  usual sites of care, and then the word although

 14  is more where my question is, although

 15  randomization to receive the product may be in

 16  place.  I'm wondering about this very specific

 17  word although, because in pragmatic trials we

 18  do seek to conduct, randomizations can occur in

 19  the usual site of care.  So I'm wondering if

 20  there is some reason that randomization was

 21  under emphasized, or is there something to that

 22  word although that I just want to understand

 23  better.  Thank you.

 24           DR. SEGAL:  So you're looking at H,

 25  that's H, right?
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 01           DR. DHRUVA:  Sorry, yes.  Thank you.

 02           DR. SEGAL:  It strikes me as a little

 03  awkward as well.  Yeah, it strikes me as

 04  awkward as well.

 05           DR. DHRUVA:  Okay.  It seems to me

 06  that it might under emphasize the importance of

 07  randomization, because I mean, we have another

 08  criteria that talks about rigor and minimizing

 09  confounding, and we all know that randomization

 10  is the best way to do that as appropriate, so

 11  yeah.

 12           DR. SEGAL:  Yes, I agree, and right,

 13  something to consider would be ideally

 14  randomization to make sure the product might be

 15  in place, because we agree.  We agree.

 16           DR. ROSS:  Just a note before we

 17  continue on with questions for Dr. Segal.  For

 18  anyone who is interested in signing up for

 19  public comment, please do so before 11 a.m.,

 20  which is five minutes from now, just so that

 21  the CAG team can make sure that everything is

 22  all set.

 23           The next person I have on the list is

 24  Dr. Canos.

 25           DR. CANOS:  Thank you.  My questions
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 01  are specific to C under context, as well as J

 02  under population.  C has a focus on the

 03  evidence that's generated, it's expected to

 04  fill the specific knowledge gaps, and provide

 05  evidence of net benefits.  Certainly, you know,

 06  after hearing presentations and seeing

 07  documentation about the importance of

 08  stakeholders, the evidence, the purpose in

 09  design is to hit specific evidence gaps that

 10  are necessary for CMS decisions.

 11           As you look at the context, that has a

 12  very targeted intent to fill a knowledge gap,

 13  and then look across to J for populations.  The

 14  wording on J individually, it talks about the

 15  subpopulations reflecting, you know, the

 16  demographics and diversity across Medicare

 17  beneficiaries.

 18           Is the intent for CED studies to both

 19  be directed and focused with filling evidence

 20  gaps at the same time as filling and directing

 21  more widely a broad population?  It seems to me

 22  these are sort of two different aspects, so

 23  could you provide any clarification on C for

 24  context with respect to J, the broader

 25  population?
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 01           DR. SEGAL:  Well, I think when you,

 02  when the investigator frames what is the

 03  question that CMS needs to answer, what's the

 04  evidentiary threshold to demonstrate that the

 05  evidence has been sufficient, we think it

 06  should be inclusive of the population that will

 07  be exposed and will be using this product, so I

 08  don't think there's conflict there, right?  The

 09  people who are studied should be the people who

 10  are going to get this product or diagnostic to

 11  the best of your ability.

 12           We recognize that's hard, but that's

 13  why they're doing these studies, so I rally

 14  don't think there's a conflict.

 15           DR. ROSS:  I see several more hands

 16  raised and we have about 15 more minutes, so

 17  we'll try to keep going.  Mr. Patel?

 18           MR. PATEL:  Thank you.  So I have a

 19  question about criteria G.  The wording comes

 20  from data are generated or selected, and the

 21  word selected implies maybe the data is there

 22  and you're selecting some subset of the data,

 23  so I'm kind of curious what the thought process

 24  there is.  Presumably when the study is

 25  completed, you're not just selecting some
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 01  subset of the data.  So I'm curious whether

 02  there was thought given to separating the data

 03  sources which might be selected for the study,

 04  versus the actual data that was generated from

 05  those sources.  Does that question make sense

 06  or was there a reason why you just didn't need

 07  to separate the sources and the data generated.

 08           DR. SEGAL:  I think that's fair,

 09  although the data used, I think there is a

 10  subset of data within the data source that will

 11  be chosen because it's complete, right?  It's a

 12  good outcome to pick because we have complete

 13  data on this outcome, right?  If you're

 14  measuring something and you don't have the

 15  amount right, then it's a poor choice of data

 16  for your primary outcome, so I think that's

 17  okay.  I think data sources are separate from

 18  data.

 19           DR. ROSS:  Dr. Whitney?

 20           DR. WHITNEY:  Thank you.  I just

 21  wanted to comment that with regard to a variety

 22  of potential service classes being reviewed

 23  under these criteria, I can't really construct

 24  a scenario where these very well written

 25  suggested criteria wouldn't apply to any
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 01  service class that I can think of, so absent

 02  some sort of direct information that said

 03  otherwise, I would not want to pars this out

 04  based on service class.

 05           DR. ROSS:  That's helpful.

 06  Dr. Maddox?

 07           DR. MADDOX:  Thank you for that very

 08  clear presentation.  I had a question about

 09  requirement I and the language for outcomes

 10  that are important to patients.  I was

 11  wondering if you could talk a little bit about

 12  your decision making on that phrasing

 13  specifically, and also sort of the inclusion of

 14  that word important to patients and what it

 15  might mean to you.  Does that mean that there's

 16  a lot of patient-reported outcomes, does it

 17  mean that there has to be justification, and

 18  did you give any thought to indicating anything

 19  about the duration of outcomes, short term

 20  versus long term or any other specificity, why

 21  you might have sort of selected both the phrase

 22  and then also not put in more detail, that

 23  would be helpful to understand.

 24           DR. SEGAL:  By that we do mean

 25  patient-relevant outcomes, not necessarily
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 01  patient reported but patient relevant, which

 02  can include death, which can include like

 03  hospital length of stay, things that patients

 04  really do care about, so that was that

 05  rationale.

 06           So the second part of that question --

 07           DR. MADDOX:  Just the tradeoff in

 08  terms of giving more specificity to what might

 09  be required in short or long-term outcomes.

 10           DR. SEGAL:  Thank you, right.  So that

 11  was why we included the phrase in one of the

 12  other requirements about durability of results

 13  and making sure that you had a sufficient

 14  length of followup within your data or within

 15  your study design, so that you can see that the

 16  results are durable, again, over a period of

 17  time that is relevant to a patient, right?  And

 18  two weeks may not be so important to the

 19  patient, but if you can measure outcomes for

 20  six months, that would be patient relevant.

 21           DR. ROSS:  Mr. Kremer?

 22           MR. KREMER:  Thank you.  So we've

 23  established that the key informants did not

 24  include sponsors, it didn't include patients,

 25  but a conclusion was reached that the criteria,
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 01  the proposed criteria should make this easier

 02  for sponsors to act on.  So with that in mind,

 03  I'm curious about your selection of the

 04  comparator countries and how you treated those,

 05  given that many of those comparator countries

 06  consider price and at the time your report was

 07  being developed, consideration of price was

 08  explicitly against the law in the United

 09  States.  So how did you factor out the criteria

 10  that those other countries found relevant that

 11  might inform a U.S. construct without

 12  considering that price element in the formulas,

 13  in the systems that the other countries use?

 14           DR. SEGAL:  We knew that HTA

 15  documentation and analyses would not be fully

 16  appropriate or relevant here.  Those selected

 17  countries were largely a convenient sample

 18  because we knew that they would have some

 19  documentation based on the review articles we

 20  looked at.  And even our search strategy

 21  including health technology assessment as a

 22  search term, we knew wouldn't be fully

 23  relevant, but it was a way to try to bring in

 24  the relevant literature, knowing that it

 25  wouldn't all be relevant.
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 01           We were specifically looking if they

 02  had really CED policies that were more in line

 03  with what we do in the U.S., not their general

 04  HTE activities.

 05           MR. KREMER:  So even if their CED

 06  activity is constructed potentially in a way

 07  that is designed to help them get at a direct

 08  value assessment, a cost and a benefit to the

 09  insurance system, the public insurance system,

 10  you had a way to weed out their consideration

 11  of that element.

 12           DR. SEGAL:  I think because we're

 13  experts in evidence generation, we understand

 14  this field.

 15           DR. ROSS:  Mr. Ogunwobi, or sorry,

 16  Dr. Ogunwobi?

 17           DR. OGUNWOBI:  That's okay, thank you.

 18  So I have a question about data sharing.  I

 19  noticed that there was a requirement that

 20  stipulated sharing the data with CMS, and I

 21  think you said something about other third

 22  parties, but it wasn't clear to me that overall

 23  it would be publicly available.  I do

 24  appreciate the importance of protecting

 25  personal identifiable information on any
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 01  platform, but it just appears that there is

 02  limited public sharing so that for example,

 03  other people can look at the data and

 04  independently determine if the studies were

 05  done appropriately and that the CMS decision

 06  was based on, you know, the right sets of data.

 07           DR. SEGAL:  Well, honestly, that never

 08  came up, to actually publicly share this.  We

 09  said we were looking for a way of saying that

 10  the data would be shared with CMS for

 11  replication.  I will be interested in hearing

 12  other opinion.  I was worried that that would

 13  further limit studies if they knew that it

 14  would be shared.

 15           DR. OGUNWOBI:  Right.  You know, I

 16  definitely am not talking about personal

 17  identifiable data, but just overall such data

 18  that would include more identifiable, and the

 19  goal of that is to enable experts from around

 20  the United States and elsewhere to determine

 21  that, you know, CMS, or indeed independent of

 22  CMS, that that study is appropriately done.

 23           DR. SEGAL:  Yeah.  That really didn't

 24  come up in the discussions.

 25           DR. ROSS:  Dr. Umscheid?
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 01           DR. UMSCHEID:  Thanks, Dr. Ross.

 02  Dr. Segal, I thought you did a really nice job

 03  on that presentation as well, it was very

 04  clear.  I did want to ask about stakeholders

 05  because obviously I think that's important to

 06  many of us.  In my reading of the report there

 07  was a patient and family stakeholder group who

 08  was included as a key informant, the National

 09  Health Council.  Can you correct the record on

 10  that?  It looks like they provide a united

 11  voice for people living with chronic diseases

 12  and disabilities and their families and

 13  caregivers, so I wanted to clarify that.

 14           DR. SEGAL:  Yes, unless it's possible

 15  that they were invited but didn't participate.

 16  I'm not remembering but I agree, I would like

 17  to address that.

 18           DR. BASS:  Yeah, they did participate,

 19  Jodi.

 20           DR. SEGAL:  Oh great.

 21           DR. BASS:  That's the Health Council,

 22  yes, so that was part of the justification for

 23  including them.

 24           DR. UMSCHEID:  And I also wanted to

 25  ask about innovators.  I did see a number of
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 01  industry representatives and academics, and

 02  several research agencies on the list of key

 03  informants.  So it did appear that innovators

 04  were included as well, including Delfi

 05  Diagnostics and Aetion and others; does that

 06  sound correct?

 07           DR. SEGAL:  Yes.  They're not

 08  manufacturers of devices or pharmaceuticals,

 09  but the National Health Council, yes, very

 10  good.

 11           DR. UMSCHEID:  Great.  I also wanted

 12  to ask about the public comments.  I know you

 13  mentioned in your presentation that there were

 14  17 public comments or sets of comments if I'm

 15  remembering correctly.  Do you have a sense of

 16  what types of groups those public comments came

 17  from?  Thanks.

 18           DR. SEGAL:  Right.  There were 27 sets

 19  of comments, the public comments are in

 20  Appendix 2.  I'm not sure if Appendix 2 lists

 21  them by their choices, but maybe it does.

 22           DR. ROSS:  Thanks, Jodi.  I want to

 23  keep us moving if that's okay.

 24           DR. UMSCHEID:  I can look at that

 25  appendix.  Thanks, Jodi.
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 01           DR. SEGAL:  Okay.

 02           DR. ROSS:  Dr. Canos?

 03           DR. CANOS:  Thank you.  I have a

 04  question specific to design, or I guess

 05  section L, I believe.  And when originally

 06  worded the focus was on sufficient evidence

 07  generation and the version, the most recent

 08  version, it says addition of the word safely,

 09  valid evidence safely and efficiently.

 10  Recognizing that requirement S is called out

 11  specifically in 45 CFR Part 46 as well as

 12  21 CFR Part 56, is that intent that this is

 13  additive in some way, that is that Medicare is

 14  to look at safety at some form above that of

 15  section S, or is this duplicative of section S?

 16           DR. SEGAL:  It may be duplicative.

 17  And you're right, that word safely didn't

 18  appear until after the public comment period,

 19  that wasn't something we initially put in or

 20  the key informants were responding to.

 21           DR. CANOS:  Thank you.

 22           DR. ROSS:  Mr. Patel?

 23           MR. PATEL:  Thank you.  I have, I

 24  think it is important that we clarify the key

 25  informants at least on the list that was made

�0060

 01  public in the report.  It did include device

 02  companies, it may not be confirmed but clearly

 03  they could have (unintelligible).

 04           I actually had a question for you,

 05  maybe you could talk a little bit about

 06  criteria K, if you can please.  So one

 07  question, what is primarily, you talk about the

 08  validity of the primary exposure and outcome

 09  measures.  I know what outcome measures are, so

 10  I'm kind of curious what primary exposure

 11  measures are, that's one question.  And then

 12  the second part of that criteria talks about

 13  using primary data that is collected for a

 14  study and when using existing secondary data.

 15           And I guess, you know, there is at

 16  least one CED occurring now for pacemakers that

 17  isn't using existing secondary data, they're

 18  using claims data that are generated by the

 19  procedure, so I'm kind of curious what that

 20  thought process was, because not all secondary

 21  data may be existing, right, it may be created

 22  as a result of a study.  Am I reading too much

 23  into this or is this something I should clarify

 24  later?

 25           DR. SEGAL:  So I think you're parsing
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 01  the first part a little broadly, so it's

 02  primary exposure and it's outcome measures,

 03  it's not primary exposure measures.

 04           MR. PATEL:  So what is primary

 05  exposure, I'm sorry?

 06           DR. SEGAL:  Exposure to the drug,

 07  device, how is that defined, right?  If it's a

 08  drug, you have to define the primary exposure,

 09  is it six months of exposure, is it two months

 10  of exposure, is there some measure of adherence

 11  that's necessary.  It's what you would do when

 12  you're designing a pharmaco efficacy study.

 13           MR. PATEL:  Okay, fair enough.  Thank

 14  you for the clarification.

 15           DR. SEGAL:  And then the secondary

 16  data that you're describing from -- so claims

 17  we would say are existing secondary data,

 18  right?  It exists because the clinician, the

 19  provider had to bill for the service, that's

 20  why it's existing.  So yes, even though it's

 21  going to be used for perhaps a patient who's

 22  enrolled in the study, that's still secondary

 23  data.

 24           MR. PATEL:  It's secondary at the time

 25  the study was being developed.  Thank you.
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 01           DR. SEGAL:  No, we understand.  Yes.

 02           DR. ROSS:  Just recognizing the time

 03  and the panel still has a number of questions,

 04  Dr. Segal, are you able to stay throughout the

 05  day to give us an opportunity to ask you

 06  questions later on?

 07           DR. SEGAL:  Yes.

 08           DR. ROSS:  Okay.  So going back to

 09  actually Dr. Mora -- oh, did your hand actually

 10  go down?  I wanted to make sure you had a

 11  chance to go.

 12           DR. MORA:  Thanks.  I took it down

 13  just in the interest of time.  I can hold the

 14  question if you're trying to keep us on time.

 15           DR. ROSS:  No, why don't you ask your

 16  question, and from there we'll take a break.

 17           DR. MORA:  Good morning, Dr. Segal,

 18  from Seattle, Washington.  I thank you so much

 19  for all the work you and your team did.  From

 20  my perspective it really helped to clarify and

 21  simplify the task before us.

 22           One of the questions I have is, and

 23  it's sort of tangentially related, is I spend a

 24  lot of time with patients both as a treating

 25  clinician and then on a system level talking
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 01  about shared decision making and the importance

 02  of trying to help them understand risk

 03  benefits, and one of the ways we've done that

 04  is to try and move some qualitative statements

 05  to quantitative statements, talking about

 06  lessening the risk of treatment.  I don't see

 07  that degree of specificity around quantitative

 08  data from outcomes.  I know it's probably

 09  inherent, but would you mind talking just a bit

 10  about how we think about data being moved in

 11  these recommendations?  Thanks.

 12           DR. SEGAL:  I think that's folded into

 13  the evidentiary threshold, right?  In the

 14  protocol it would describe what does CMS need

 15  to make a decision and that's probably needing

 16  to demonstrate some absolute risk reduction or

 17  an absolute benefit.  That also folds into that

 18  phrase of net benefit, so that is meant to be

 19  quantitative.

 20           DR. ROSS:  Thank you, Dr. Segal.

 21           So just by way of housekeeping, I have

 22  Doctors Dhruva, Stearns, Fisch, Kanter and

 23  Ogunwobi who have their hands up.  We'll come

 24  back to you guys later on for questions for

 25  Dr. Segal.
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 01           We do want to give everybody an

 02  opportunity to take a 15-minute break.  We will

 03  be back promptly at 11:30 a.m. east coast time

 04  in and we will just start our presentation with

 05  our scheduled public speakers.  Again, there

 06  are 15 who are scheduled to speak, I will be

 07  going on the order of the agenda.  Please be

 08  ready, each has five minutes, and I

 09  unfortunately will cut off presentations at

 10  five minutes, that way we will have an

 11  opportunity for everybody.  So, enjoy a

 12  15-minute break and I'll see everybody back.

 13           (Recess.)

 14           DR. ROSS:  Welcome back, everybody,

 15  just running through making sure everyone is

 16  here.  It looks like it.  We're going to start

 17  in one minute.

 18           Just before we get started, one minor

 19  note that occurred.  Dr. Dru Riddle was

 20  inadvertently not named as sitting on the

 21  committee members.  I just wanted to make sure

 22  that everyone is aware in case Dr. Riddle asks

 23  questions, that's why, he's actually on the

 24  committee and that was just an oversight, so

 25  apologies to Dr. Riddle.
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 01           We're going to start with our list of

 02  speakers in the order that they appear on the

 03  agenda.  Please do keep your presentation to

 04  five minutes so that I'm not required to cut

 05  you off, and we will start with Ms. Cybil

 06  Roehrenbeck.  I'm so sorry if I'm

 07  mispronouncing your last name.

 08           MS. ROEHRENBECK:  Thank you, good

 09  morning.  I'm Cybil Roehrenbeck.  I serve as

 10  the executive director of the AI Healthcare

 11  Coalition.  I'm also a partner with the law

 12  firm Hogan Lovells and an adjunct associate

 13  professor in health law and policy at the

 14  American University Washington College of Law.

 15  On behalf of the AI Healthcare Coalition, I'm

 16  pleased to speak before the Medicare Evidence

 17  Development and Coverage Advisory Committee, or

 18  MEDCAC, on the topic of coverage with evidence

 19  development or CED.  I do not have any

 20  financial interests to disclose.

 21           The AI Healthcare Coalition convenes

 22  healthcare AI innovators and stakeholders to

 23  advocate for patient access to safe ethically

 24  developed healthcare AI services.  We really

 25  appreciate the ongoing efforts of the Centers
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 01  for Medicare and Medicaid Services or CMS to

 02  engage with the AI healthcare community.  We're

 03  glad that CMS is considering issues around

 04  coverage and payment methodologies for emerging

 05  AI technologies and services, and we look

 06  forward to a continued partnership with CMS as

 07  the Agency continues to develop pathways for

 08  patient access to these innovations.

 09           On the informed issue of coverage, the

 10  AI Healthcare Coalition was previously

 11  supportive in concept of the Medicare Coverage

 12  and Innovative Technologies or MCIT proposal.

 13  While we advocated for modifications to CMS's

 14  MCIT pathway, we were disappointed when CMS

 15  rescinded the MCIT proposal in its entirety in

 16  November of 2021.

 17           Today we encourage CMS to move forward

 18  with its more recent work on a potential

 19  transitional coverage for emerging technologies

 20  or TCET as a coverage approval pathway.  Even

 21  though some advancements have been made in the

 22  U.S. Food and Drug Administration or FDA,

 23  review of AI technologies, as well as

 24  reimbursement for AI services, there remains

 25  great unclarity with respect to Medicare
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 01  coverage for AI healthcare services.

 02           Our concerns regarding the local

 03  coverage determinations or LCDs and national

 04  coverage determinations or NCDs have been

 05  present across multiple healthcare services and

 06  specialties.  Stakeholders agree that utilizing

 07  the LCD or NCD processes for coverage of AI

 08  services raises unique challenges.

 09           As greater AI services become

 10  available across many clinical specialty areas,

 11  patients and providers need clarity on what is

 12  and what is not covered under Medicare.

 13  Without such clarity, patients may be harmed by

 14  lack of access to these forums, many of which

 15  are helpful to address specialty care issues in

 16  our growing understood community.

 17           We ask that CMS move forward with the

 18  TCET process without delay.  This pathway

 19  should provide clear, consistent and reliable

 20  direction for AI innovators with respect to

 21  Medicare coverage.

 22           Key components of the TCET program

 23  should be, number one, early as possible dialog

 24  between CMS staff and innovators going through

 25  the FDA authorization process.  Number two, add

�0068

 01  a measure for temporary coverage that enables

 02  immediate patient access.  Number three,

 03  special consideration for FDA authorized AI

 04  services that have received breakthrough device

 05  designation.  Number four, flexibility with

 06  respect to evidence review and data submission.

 07  And number five, reconsideration processes for

 08  applicants.

 09           Lastly, we understand that TCET could

 10  have an evidence development component and that

 11  the MEDCAC meeting today may inform CMS's work

 12  around TCET.  Nonetheless, we request that CMS

 13  not pause the creation of the TCET process for

 14  innovative technologies in the interim.  We ask

 15  that CMS issue a TCET proposal without delay

 16  and we encourage CMS to work with stakeholders

 17  who represent providers in AI services across

 18  the continuum of care.

 19           On behalf of the AI Healthcare

 20  Coalition, thank you for the opportunity to

 21  address the committee.

 22           DR. ROSS:  Thank you for your

 23  comments.  Just a reminder to everyone

 24  scheduled as public speakers; anyone who is not

 25  on the actual committee, please keep your
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 01  cameras off until I call on you, just for ease

 02  of being able to focus on the people who are

 03  speaking.  The next speaker -- and just a

 04  reminder that questions will be held until

 05  either the end of this session or after lunch.

 06  The next speaker is Diana Zuckerman.

 07           DR. ZUCKERMAN:  Thank you.  I'm

 08  Dr. Diana Zuckerman, president of the National

 09  Center for Health Research.  Our nonprofit

 10  research center scrutinizes the safety and

 11  effectiveness of medical products, and we don't

 12  accept funding from companies that make those

 13  products, so I have no conflicts of interest

 14  other than being a Medicare beneficiary myself.

 15           My perspective is based on my current

 16  position as well as my postdoctoral training in

 17  epidemiology and public health, my previous

 18  policy positions at congressional committees

 19  with oversight over the U.S. Department of

 20  Health and Human Services, my previous position

 21  as the director of policy, planning and

 22  legislation at an HHS agency, and as a previous

 23  faculty member and researcher at Harvard.

 24  Perhaps most important, I previously served as

 25  a member of MEDCAC for two terms, so I'm very
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 01  familiar with your important work.

 02           When I served on MEDCAC I was

 03  impressed with the generally high quality of

 04  the evidence that was considered but that

 05  evidence often had a fatal flaw.  The studies

 06  frequently focused on patients under age of 65

 07  with few if any patients over 70.  As is often

 08  the case, the research focused on the youngest,

 09  healthiest sick patients in order to reduce the

 10  confounding impact of comorbidities but as any

 11  Medicare beneficiary can tell you, most of us

 12  do have at least some comorbidities.  For that

 13  reason, evidence needs to be focused on

 14  representative patients, and the numbers of

 15  those patients needs to be large enough to

 16  conduct subgroup analyses to determine if the

 17  benefits outweigh the risks for those types of

 18  patients.

 19           AHRQ and Hopkins did a great job and I

 20  generally support their proposed requirements.

 21  There are just a few that I think are

 22  especially essential and in some cases the

 23  wording could be more precise.

 24           Under context, I thought the important

 25  point for the study results was that they
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 01  provide evidence of net benefit.  It's not

 02  enough that the product actually has a benefit,

 03  but those benefits must outweigh the risks.

 04  Also under context, it's essential that there

 05  be clinically meaningful differences in any

 06  outcomes measured with sufficient precision,

 07  and I thought that was a terrific addition.

 08           Also, the outcome is also closely

 09  related to that, that a surrogate outcome that

 10  reliably predicts outcomes may be appropriate

 11  for some questions, but the emphasis should be

 12  on reliably predicts, and that the primary

 13  outcomes are clinically meaningful and

 14  important to patients, absolutely essential.

 15           Under population, there's a very

 16  important new requirement that you've added,

 17  the study population reflects the demographic

 18  and clinical diversity among the Medicare

 19  beneficiaries who are the intended users, and

 20  at a minimum that should include racial and

 21  ethnic background, gender and socioeconomic

 22  status.

 23           Under what's generalizable, there's a

 24  new recommendation that I strongly support,

 25  that there should be studies in beneficiaries'
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 01  usual sites of care, but that statement was

 02  weakened with the words when feasible and

 03  appropriate for answering the CED question,

 04  because to my mind it's always appropriate, and

 05  it's essential that it be feasible.

 06           Under data quality, I think that could

 07  be worded a little more clearly, that the data

 08  should be complete, accurate, of sufficient

 09  duration of observation, and of sufficient

 10  sample size.

 11           And then under subpopulations, I

 12  thought it was terrific that it made it clear

 13  that it's not sufficient to have diversity,

 14  it's essential to analyze demographic

 15  subpopulations defined by gender and age, as

 16  well as clinically relevant subgroups, and

 17  that's an important addition that you've added.

 18           And of course under data sharing, I

 19  think that's very important.

 20           In summary, having statistically

 21  significant results is necessary but not

 22  sufficient.  Studying patients who are diverse

 23  in terms of race, ethnicity, gender and age is

 24  necessary, but not sufficient.  The data

 25  generated must be relevant to Medicare
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 01  beneficiaries, must be valid and reliable, and

 02  the results must be clear.  Medicare

 03  beneficiaries have gotten older, and so the

 04  studies need to include and analyze those older

 05  patients, for whom the benefits might be

 06  smaller and the risks might be greater.  We

 07  all --

 08           DR. ROSS:  Thank you, Diana, I have to

 09  cut you off.

 10           DR. ZUCKERMAN:  Okay.  I just have one

 11  sentence, and that's that surrogate endpoints

 12  sometimes can predict, reliably predict

 13  clinical outcomes, but not all do.  Thank you

 14  very much.

 15           DR. ROSS:  Thank you for your

 16  comments.  Donnette Smith, you're next.

 17  Ms. Smith, if you can put yourself on the video

 18  for public comment.  Tara, can you confirm that

 19  she's on?

 20           (Colloquy off the record regarding

 21  Zoom connection.)

 22           MS. HALL:  We can come back.

 23           DR. ROSS:  Okay.

 24           MS. HALL:  We'll go to Jim Taylor.

 25  Ms. Smith, are you able to speak?
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 01           MR. PATEL:  I don't think she can hear

 02  us.

 03           DR. ROSS:  We'll try to get it

 04  straightened out.  Jim Taylor, please make your

 05  public comments.

 06           MS. TAYLOR:  Good morning, can you

 07  hear me all right?

 08           DR. ROSS:  Yes, we can, thank you.

 09           MR. TAYLOR:  My name is Jim Taylor and

 10  I'm the CEO of Voices of Alzheimer's.  The

 11  mission of VOA is to empower people living with

 12  or at risk of Alzheimer's and other cognitive

 13  diseases, to drive equitable access and

 14  innovative care and treatment.  VOA accepts

 15  corporate support that allows us to develop

 16  high quality educational and advocacy material

 17  on topics impacting the Alzheimer's community.

 18  I have personally never received funding as an

 19  advocate.

 20           This is my wife Geri, who was

 21  diagnosed with Alzheimer's over ten years ago,

 22  and she participated for seven years in the

 23  aducanumab clinical trial.

 24           According to CMS, we are here today to

 25  focus on proposed revisions to Medicare's CED
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 01  study criteria.  This meeting has been advised

 02  not to review CMS's track record with CEDs.  My

 03  question to you is why not?  In my professional

 04  life I worked for over 30 years in IBM finance.

 05  We continually scrutinized what was working for

 06  our clients and what was not.  We set specific

 07  development and financial goals and evaluated

 08  actual results against those goals.

 09           Of course a big difference between

 10  Medicare and IBM is that IBM is a private

 11  corporation with stakeholders, where profit

 12  driven motivation drove, profit driven

 13  companies drive innovation.  Medicare is a

 14  public insurance program for older adults and

 15  people with disabilities.  We the American

 16  people are the shareholders, participating in a

 17  social contract and we enter the program with

 18  the assurance, the assurance that it will be

 19  available for us when we need it.

 20           So like at IBM, I took a look at the

 21  track record of CED as a key component for

 22  today's very important conversations.  That

 23  record is abysmal.  Instead of a timely process

 24  to inform decisions, half of today's current

 25  CEDs have dragged on for more than a decade.
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 01  In many cases fewer than a hundred patients

 02  have gotten the treatment, and in some cases

 03  where evidence is gathered to evaluate CED

 04  termination, the goalposts have moved.

 05           Two CEDs are completely blocking

 06  access to essential FDA-approved treatments for

 07  Alzheimer's.  The first restricts amyloid PET

 08  scans essential for validating Alzheimer's

 09  diagnosis.  But that disease modifying therapy,

 10  now that disease modifying therapies are

 11  finally available to patients, these scans are

 12  even more critically important.  But for a

 13  decade, CMS has used CED to limit PET scan

 14  access and reduce costs for Medicare.  The

 15  Agency is fully aware that its strict

 16  conditions disproportionately restrict access

 17  to people of color.  Despite this, CMS

 18  outrageously exploited a PET scan study's lack

 19  of diversity as one of the bogus reasons to

 20  require a second study.

 21           A second CED is for the newly approved

 22  FDA monoclonal antibiotic medications.  This

 23  CED now is being used to deny access to the

 24  recently approved amyloid disease modifying

 25  therapy, LEQEMBI.  We in the Alzheimer's
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 01  community have waited decades for this drug,

 02  giving us longer life in the mild stages of the

 03  disease, and now CMS has denied coverage for

 04  the vast majority of patients for whom the drug

 05  was approved by the FDA.

 06           Alarmingly, this unprecedented

 07  decision for the first -- this is the first

 08  time CMS has used CED on an FDA-approved drug

 09  for its on label use.  This opens the door to

 10  apply CED to future Part B drugs for cancer,

 11  infectious disease, and new gene therapies for

 12  rare diseases.  Given the track record of CED,

 13  every one of us should be alarmed by this

 14  dangerous precedent.

 15           The ubiquitous language used for

 16  several of the proposed CED study criteria

 17  gives CMS even more power to permanently

 18  prevent access.  For instance, CED clinician

 19  studies will have to reflect the demographics

 20  of the intended users' racial and ethnic

 21  backgrounds, gender and socioeconomic status.

 22  However, this level of information on subgroups

 23  is required for no other drug or device covered

 24  by the Medicare program.

 25           Let's acknowledge that CED renders
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 01  medications particularly inaccessible to

 02  underserved communities.  This is especially

 03  egregious for Alzheimer's given that black

 04  Americans are twice as likely and Hispanic

 05  Americans 1.5 times more likely than

 06  non-Hispanic white people.

 07           And in conclusion, despite billions of

 08  dollars in research, despite FDA-approved

 09  breakthroughs in diagnostic treatments, despite

 10  FDA approval of life altering disease modifying

 11  therapies, we remain a community of six million

 12  Americans living with Alzheimer's,

 13  disproportionately people of color -- can I

 14  just finish the sentence -- who are patients of

 15  Medicare now and are intentionally and being

 16  systematically denied access to approved

 17  medications that will enhance our quality of

 18  life.  Thank you very much.

 19           DR. ROSS:  Thank you for your

 20  comments.  The next speaker is Jay Reinstein.

 21           MR. REINSTEIN:  Yes, good afternoon,

 22  or morning.  Thank you for this opportunity to

 23  provide comment on CMS coverage under CED.  My

 24  name is Jay Reinstein and I am here as a board

 25  member of Voices of Alzheimer's, and I'm also a
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 01  person living with the disease, excuse me, and

 02  someone whose life and health is directly

 03  impacted by the decisions made by this group.

 04           First I want to thank the experts who

 05  helped prepare this testimony for me.  On

 06  behalf of the Alzheimer's community I

 07  respectfully submit that the advisory committee

 08  has asked the wrong questions and will be asked

 09  to vote on the wrong issues.  While you spend

 10  two days debating the nuances of the proposed

 11  criteria to conduct CED studies, the more

 12  important question that the advisory committee

 13  should be considering is whether the CED

 14  process works, whether it is legal, and whether

 15  it is meeting its goals.

 16           The Agency for Research and Healthcare

 17  Quality has deemed these questions out of

 18  scope, but they are very much in scope as it

 19  makes no difference whether a trial is or is

 20  not listed on clinicaltrials.gov if the CED

 21  process is fundamentally broken, and I submit

 22  that the CED process is broken, at least for

 23  the more important people in the Medicare

 24  program, its beneficiaries like me.

 25           Experts tell us that dozens of CEDs to
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 01  date teach us that CED clinical studies are

 02  applied unevenly, subverting the health needs

 03  of some to support those of others.  I'm sorry.

 04           For years, the Medicare program has

 05  gotten away with paying only a fraction of the

 06  costs for Alzheimer's disease.  And by

 07  finalizing the strict CED coverage policy for

 08  monoclonal antibiotic therapies last year,

 09  federal officials made it clear that they

 10  intend to keep it that way.  Medicare currently

 11  pays just 60 percent of lifetime costs for a

 12  person living with Alzheimer's.  The price tag

 13  for Medicare is so low because without

 14  treatments, expenses primarily for nonmedical

 15  services such as at home help with bathing,

 16  eating and using the bathroom, those are the

 17  expenses that the Medicare program doesn't

 18  cover.  Families must pay a staggering 70

 19  percent of overall costs, that Medicare picks

 20  up the remaining 14 percent of costs primarily

 21  for nursing home stays and related long-term

 22  services.

 23           The discrimination in our meetings

 24  last year with CMS, HHS and officials at the

 25  White House was palpable.  Under no
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 01  circumstances should someone like me be told,

 02  who is otherwise healthy, other than having

 03  Alzheimer's, which is a progressive and deadly

 04  disease, in light of FDA-approved therapeutics

 05  that show promise in slowing disease

 06  progression but that beneficiaries are

 07  currently unable to receive, it feels like a

 08  way to keep millions of people from accessing

 09  therapeutics because of the cost to Medicare.

 10           I'm here to tell you that the cost of

 11  Alzheimer's, the human costs are crushing the

 12  Medicare population, and for the most part

 13  we're being forced to take care of ourselves.

 14  That's why I'm here today to speak on behalf of

 15  the community and tell you three things that

 16  experts in Alzheimer's disease believe.

 17           First, CMS doesn't have the statutory

 18  authority to use the CED process, and now it's

 19  being used with a wink and a nudge as a cost

 20  control mechanism.

 21           Second, instead of providing medically

 22  necessary care, the CED process is denying

 23  access to treatments that particularly affect

 24  people who are already facing other systemic

 25  disadvantages.
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 01           And third, the CED process allows the

 02  restrictions on access to continue in

 03  perpetuity, even in the face of clear evidence

 04  and value, because evidence was never the

 05  point.

 06           I want to add one more very important

 07  comment about the specifics that the committee

 08  is considering.  First, the Alzheimer's

 09  community is very troubled that one of the

 10  proposed CED study criteria specifically

 11  references surrogate outcomes, which are study

 12  outcomes that are reasonably likely to produce

 13  a clinical benefit for patients.  The FDA's

 14  congressionally authorized accelerated approval

 15  program allows for initial approval of a drug

 16  based on surrogate endpoints for

 17  life-threatening diseases where patients have

 18  no treatment options or have run out of them.

 19  Surrogate endpoints were used in the trials for

 20  Alzheimer's monoclonal antibody therapies, and

 21  is CMS suggesting that their role is to review

 22  trials the FDA has already reviewed?  Is CMS a

 23  biomedical agency like the FDA?  And why is

 24  this even here?

 25           In addition, and finally, the proposed
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 01  report requirements are over the top and

 02  unrealistic for people with Alzheimer's, who do

 03  not have the time for peer reviewed publication

 04  requirements as the disease progresses, people

 05  will literally be dieing waiting for the peer

 06  review process.

 07           DR. ROSS:  Please conclude.

 08           MR. REINSTEIN:  The cost to me

 09  personally of not being able to access

 10  treatments currently under CED will be less

 11  time with my family, less independence, and

 12  such profound sadness and frustration of the

 13  pain I will cause to my loved ones as my

 14  symptoms progress.

 15           Thank you very much for your time.

 16           DR. ROSS:  Thank you for your

 17  comments.  The next speaker is Kay Scanlan.

 18           MS. SCANLAN:  Good morning, can you

 19  hear me?

 20           DR. ROSS:  Yes, we can, thank you very

 21  much.  You have five minutes.

 22           MS. SCANLAN:  Hi, I'm Kay Scanlan,

 23  speaking to you on behalf of Haystack Project.

 24  Haystack is a nonprofit membership organization

 25  with members representing approximately 130
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 01  ultra-rare disease patient advocacy

 02  organizations.  I am not receiving funding from

 03  commercial entities with an existing interest

 04  in CED.

 05           The CED and the study criteria

 06  discussed in this meeting are particularly

 07  important for our patient community.  95

 08  percent of the 7,000-plus rare diseases

 09  identified to date have no FDA-approved

 10  treatment option.  Most of our patient

 11  communities rely on off-label treatment

 12  regimens while waiting and hoping that a

 13  treatment is discovered and makes it through

 14  clinical trials to FDA approval.  That almost

 15  always involves accelerated approval, surrogate

 16  endpoints, and single-arm studies given the

 17  small disease populations.

 18           If CED were used broadly to address

 19  evidentiary uncertainties on direct clinical

 20  benefit, ultra-rare disease treatments would be

 21  routinely subjected to national coverage

 22  scrutiny and CED.  Even more daunting, though,

 23  is the impact of off-label use.  NCDs with CED

 24  could foreclose development of and access to

 25  emerging off-label regimens that patients need
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 01  to reduce disease burden or even slow disease

 02  progression.

 03           This is why we believe that context is

 04  important and patient protections should be

 05  paramount as the MEDCAC discusses CED and study

 06  criteria.  Each NCD with CED does two things.

 07  Yes, it sets up national coverage for patients

 08  able to qualify for and enroll in CMS-approved

 09  studies.  It also immediately cuts off coverage

 10  until those studies are started and creates

 11  national non-coverage for all uses outside of

 12  those studies.

 13           Unless CED mechanisms and study

 14  criteria expressly provide for or exempt

 15  off-label uses supported by evidence in very

 16  rare conditions, any NCD requiring CED would

 17  completely foreclose access to treatment in

 18  these patients unless they are somehow able to

 19  sustain a direct appeal against the NCD itself.

 20  So that is our first request, that you consider

 21  the downstream impact of CED study criteria on

 22  our patient populations.

 23           With respect to patient protections,

 24  we urge you once again to keep context at the

 25  forefront of your discussions and

�0086

 01  deliberations.  Study criteria crafted to

 02  ensure scientific integrity and data validity

 03  can appear inappropriate when the

 04  investigational item is not actually

 05  investigational and the studies are required

 06  for meaningful access to treatment.  They can

 07  move toward and beyond the lines of ethics when

 08  that care is subject to randomization and

 09  providers otherwise managing the patients' care

 10  are blinded to the treatment received.

 11           So first, we ask that a study criteria

 12  be added to ensure that each CED study complies

 13  with an overarching set of requirements

 14  established for and applicable to the specific

 15  CED NCD and the study questions CMS poses to

 16  resolve the reasonable and necessary question.

 17           Although including a requirement that

 18  each CED study be reviewed by an IRB is

 19  important, it does not sufficiently protect the

 20  Medicare beneficiary population.  The existing

 21  review requirement does not address the ethical

 22  considerations associated with conditioning

 23  coverage on clinical trial participation that

 24  may vary based on the disease state,

 25  availability of alternative treatment options,
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 01  assessed safety and efficacy of the

 02  intervention, and other factors.

 03           The Federal Policy for the Protection

 04  of Human Subjects, the Common Rule, has been

 05  codified at subpart A of 45 CFR 46.  Haystack

 06  urges MEDCAC to consider that each CED NCD and

 07  its study questions, priority outcomes, data

 08  thresholds and other structures constitute

 09  research on human subjects not clearly falling

 10  under any exemptions from human subject

 11  protections under the Common Rule.  Medicare is

 12  primarily a lifeline for our nation's aged and

 13  disabled, not a research entity, and the

 14  program should submit each NCD CED structure to

 15  review and approval by a central IRB.

 16           Second, we strongly urge MEDCAC to

 17  recommend informed consent requirements that

 18  protect beneficiaries as patients, including

 19  that any FDA-approved or cleared treatment is

 20  not experimental or investigational; whether

 21  research subjects will be able to access

 22  treatment outside the clinical trial and any

 23  longitudinal studies if emerging evidence

 24  demonstrates improved patient outcomes; whether

 25  research subjects or their treating providers
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 01  will be informed on whether they are in the

 02  active treatment or control arm of the trial;

 03  availability of the FDA-approved treatment for

 04  individuals unwilling to accept the risk of

 05  randomization to the control arm or otherwise

 06  unwilling to participate in research who are

 07  able to find alternative funding.

 08           Third, we ask that a study criteria be

 09  created to require a monitoring function over

 10  all studies within a particular CED NCD to

 11  ensure that randomization of research subjects

 12  ceases when likely clinical benefit is shown

 13  through a CMS-initiated CED study or other

 14  evidence in a manner generally sufficient for

 15  claim-specific payment by the MAC.

 16           Fourth, there should be an alternative

 17  coverage pathway within the CED design for

 18  Medicare beneficiaries who are unable to

 19  participate in a CMS-approved clinical trial

 20  but seek coverage for use within the

 21  FDA-approved labeled indication of a medically

 22  accepted off-label use.  This is also important

 23  for beneficiaries who have received a clinical

 24  benefit from the product or service from use

 25  outside of Medicare, since those individuals
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 01  would not generally be accepted into clinical

 02  trials.

 03           Finally, we believe that our

 04  recommendations are essential in addressing

 05  health inequities associated with lack of

 06  diversity in clinical studies.  Patients with

 07  adequate financial resources have always been

 08  able to access treatments that individuals who

 09  relay on insurance coverage are unable to

 10  afford.  Rare disease patients and their

 11  families are often forced to decide whether

 12  they can afford a non-covered but potentially

 13  promising on- or off-label treatment regimen,

 14  and too often face the crushing reality that

 15  evolving standards of care are financially out

 16  of reach.

 17           DR. ROSS:  If you could conclude

 18  quickly?

 19           MS. SCANLAN:  Sorry?

 20           DR. ROSS:  A quick conclusion?

 21           MS. SCANLAN:  Okay.  Any government

 22  initiated paradigm conditioning coverage for

 23  safe and effective treatments on participation

 24  in research, including randomization,

 25  controlled studies is likely to further, rather
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 01  than reduce, medical mistrust.  It also negates

 02  the critical element of informed consent that

 03  researchers have historically denied to black

 04  communities and other underserved populations.

 05           Thank you for your considering our

 06  comments and recommendations, and I'm happy to

 07  answer any questions you may have.

 08           DR. ROSS:  Thank you for your

 09  comments.  The next speaker is Tara Burke.

 10           MS. HALL:  Sorry, no, the next speaker

 11  is Susan Peschin.

 12           DR. ROSS:  Oh, my apologies.  Susan

 13  Peschin.

 14           MS. PESCHIN:  Thank you.  Hi,

 15  everybody.

 16           DR. ROSS:  You have five minutes.

 17           MS. PESCHIN:  Sure.  I'm Sue Peschin

 18  and I serve as president and CEO of the

 19  Alliance for Aging Research.  The alliance

 20  receives funding from VMA, Ava, Biogen Relief

 21  for non-branded patient advocacy on coverage

 22  related issues.  I have comments from the

 23  proposed clinical study criteria but I want to

 24  start by providing some context.

 25           Many of you know the experience of
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 01  going to the doctor for yourself or with a

 02  loved one and being told the office must call

 03  the insurance carrier to obtain coverage

 04  approval for a particular treatment, or the

 05  doctor might break the news that you have to

 06  first try and fail with a standard treatment

 07  before insurance will cover a new or better

 08  one.  This is called utilization management and

 09  it's regularly used by insurance companies to

 10  save money.  Coverage with evidence development

 11  or CED has become utilization management for

 12  CMS and the Medicare Part B program.

 13           Under CED, Medicare denies coverage

 14  for an FDA approved item or service except

 15  through a very limited clinical study, either a

 16  CED clinical trial or a data registry.  Both

 17  CED clinical trials and data registries are

 18  subject to the criteria that you all are voting

 19  on.

 20           Today the alliance is releasing a

 21  report called Facade of Evidence, How

 22  Medicare's Coverage with Evidence Development

 23  Rations Care and Exacerbates Inequities.  Our

 24  report includes examples where only a fraction

 25  of estimated eligible beneficiaries are treated
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 01  in very small CED studies, sometimes as little

 02  as in the dozens, as in the case of cochlear

 03  implants, and that's been going on for 17

 04  years.

 05           Once CMS places a treatment in CED,

 06  it's extraordinarily difficult for it to end.

 07  An August 2022 systematic review of CED in the

 08  American Journal of Managed Care identified

 09  that CMS issued a total of 27 NCDs requiring

 10  coverage for evidence development between 2005

 11  and 2022.  Only four of the CEDs have been

 12  retired from the Agency, and several have been

 13  ongoing for more than 15 years.

 14           Our report finds that Medicare

 15  beneficiaries in rural communities and

 16  communities of color are more likely to be

 17  denied access under CEDs because the conditions

 18  of coverage primarily direct care to urban

 19  medical centers in wealthier areas.  Worse, CMS

 20  has exploited inequitable participation in

 21  existing CED clinical studies as justification

 22  to keep CEDs going, and this happened with the

 23  amyloid PET and TAVR CEDs.

 24           The vague CED study criteria people

 25  voted on will afford CMS unchecked power to not
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 01  only lock up many more pressing treatments and

 02  services in future CEDs, but to throw away the

 03  keys, and here are just a few examples.  In

 04  CMS's use of the term sponsor/investigator, the

 05  Agency doesn't distinguish between the parties

 06  that will carry out the CED study and the

 07  parties that are responsible for the overall

 08  conduct, funding and oversight of the study,

 09  and the context recommendation sets up a

 10  pass-fail construct, by requiring that, quote,

 11  sponsor/investigators establish an evidentiary

 12  threshold for the primary outcomes so as to

 13  demonstrate clinically meaningful differences

 14  with sufficient precision.  It's totally

 15  inappropriate for CMS to require this in

 16  postmarket evidence development to demonstrate

 17  the use of quote-unquote reasonable and

 18  necessary for Medicare beneficiaries.

 19           While these recommendations remove the

 20  explicit inclusion of the randomized clinical

 21  trial, they fail to clearly state that the use

 22  of an RCT, especially an RCT that's placebo

 23  controlled, should be rare and relied on only

 24  in unusual circumstances.  We are concerned

 25  that these criteria are veiled attempts for CMS
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 01  to require RCT participation for novel drugs

 02  that are authorized by the FDA under

 03  accelerated approval.  CMS may not agree with

 04  Congress on the FDA's accelerated approval

 05  pathway, but that doesn't give them the right

 06  to take it out on Medicare beneficiaries with

 07  Alzheimer's or other life-threatening

 08  conditions.

 09           In addition to reviewing the CED

 10  process, my request is for the CMS Office of

 11  Inspector General to examine whether the MEDCAC

 12  chair and vice chair, Doctors Ross and Dhruva

 13  should be permitted to vote on these

 14  recommendations or whether another chair and

 15  vice chair should be appointed for this

 16  meeting.  On October 27th right after the

 17  public comment on the AHRQ report while the

 18  process was still open, Doctors Ross and Dhruva

 19  aired their views publicly in an opinion piece

 20  in the New England Journal of Medicine before

 21  CMS asked them to do so, which goes against the

 22  MEDCAC charter.

 23           The Federal Advisory Committee Act

 24  instructs against biasing activities, and

 25  Doctors Ross and Dhruva's op-ed seem counter to
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 01  that.  CMS is not a payer, it's not a

 02  biomedical agency or anybody's family doctor.

 03  There are strong signs that CMS intends to

 04  apply CED to upcoming FDA approved gene and

 05  immunotherapy drugs, and I encourage Congress

 06  to codify its CED authority.  These are

 07  worrisome issues that should concern all of us.

 08  Thank you for the opportunity to present them.

 09           DR. ROSS:  Thank you for your

 10  comments.  Tara Burke, five minutes.

 11           MR. BURKE:  Hi, good morning, give me

 12  one second.  Good afternoon.  My name is Tara

 13  Burke, vice president of payment and cost share

 14  delivery policy at the Advanced Medical

 15  Technology Association, or AdvaMed.  AdvaMed is

 16  a national trade association representing

 17  manufacturers of medical devices and diagnostic

 18  products.  Our members range from the largest

 19  to smallest medical technology innovators and

 20  companies, and we appreciate the opportunity to

 21  comment today.

 22           CMS held a MEDCAC meeting on

 23  evidentiary characteristics for CED in 2012

 24  before updating its existing CED guidance.  We

 25  said then that the medical device industry has

�0096

 01  long supported the use of sound evidence to

 02  inform medical practice.  We also said we'd

 03  become concerned with a CMS decision that

 04  requires CED in order to allow certain Medicare

 05  beneficiaries access to medical technology as

 06  significant requirements for manufacturers and

 07  providers.  These statements hold true today.

 08           Today's MEDCAC meeting centers around

 09  a recent AHRQ report updating these criteria.

 10  We submitted specific comments on the draft

 11  AHRQ report last year, and we also provided

 12  those comments to CMS in advance of this

 13  MEDCAC.  Our comments today reflect more

 14  overarching concerns regarding the potential

 15  implications for future CMS coverage decision

 16  making.

 17           For example, in the context of the

 18  forthcoming transitional coverage for emerging

 19  technologies (break in audio) proposed

 20  regulation.  AdvaMed supports policy and policy

 21  improvements that will result in a predictable

 22  pathway to Medicare coverage for new medical

 23  devices and diagnostics.  Advancing access to

 24  technologies that improve health outcomes for a

 25  wide array of Medicare beneficiaries is also
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 01  critical to insuring CMS's goal of advancing

 02  health equity.  We have often said that CEDs

 03  should be used to expand, not restrict

 04  coverage.

 05           AdvaMed has advocated for a coverage

 06  pathway for emerging technologies that is

 07  separate and distinct from the existing NCD

 08  with CED process.  Therefore, any evidence

 09  generation required under TCET should insure a

 10  least burdensome approach distinct from the NCD

 11  with CED process that insures timely access to

 12  new and innovative technologies.

 13           With respect to CED, when an

 14  additional data collection is deemed necessary,

 15  the process must involve cooperation between

 16  CMS and its stakeholders such as medical device

 17  companies, to identify data collection

 18  objectives, appropriate study endpoints, and

 19  the duration of data collection.  Whenever

 20  possible, such policies must minimize

 21  administrative burden.

 22           We reiterate previous comments to CMS

 23  that when Medicare coverage is contingent on

 24  collection of additional clinical or scientific

 25  evidence beyond FDA requirements, CMS should,
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 01  one, collaborate with stakeholders to clearly

 02  identify the data collection objectives; two,

 03  consider the minimum data necessary to achieve

 04  those objectives; three, clearly identify with

 05  input from interested stakeholders,

 06  scientifically supported study endpoints and

 07  the duration of data collection in advance,

 08  including clear stopping rules for data

 09  collection under CED; and four, identify an

 10  appropriate mechanism to insure continuous

 11  coverage of an item or service after the CED

 12  ends to support the structure and coverage to

 13  continue to allow Medicare beneficiaries to

 14  benefit from important FDA-approved

 15  technologies and services until a new or

 16  revised coverage determination is issued.

 17           Additionally, if a CED provides

 18  evidence supporting a new innovation or service

 19  as reasonable and necessary, Medicare's

 20  coverage policy should be updated in a timely

 21  manner to reflect those outcomes, at the same

 22  time minimizing additional administrative

 23  burden and simplifying program requirements

 24  where possible.

 25           Again, AdvaMed submitted more detailed
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 01  comments to AHRQ on its draft CED report, and

 02  appreciates that the final report reflects

 03  several of those comments.  We believe that

 04  CMS's decision about coverage criteria and the

 05  CED process should be clear and should not

 06  result in delayed access to promising medical

 07  technologies.  We appreciate the opportunity to

 08  discuss this important issue and we welcome

 09  further discussion.  Thank you.

 10           DR. ROSS:  Thank you for your

 11  comments.  The next speaker is William Padula.

 12           DR. PADULA:  Hi, Dr. Ross, can you

 13  hear me okay?

 14           DR. ROSS:  Yes, I can, thank you.

 15  Five minutes.

 16           DR. PADULA:  Thank you.  My name is

 17  William Padula, I'm a professor of health

 18  economics at University of Southern California

 19  and the Schaeffer Center for Health Policy and

 20  Economics.  I am speaking on behalf of myself

 21  and colleagues Dan Goldman, Joe Grogan and

 22  Barry Widen, and our views expressed in this

 23  panel don't necessarily reflect the views of

 24  USC or the Schaffer Center.

 25           I want to explain that.  We're
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 01  experienced clinical and economic researchers

 02  with policy insights that we believe through

 03  our recommendations and comments today could

 04  incentivize technological innovation that will

 05  ultimately improve health outcomes for

 06  patients, but concern us that study design

 07  requirements of CED in some ways run counter to

 08  the goals of providing coverage, collecting

 09  clinical evidence, incentivizing innovation and

 10  incorporating a patient perspective.  It

 11  concerns me that increased requirements would

 12  compound the barriers that innovative

 13  technologies face to access healthcare markets.

 14           What we want to start off with that I

 15  believe is most important as well, is the fact

 16  that the patient perspective could be better

 17  recognized and highlighted through the CED

 18  program.  So we recommend that AHRQ and CMS

 19  consider prioritizing requirements in order of

 20  importance and allowing sponsors of CED studies

 21  the ability to remain flexible to the less

 22  important criteria.  In alignment with the

 23  CMS's mission, put patients first.  CMS should

 24  prioritize study design elements that are

 25  focused on a patient population that the
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 01  technology or therapy is designed to treat,

 02  including over sampling for underrepresented

 03  populations.

 04           Therefore, there are two study

 05  requirements under consideration that deserve

 06  special priority.  First is the prioritization

 07  of measurement of outcomes that are reported to

 08  patients.  And second is establishment of an

 09  evidentiary threshold that is consistent with

 10  patient values.

 11           Now I want to move on to some specific

 12  amendments for the requirements, and the first

 13  being in outcome measures.  Outcomes -- this is

 14  part I if you're curious -- outcomes should be

 15  limited to those that are of high importance to

 16  the target patient population.  And we actually

 17  agree with Dr. Jodi Segal's earlier suggestion

 18  of thinking of these as net benefits, not just

 19  the positive, but the negative consequences

 20  that matter to patients as well to be reduced

 21  in burden, so based on quantitative evidence of

 22  patient preferences with risk and benefits.

 23           The second issue regarding study

 24  design, or part D among the amendments, our

 25  comment here is evidentiary thresholds for
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 01  outcomes should be set by the target patient

 02  populations themselves based on quantitative

 03  evident of patient preference, elicitation, and

 04  tolerance for uncertainty.

 05           The third matter is regarding

 06  transparency.  We believe that high priority

 07  final amendment requirements are related to E,

 08  P and Q.  Our comments here are that a

 09  description of the study should be registered

 10  at clinicaltrials.gov, I believe that was

 11  mentioned earlier.  The results should be

 12  published, submission to peer review is not

 13  sufficient, the peer review process should be

 14  completed and lead to a publication of these

 15  results.  And thirdly, that taxpayer funded

 16  data collection mandates should require that

 17  the identified data be made publicly available

 18  as soon as ethically and reasonably possible.

 19           My last point for comment is that we

 20  reflect on reducing budgets and these

 21  recommended requirements should be optional,

 22  that is with regard to K, L, M, M and L.  We

 23  want to comment that studies should be least

 24  burdensome, I believe Ms. Burke mentioned that

 25  in her previous comments right before me, and
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 01  evidentiary requirements should be limited to

 02  unanswered questions related to CMS

 03  jurisdiction that is reasonable and necessary,

 04  as opposed to simply looking at endpoints of

 05  safety and efficacy.

 06           So in conclusion, my colleagues and I

 07  believe that the importance of CED effort by

 08  CMS and AHRQ is important and noteworthy.  CMS

 09  coverage of health technology impacts payer

 10  trends globally, not just in the United States,

 11  so if CED doesn't work as intended,

 12  manufacturers do not have a clear roadmap for

 13  translating research into market assets,

 14  ultimately patients lose, as you've heard some

 15  patients comments so far today, that when they

 16  don't have access, they can't get treated to

 17  get better.

 18           CED study design requirement should be

 19  least burdensome for the manufacturer adjusting

 20  for the safety of patients.  What we want to

 21  know from other researchers at Johns Hopkins,

 22  Caleb Alexander and colleagues, that clinical

 23  trials cost upwards of $20 million per trial.

 24  Alternative methods for clinical research that

 25  include real-world evidence as Dr. Segal
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 01  mentioned earlier, makes clinical research more

 02  affordable, especially for smaller

 03  manufacturers that seek to enter these markets.

 04           The final comment here is that in our

 05  field like what the Schaeffer Center represents

 06  in health policy and economic research, is

 07  prepared to conduct innovative affordable

 08  comparative effectiveness research and adjacent

 09  economic research to help innovative

 10  manufacturers achieve market access through CED

 11  under these amendments.  I'd like to thank the

 12  panel for their time, and turn it back over.

 13           DR. ROSS:  Thank you for your

 14  comments.  One more speaker in the open phase

 15  before the presentations, that is Yajuan Lu.

 16           MS. LU:  Yeah, thank you, Dr. Ross,

 17  Yajuan Lu.  Good afternoon, everyone, it's a

 18  great pleasure to be here.  I am the director

 19  of corporate research and health policy at

 20  Boston Scientific, and it's one of the world's

 21  largest companies dedicated to developing,

 22  manufacturing and marketing innovative

 23  therapies.  Boston Scientific supplies many

 24  devices and technologies to provide Medicare

 25  beneficiaries high quality care in many areas,
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 01  so we have had experience, really extensive

 02  experience with the CED program since its

 03  creation, and we're really pleased to have the

 04  opportunity to provide input based on that

 05  really direct experience.

 06           We believe that CED provides a

 07  valuable appropriate pathway for Medicare

 08  coverage for certain technologies and we agree

 09  with many of AHRQ's recommended modifications.

 10  In considering AHRQ's recommended modifications

 11  to the CED criteria, Boston Scientific believes

 12  first and foremost that that evidence

 13  generation should be designed to insure that an

 14  appropriate level of rigor is used to address

 15  the specific questions and support Medicare

 16  beneficiaries' access to innovative technology

 17  to improve health outcomes.

 18           Specifically, we support the final

 19  report requirement C, the rationale for the

 20  study is supported by scientific evidence and

 21  the study results are expected to fill the

 22  specific knowledge gaps and provide evidence of

 23  net benefit, as well as amended at the final

 24  report, the final proposed requirement D,

 25  sponsors/investigators establish an evidentiary
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 01  threshold for the primary outcomes so as to

 02  demonstrate clinically meaningful differences

 03  with sufficient precision, with the following

 04  additions to the CED.

 05           We further recommend that

 06  manufacturers and CMS should look at existing

 07  evidence and collaboratively give out a

 08  specific evidence gathering strategy to address

 09  the specific gaps CMS and the manufacturer

 10  identify within the existing evidence base.

 11  The subsequent plan should be designed to

 12  evaluate and provide evidence regarding the

 13  effectiveness of the technology in the Medicare

 14  population.  While the evidence plan would not

 15  require a specific type of study, for example a

 16  randomized control trial, it would include a

 17  research method rigorous enough to evaluate the

 18  technology's effectiveness in the Medicare

 19  population.  We believe criteria C and D should

 20  explicitly reflect these principles.

 21           One of the key challenges we have here

 22  with the program is the lack of a definitive

 23  timeline or process to decide when sufficient

 24  data has been collected to reach a coverage or

 25  a non-coverage decision.  The lack of,
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 01  uncertainty on the duration of the studies adds

 02  to unpredictability for manufacturers, creating

 03  delays in access for patients and providers.

 04           We completely agree with one of

 05  Dr. Segal's suggestions earlier today for

 06  continued evaluation of the CED final proposed

 07  requirements, for the quality and strength of

 08  the evidence generated is the ultimate test of

 09  the effectiveness of these requirements in

 10  order for CMS to reach a timely decision.  In

 11  order to facilitate to achieve this objective,

 12  we encourage CMS to develop a process through

 13  which the clinical team, manufacturers and CMS,

 14  could collaboratively identify and decide on

 15  the endpoint of the studies once sufficient

 16  evidence has been collected.

 17           For example, Boston Scientific's

 18  Watchman atrial appendage closure system has

 19  been covered under NCD 20.34 since February of

 20  2016.  Watchman LAAC has been extensively

 21  researched with ten clinical trials completed

 22  and more than 200,000 devices implanted in

 23  patients, the vast majority of whom are

 24  Medicare age.  The clinical trials have

 25  consistently demonstrated the product's safety,
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 01  effectiveness, and low adverse events.  Despite

 02  the significant clinical evidence available,

 03  the NCD for LAAC has been in place for over six

 04  years and it remains unclear when the CED will

 05  end.  We believe a process that establishes a

 06  clear endpoint for sufficient evidence and data

 07  collection under CED would benefit all

 08  stakeholders.

 09           In conclusion, Boston Scientific

 10  appreciates the opportunity to offer our input

 11  to the CED evidence generation criteria and the

 12  overall preventive line.  We look forward to a

 13  continued partnership with CMS and the other

 14  interested stakeholders to improve the program.

 15  Thank you very much for all your time.

 16           DR. ROSS:  Thank you for your

 17  comments.  Now before we move to the

 18  presentations portion, I just want to check

 19  again whether Donnette Smith is now able to

 20  make public comment.

 21           MS. SMITH:  I'm here, yes.

 22           DR. ROSS:  Great.  You have five

 23  minutes.

 24           MS. SMITH:  I apologize for that.

 25           DR. ROSS:  Oh, don't worry.
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 01           MS. SMITH:  Hello, everyone.  My name

 02  is Donnette Smith and I serve as the current

 03  chair of the board of directors at Heart Valve

 04  Voice US.  Heart Valve Voice US is a

 05  patient-led organization that exclusively

 06  focuses on improving the diagnosis, treatment

 07  and management of heart valve disease by

 08  advocating for early detection, meaningful

 09  support and timely access to appropriate

 10  treatment for all people affected.  Heart Valve

 11  US receives funding from industry, Abbott,

 12  Medtronic and Edwards Life Sciences for

 13  non-branded health education and advocacy on

 14  heart valve disease.

 15           Professionally, I had a 30-year career

 16  in civil service as a technical writer, editor

 17  with the U.S. Army Research, Development and

 18  Engineering Command at Redstone Arsenal,

 19  Alabama at the George C. Marshall Space Flight

 20  Center.  I have been a patient advocate on the

 21  local, state and national level, and the reason

 22  I do all I can to help educate others about

 23  heart disease is because I have been a member

 24  of the heart community my entire life.

 25           My journey with heart valve disease
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 01  began with a bicuspid value, aortic stenosis

 02  and an enlarged heart.  I had valve replacement

 03  surgery in June 1988, again in May 1993 and

 04  again in March 2010, and I received a TAVR, or

 05  transcatheter aortic valve replacement in

 06  December of 2020.  When TAVR was approved by

 07  the FDA in 2011, it was reported that for older

 08  adults who were too frail to withstand

 09  traditional open heart surgery found improved

 10  outcomes with shorter hospital stays and

 11  recovery times, and better quality of life

 12  measures.

 13           I was able to access TAVR because I

 14  was privileged to have exceptional access to

 15  the best health care and the financial

 16  resources to pursue it.  Most Medicare

 17  beneficiaries are not as lucky.  Medicare only

 18  covers TAVR for Medicare beneficiaries with

 19  severe systematic aortic stenosis who consent

 20  to participate in the TVT registry.

 21           The TVT registry is a clinical study

 22  and it must adhere to the study criteria you

 23  are reviewing today.  In general, the TVT

 24  scales, which can take a year or more to set

 25  up, and coverage for the new treatment is
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 01  unlikely during that time.  With TAVR, the

 02  studies compare the group to patients who

 03  receive open heart surgery.  Even when patients

 04  can have a less invasive TAVR procedure, a

 05  current number, a certain number must be placed

 06  in the open heart group, and the TVT registry

 07  requires informed consent, which can be a

 08  deterrent for folks who don't like the idea of

 09  being required to enroll in a clinical study to

 10  receive access to it, especially people of

 11  color who may have a strong mistrust in

 12  clinical research like the one for TAVR, which

 13  goes far beyond what the FDA requires on the

 14  device label.  In the case of TAVR, residual

 15  volume requirements for TAVR, SAVR and PCI shut

 16  out smaller less resource settings, providers

 17  and communities from participation up and

 18  around $10,000 yearly acknowledge, and if asked

 19  how you know, that's what they told us when we

 20  called them and asked them.

 21           In November 2020 an article published

 22  in the Journal of the American College of

 23  Cardiology on TAVR TVT registry reported that

 24  significant disparities in access persist.  In

 25  2019, 92 percent of patients that received TAVR
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 01  were white, only four percent were black, 1.4

 02  percent were Asian, and five percent were of

 03  Hispanic or Latino ethnicity.  The same report

 04  acknowledges that it took eight years before

 05  TAVR became available to Medicare beneficiaries

 06  in all 50 states.

 07           The TVT registry reports that 72,991

 08  patients received TAVR in 2019, which sounds

 09  like a high level of success, but a 2017

 10  article in the American Heart Association

 11  Journal, Circulation, Cardiovascular Cause and

 12  Outcomes estimates that number of U.S. patients

 13  with severe systematic aortic stenosis eligible

 14  for TAVR is 235,932 per year, and of that high

 15  risk is 111,205, intermediate is 34,991, and

 16  low risk is 89,736.  So only an estimated 31

 17  percent of those eligible for TAVR in the U.S.

 18  receive it, continuing the theme that seven in

 19  ten patients are not getting the help they

 20  should.

 21           This is a life or death issue.

 22  Without aortic valve replacement, patients with

 23  symptomatic severe aortic stenosis have a 50

 24  percent mortality risk at two years.  The fact

 25  that there is still a CED in place for TAVR
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 01  raises urgent questions.  If we as patients

 02  don't speak up, we will never see the changes

 03  in health care that we want and need.  I am a

 04  voice for those who won't or can't speak for

 05  themselves.  Thank you.

 06           DR. ROSS:  Thank you for your

 07  comments.  The next speaker, who has a

 08  presentation, is Beena Bhuiyan Khan.  You have

 09  five minutes.

 10           MR. KHAN:  Thank you.  Good afternoon.

 11  My name is Beena Bhuiyan Khan, I'm assistant

 12  research director at the Duke Margolis Center

 13  for Health Policy, I thank you for the

 14  opportunity to present.  Next slide.

 15           I have no disclosures.  Next slide.

 16           The Margolis Center for Health Policy

 17  is part of Duke University and as such it

 18  honors the tradition of academic independence.

 19  Next slide.

 20           The center's mission is to improve

 21  health, health equity, and the value of health

 22  care through practical, innovative, and

 23  evidence-based policy solutions.  Next slide.

 24           Coverage with evidence development or

 25  CED was implemented to facilitate access to
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 01  therapies with outstanding evidentiary

 02  questions.  The current evidence requirements

 03  reflect an opportunity to build on previous

 04  steps to clarify the scope, requirements and

 05  evidentiary expectations of CED studies, as

 06  well as improving the overall process to be

 07  more transparent, predictable and timely.  Next

 08  slide.

 09           This panel's convened during ongoing

 10  discussions about modernizing Medicare coverage

 11  processes for the growing number of novel

 12  technologies which may not have sufficient

 13  evidence for Medicare coverage at the time of

 14  FDA approval.  Continued evidence development

 15  can inform the value of such technologies,

 16  which underscores the importance of CED and the

 17  discussions today.  Next slide.

 18           Concurrent with the growing pace of

 19  medical innovation are the growing number, the

 20  growing importance of real-world evidence for

 21  evaluating health outcomes for Medicare

 22  beneficiaries.  Novel real-world evidence

 23  generation methods may be an efficient way to

 24  substantiate this concept of appropriate for

 25  use in Medicare beneficiaries in Medicare's
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 01  longstanding definition of reasonable and

 02  necessary.  The proposed requirements will

 03  support innovation in real-world evidence

 04  generation strategies that support

 05  fit-for-purpose studies, allowing CMS to

 06  reevaluate appropriate coverage in a

 07  predictable, transparent and timely manner.

 08  Next slide.

 09           As cited by the AHRQ report, the Duke

 10  Margolis springboard for the rigorous treatment

 11  of evidence states that real-world evidence

 12  must be reliable, relevant and of high quality

 13  to be inclusive.  CED studies that meet these

 14  criteria will allow CMS to determine if a

 15  product is performing as expected in real-world

 16  settings and in the intended Medicare

 17  subpopulations.  The proposed requirements on

 18  data generalizability, robustness, completeness

 19  and accuracy are important additions to ensure

 20  data relevancy and quality, and will help

 21  investigators design rigorous studies that will

 22  allow CMS to confidently interpret results.

 23           Finally, the proposed requirements

 24  targeting data validity, relevancy and accuracy

 25  will contribute to the degree of confidence
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 01  that CMS can derive from study results.  A key

 02  element of data relevance is collecting data

 03  that is representative and generalizable, and

 04  will support CMS's goals of ensuring

 05  generalizability to the Medicare population.

 06  Next slide.

 07           Oh, next slide, sorry.  Oh, sorry, go

 08  back one slide.  Understanding how a technology

 09  performs in usual sites of care is important

 10  for CMS to determine the appropriateness of a

 11  technology.  The proposed requirements allow

 12  CMS to set provider, site or patient criteria

 13  when patient safeguards are needed.

 14  Additionally, the requirements will allow for

 15  data collection to reflect changes in sites of

 16  care and intended populations over time, wider

 17  variability and experience with the technology,

 18  and differential data collection capabilities

 19  across sites of care.  Ultimately, the proposed

 20  requirements allow CMS to establish standards

 21  for use of novel real-world data sources.  Next

 22  slide.

 23           In order to reduce patient, provider

 24  and sponsor burden, postmarket studies could be

 25  designed to meet both FDA and CMS data
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 01  collection requirements, which could be

 02  achieved through early engagement across

 03  sponsors and both agencies.  Investigators may

 04  need additional guidance from CMS on outcomes

 05  of interest and study duration to plan an

 06  effective study that would generate the types

 07  of evidence that CMS would need to ultimately

 08  end a CED.  The proposed requirements will

 09  support early engagement between CMS, sponsors,

 10  FDA and other stakeholders, ultimately allowing

 11  CMS to efficiently identify evidence gaps,

 12  provide guidance on study design, and complete

 13  the whole process in a timely predictable

 14  manner.  Next slide.

 15           Finally, the proposed requirements on

 16  protocol communication will benefit from

 17  adequate resources to ensure that CMS has the

 18  capacity to engage with stakeholders and

 19  provide guidance on the CED studies.  Next

 20  slide.

 21           Thank you very much for your time and

 22  attention.

 23           DR. ROSS:  Thank you for your

 24  comments.  The next speaker is Brian Carey.

 25           MR. CAREY:  Good afternoon and thank
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 01  you.  Brian Carey speaking on behalf of the

 02  Medical Imaging and Technology Alliance.  Next

 03  slide.

 04           I'm an attorney at Foley Hoag and

 05  represent MITA which, many of the members

 06  manufacture medical devices or imaging devices

 07  and will be financially impacted by the

 08  discussions today.  Next slide.

 09           We want to thank CMS and the MEDCAC

 10  for the opportunity to present at this meeting

 11  today, and to share our thoughts on the

 12  analysis of the requirements for CED, and I'll

 13  discuss in this presentation, MITA has been

 14  involved with CED programs since the beginning

 15  of the policy, and we think we have some

 16  experience this year as the Agency looks at

 17  refining the evidentiary requirements.

 18           Additionally, our main view is that

 19  CED should really only be used when it's going

 20  to expand Medicare access to new technologies

 21  for its beneficiaries, and we have several

 22  specific points that we will go through, and

 23  echo many of the points we've heard from other

 24  speakers when they were focusing on the process

 25  of moving from a CED study to full coverage,
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 01  looking at outcome measures that are

 02  appropriately diagnostic, and limiting CEDs to

 03  a certain duration.  Next slide.

 04           As noted, CMS has had PET imaging

 05  agents in CED studies going back to the

 06  beginning of the program in 2005, and MITA and

 07  its members have been sponsors and contributors

 08  to those programs starting first with the

 09  National Oncologic PET Registry and constantly

 10  now with the IDEAS imaging study for

 11  Alzheimer's.  Next slide.

 12           One of our key focuses is really on

 13  looking at expanding access through the CED and

 14  a specific point we wanted to raise is that the

 15  current policy is limiting coverage to only

 16  beneficiaries enrolled in those clinical

 17  trials, which really does restrict access, and

 18  so one of the ideas that MITA supports with

 19  other stakeholders is really allowing coverage,

 20  both for study participants in the CED, but

 21  also outside the CED.  Next slide.

 22           We're also very focused based on our

 23  experience of streamlining the process of

 24  moving from a national coverage determination

 25  requiring CEDs, to getting the CED studies
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 01  approved and up and running, and then

 02  ultimately having the data reviewed through a

 03  reconsideration process, and moving towards

 04  full coverage.  If we could move to the next

 05  slide?

 06           We have, this is a case study, the

 07  current CED for beta amyloid for the detection

 08  of Alzheimer's disease that MITA members and

 09  others have been working on with CMS for the

 10  past ten years, and we're just contending NCD

 11  reconsideration and the process has taken a

 12  long time, there's been a lot of data reviewed,

 13  it's produced and been published, and really

 14  having some set timelines and guidance on how

 15  items would move from CED to full coverage is

 16  helpful.  Next slide.

 17           In terms of specific study elements

 18  that AHRQ and Hopkins had looked at, I think

 19  the three main points we wanted to really raise

 20  are when looking at outcome requirements for

 21  diagnostic technologies it should really focus

 22  on impact on patient management.  I also wanted

 23  to raise the issue of when randomized control

 24  trials would be necessary, versus prospective

 25  registries, and incorporate real-world
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 01  evidence, realizing that randomized control

 02  trials can raise ethical issues and also

 03  ethical treatment of coverage among

 04  beneficiaries.

 05           And then the final point really builds

 06  on the last presentation, it's really moving

 07  towards more opportunities to incorporate

 08  real-world evidence through claims data from

 09  electronic health records and other systems to

 10  streamline the CED process that will also allow

 11  a broader benefit for populations to be covered

 12  in CED studies and outside of the CED studies.

 13           So we thank the panel for your

 14  consideration of this and your work during this

 15  MEDCAC hearing.  Thanks very much.

 16           DR. ROSS:  Thank you for your

 17  comments.  The next presenter is Cathy Cutler.

 18           DR. CUTLER:  Good morning, or good

 19  afternoon depending on where you are.  I --

 20           DR. ROSS:  I'm sorry to interrupt.

 21  Can you go on video?  Oh, there you are.

 22           DR. CUTLER:  All right, I think we got

 23  it now, thank you.

 24           DR. ROSS:  Yes, five minutes, thank

 25  you.
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 01           DR. CUTLER:  Yes.  So I am actually

 02  speaking on behalf of the Society of Nuclear

 03  Medicine and Molecular Imaging.  Next slide

 04  please.

 05           So I'm actually a researcher that

 06  works at Brookhaven National Laboratory, I'm

 07  the head of their isotope program there.  I'm

 08  also the vice president-elect of the Society of

 09  Nuclear Medicine and Molecular Imaging.  This

 10  is an international professional society that

 11  represents over 15,000 members that are made up

 12  of physicians, technologists and scientists who

 13  set the practice guidelines for nuclear

 14  medicine, and I have no conflicts.  Next slide

 15  please.

 16           So SNMMI appreciates CMS's commitment

 17  to transparency in decision making related to

 18  coverage with evidence and national coverage

 19  determinations.  We strongly urge the MEDCAC to

 20  recommend that CMS allow targeted and

 21  real-world evidence collection to satisfy CED

 22  requirements.  Most importantly, we urge the

 23  MEDCAC to recommend that CMS include

 24  terminating any CED requirements that at the

 25  time that a CED NCD is created, and evaluate
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 01  each NCD with CED every five years to determine

 02  whether the CED should remain in place or

 03  should be retired.  Next slide please.

 04           As pointed out by many others during

 05  these talks, there have been 27 therapies that

 06  have been subject to CED since 2005.  Six have

 07  achieved coverage or the coverage has been

 08  covered discretionary.  CMS has not set

 09  guidelines for duration of CED or timelines for

 10  reconsideration which, we were disappointed to

 11  see that that did not occur here.

 12           CED can inappropriately restrict

 13  access to new and emerging technologies.  For

 14  some therapies, CMS has combined CED for

 15  specific indications with very broad

 16  non-coverage indications.  Use of technology

 17  can evolve rapidly in ways that are difficult

 18  for physicians or CMS to see at the time.

 19  Broad CED NCDs can limit coverage for new uses

 20  that were not conceived of at the initial time

 21  CED was considered.  CED criteria may not be

 22  appropriate to other uses and therefore, use of

 23  CED can stifle innovation in emerging

 24  technologies as well as patient access.

 25           CMS has established a process to
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 01  remove NCDs that no longer reflect current

 02  practice, and we commend CMS for earlier

 03  removing the NCD for non-oncological PET.

 04  Removal typically allows for coverage of

 05  technology at the discretion of Medicare

 06  contractors.  It's unclear whether or how this

 07  standard could be applied to CED NCDs.  Next

 08  slide please.

 09           Nuclear medicine studies account for

 10  almost 15 percent of current CED NCDs.  As

 11  pointed out, there's one for beta amyloid

 12  positron emission tomography in dementia and

 13  neurodegenerative diseases, FDG PET and other

 14  neuroimaging devices for dementia, and sodium

 15  fluoride PET for bone metastasis.  As you can

 16  see, the effective dates for these range

 17  anywhere from 2004 to most recently in 2013,

 18  showing a long timeframe that these have been

 19  in effect.  Although multiple requests have

 20  been made to CMS to retire these, there's been

 21  little response to allow these to coverage with

 22  MAC discretion.  Next slide please.

 23           So sodium fluoride PET was originally

 24  for the imaging of bone to define areas of

 25  altered osteogenic activity.  NCD 20.6.19
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 01  limits coverage of PET to identify bone

 02  metastasis to try to answer the following

 03  questions:  Whether there will be a change to a

 04  more appropriate palliative care; a change in

 05  patient management to more appropriate curative

 06  care, improved quality of life or improved

 07  survival.  All other uses in clinical

 08  indications for sodium fluoride PET are

 09  nationally noncovered.  Recent studies have

 10  been detecting activity related in tears in the

 11  outer wall of the aorta and managing patients

 12  with acute aortic syndrome.  No ongoing studies

 13  are practical and the result is permanent

 14  non-coverage for an important imaging modality.

 15  Next slide please.

 16           SNMMI asks that MEDCAC recommend that

 17  CMS not apply blanket non-coverage for an item

 18  that is not subject for NCD indications other

 19  than those that are subject for the NCD;

 20  establish specific criteria as to when CED will

 21  end; ensure that NCDs and criteria are designed

 22  to allow outstanding questions to be addressed

 23  with minimal burden on providers and

 24  manufacturers; review CEDs every five years and

 25  reach out to stakeholders for comments on the
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 01  continuing need for CED, to analyze are these

 02  ongoing trials or will there be future trials

 03  to ensure that the CED will be retired with

 04  coverage of the item being left to the MAC.

 05           And on that, I thank you for the time

 06  to speak today.

 07           DR. ROSS:  Thank you for your

 08  comments.  The next speaker is Lindsay

 09  Bockstedt.  Lindsay, are you --

 10           MS. BOCKSTEDT:  I am here, I'm just

 11  having -- my computer is very slow so just one

 12  moment please.

 13           DR. ROSS:  No problem.  Please do come

 14  up on video.

 15           MS. BOCKSTEDT:  That's what I'm trying

 16  to do.  One moment.  I am getting an error

 17  message about not being able to start video.

 18  Is it okay if I proceed without that, or should

 19  I go --

 20           DR. ROSS:  Actually, we're going to

 21  end this meeting to move one speaker to the

 22  next session anyway, so maybe you can fix this

 23  and then be the first speaker at 1:20, if

 24  you're available.

 25           MS. BOCKSTEDT:  That's fine.
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 01           DR. ROSS:  Ralph Brindis, if you're

 02  available?

 03           DR. BRINDIS:  I'm here but I need my

 04  presentation.

 05           DR. ROSS:  Great.  We'll bring it up

 06  please, and you have five minutes.

 07           DR. BRINDIS:  Hello.  I'm Ralph

 08  Brindis, I'm a cardiologist and clinical

 09  professor of medicine at UCSF, a former MEDCAC

 10  member, and here presenting for the American

 11  College of Cardiology and the National

 12  Cardiovascular Data Registry.  Next slide

 13  please.

 14           Here are my disclosures.  Next slide

 15  please.

 16           CED is an extremely powerful mechanism

 17  offering tremendous value to payers,

 18  clinicians, but most importantly our patients.

 19  CED has been demonstrated to be an ingenious

 20  technique, allowing the diffusion of diverse

 21  innovative cardiovascular technology and

 22  services into the marketplace, while

 23  simultaneously promoting timely clinical safety

 24  and effectiveness evaluations.  ACC supports

 25  the use of CED to provide Medicare
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 01  beneficiaries with prompt access to new

 02  technologies and services when early evidence

 03  suggests but does not yet convincingly

 04  demonstrate the net benefits for beneficiaries.

 05  Next slide.

 06           Registries such as ACC's NCDR provide

 07  a valuable cost effective mechanism to help

 08  provide, meet the needs for CED evaluation,

 09  while also fostering improvements in the

 10  quality of care.  CED-mandated registry

 11  participation, when appropriate, promotes a

 12  powerful national research and data collection

 13  infrastructure for large patient populations,

 14  allowing assessment of treatment in relatively

 15  modest-sized patient subgroups not well suited

 16  for RCTs, but certainly present in Medicare

 17  beneficiaries.  Next slide.

 18           The National Cardiovascular Data

 19  Registry is the largest most comprehensive

 20  outcomes-based cardiovascular registry in the

 21  world.  We have eight registries, two

 22  collaborations, 95 million patient records and

 23  25 years of experience.  Next slide.

 24           Here's a graphic of our current state

 25  of registry operations, started with our
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 01  Cath PCI registry in 1998.  Next slide please.

 02           When you look at our registry scope,

 03  one appreciates that we have three registries

 04  that are either prior or currently meeting CED

 05  evaluation criteria, including our EP device

 06  implant registry, our STS/ACC TVT transcatheter

 07  valve registry and our LAAO left atrial

 08  appendage occlusion procedure registry.  Next

 09  slide please.

 10           The NCDR data serves many purposes for

 11  many stakeholders, helping with quality and

 12  performance improvement, evidence-based

 13  medicine, reimbursement, research,

 14  surveillance, performance monitoring, state and

 15  federal QI, and public reporting.  Next slide

 16  please.

 17           From our longitudinal ICD registry,

 18  these are three studies showing CED examples

 19  helping CMS assess what is necessary and

 20  reasonable subgroups not well evaluated in any

 21  randomized clinical trials for ICD

 22  implantation.  Next slide please.

 23           In our STS/ACC TVT registry looking at

 24  TAVR, Mitral and TEER, we've assessed for CMS

 25  valve in valve therapy, bicuspid valve therapy,
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 01  the use of anticoagulants in patients with

 02  atrial fibrillation, the use of TAVR in

 03  patients with renal insufficiency, and

 04  evaluations of frailty indices and geographic

 05  access.  Next slide.

 06           In terms of our LAAO registry we've

 07  been looking at clinical outcomes, patient

 08  level analysis and procedural safety, sex

 09  differences in procedural outcomes, clinical

 10  impact of residual leaks, and the use of

 11  antithrombotic therapy post procedure in

 12  patients with atrial fibrillation.  Next slide

 13  please.

 14           In terms of our analysis of the

 15  proposals, we've had the opportunity to review

 16  the proposed requirements for CED from the AHRQ

 17  draft report.  We're supportive of many of the

 18  proposed updates and we support modernizing the

 19  criteria to promote increased transparency and

 20  replicability.  However, while the proposed

 21  criteria tends to do this, some of the proposed

 22  measures also add undue burden and cost that

 23  would create barriers to access novel

 24  therapeutics and hinder the collection of

 25  real-world evidence.
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 01           The NCDR is well positioned to play an

 02  active role in any future CED mandate.  Moving

 03  forward, it's essential that CED programs

 04  continue to be designed collaboratively with

 05  input from all relevant stakeholders, including

 06  clinical experts, professional societies and

 07  patient groups that are most likely to provide

 08  and receive the services in question.  Next

 09  slide please.

 10           DR. ROSS:  Please wrap up your

 11  comments.

 12           DR. BRINDIS:  And we would encourage

 13  both the panelists and CMS to review our

 14  in-depth letter and our in-depth comments

 15  related to the 17 voting questions.  Thank you

 16  very much.

 17           DR. ROSS:  Thank you for your

 18  comments.

 19           So we are right at 12:50, which is our

 20  opportunity to break for lunch which will got

 21  for 30 minutes until 1:20 eastern.  At that

 22  time we'll come back, Lindsay Bockstedt will

 23  have her opportunity to make public comments

 24  for five minutes, and then we have three

 25  individuals who have identified themselves to
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 01  speak during the open public comment period,

 02  and each will have one minute.

 03           After that, just a reminder to every

 04  committee member, we will then have the

 05  opportunity to ask questions to any and all

 06  presenters.  I want to thank all the presenters

 07  who offered to speak today on behalf of

 08  themselves and their organizations, it's very

 09  valuable to have their input.

 10           So enjoy your lunch and I'll see

 11  everybody at 1:20 eastern.

 12           (Lunch recess.)

 13           DR. ROSS:  Welcome back, everybody.

 14  So just as a reminder, we're going to continue

 15  with one last presentation from our scheduled

 16  public speakers, Lindsay Bockstedt will have

 17  five minutes, and then we will turn to our open

 18  public comments where each individual who had

 19  signed up today to make public comments will be

 20  given one minute.

 21           So Lindsay Bockstedt, the floor is

 22  yours.  Five minutes please.

 23           MS. BOCKSTEDT:  Thank you, good

 24  afternoon.  My name is Lindsay Bockstedt and I

 25  am vice president of health economics and
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 01  outcomes research at Medtronic.  Thank you for

 02  the opportunity to present today on the

 03  criteria for coverage with evidence

 04  development, and also the flexibility given the

 05  technical issues earlier.  My disclosures are

 06  included in the next slide.  In summary, I am

 07  an employee and shareholder of Medtronic.  Next

 08  slide please.

 09           First, Medtronic has a long history of

 10  working with CMS to generate meaningful

 11  evidence under CED for a variety of therapies

 12  including implantable cardiac defibrillators,

 13  transcatheter valves and leadless pacemakers.

 14  Each of these CED programs, two of which are

 15  still ongoing, have had different approaches to

 16  evidence generation, different study designs,

 17  data collection mechanisms and study sponsors.

 18  These CED programs ranged from registries to

 19  traditional clinical data collection, to

 20  observational studies using Medicare claims

 21  data to enroll patients and observe clinical

 22  outcomes.

 23           It is with this experience that

 24  Medtronic commends CMS on the flexibility,

 25  engagement and recent innovative approaches to
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 01  CED, with the goal of balancing access to these

 02  new technologies and the need for additional

 03  evidence generation.  As exemplified in the

 04  leadless pacemaker NCD and its associated

 05  CMS-approved CED studies, CMS has embraced this

 06  innovative approach to CED with the need for

 07  other data, in this case Medicare claims data

 08  linked to manufacturer data is used to guide

 09  real-world evidence and clinical outcomes

 10  associated with leadless pacemakers in the

 11  Medicare population, including a comparative

 12  analysis to transvenous pacemakers.

 13           Not only are these studies relying on

 14  real-world data, specifically existing

 15  secondary data and generating high quality

 16  evidence, but they are also minimizing provider

 17  burden associated with data collection while

 18  enabling patient access to new technology.  All

 19  of these study elements are aligned with the

 20  proposed CED criteria for sufficient clinically

 21  meaningful and transparent evidence generation

 22  for CMS decision making.  Next slide please.

 23           I'd like to emphasize three principles

 24  for CMS to consider while evaluating the CED

 25  criteria.
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 01           First, continue to ensure flexibility

 02  in study designs, data sources, methods and

 03  outcomes for CMS-approved CED studies.

 04  Flexibility allows the studies to be tailored

 05  to meet the specific evidence gaps identified

 06  in the NCD with the most efficiency.  CMS

 07  should continue an open engagement with

 08  manufacturers and other stakeholders to ensure

 09  input and provide input on premarket evidence

 10  development, evaluation of existing evidence,

 11  as well as proposed study design.

 12           Second, CMS should have the ability to

 13  extend coverage for a technology to

 14  beneficiaries beyond the enrolled CED study

 15  population in instances where the study is

 16  designed to enroll a population that is

 17  considered generalizable to the eligible

 18  Medicare population.  Currently under CED,

 19  Medicare beneficiaries are covered for the

 20  specific technology only if they are enrolled

 21  in a CED study.  Expansion in access requires

 22  enrolling the entirety of the eligible Medicare

 23  population.  In other words, CED studies have

 24  the potential to become overly burdensome for

 25  multiple stakeholders or limited access to
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 01  Medicare beneficiaries.  With innovative study

 02  designs, growing sources for real-world data

 03  and advanced analytic methodologies, there are

 04  scientifically valid approaches to developing

 05  evidence that is generalizable to Medicare

 06  populations without necessarily enrolling every

 07  eligible beneficiary into the CED study.  CMS

 08  should evaluate proposed CED study designs to

 09  ensure the enrolled population will be

 10  representative of the demographic and clinical

 11  complexities of the Medicare population, and

 12  consider extending coverage beyond the study

 13  population if so.  Results of an appropriately

 14  designed study using a sample population can be

 15  generalizable, therefore balancing the needs

 16  for evidence as well as minimizing burden.

 17           Third and lastly, an effort to improve

 18  predictability and efficiency.  CMS should

 19  establish predetermined stopping rules for data

 20  collection under CED.  This can be achieved

 21  through engaging manufacturers and other

 22  stakeholders during the NCD process and CED

 23  study protocol review to determine the

 24  appropriate duration and sample necessary to

 25  meet the specific evidence gaps identified by
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 01  the NCD.

 02           Again, thank you for the opportunity

 03  to provide comments during today's MEDCAC.  We

 04  appreciate the revisions made in response to

 05  comments from industry as well as other

 06  stakeholders thus far, and we look forward to

 07  continuing to engage and shape the CED process

 08  going forward.  Thank you.

 09           DR. ROSS:  Thank you, thanks for your

 10  comments.

 11           So we have three people who signed up

 12  for public comments and I was informed by CMS

 13  that we can give everybody two minutes, not one

 14  minute to speak, which is reassuring since one

 15  minute is very hard to start and stop on.  So

 16  the first speaker will be Candace DiMatteis,

 17  and you will be given two minutes to speak, if

 18  you can come up on camera.

 19           MS. DIMATTEIS:  Thank you.  Can you

 20  hear me?

 21           DR. ROSS:  Yes, I can.

 22           MS. DIMATTEIS:  Good afternoon,

 23  Candace DiMatteis, I'm the policy director for

 24  the Partnership to Fight Chronic Disease and we

 25  receive funding for non-branded educational and
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 01  advocacy work from our partner organizations,

 02  which include trade associations,

 03  pharmaceutical companies, insurers, patient and

 04  provider organizations.  I am also a care taker

 05  for my mother-in-law, who is living in the

 06  moderate stage of dementia.

 07           The AHRQ report emphasizes the

 08  importance of real-world evidence on decision

 09  making, yet excludes consideration of the

 10  real-world evidence of CMS's record on CED, and

 11  most importantly its impact on beneficiaries.

 12  As other speakers have noted, particularly

 13  those speakers on the receiving end of those

 14  policies, the real-world evidence and

 15  real-world impacts of CED on these patient

 16  populations is abysmal.  CMS's recent CED that

 17  singled out FDA-approved medications utilizing

 18  the accelerated approval pathway for

 19  differential treatments under CED undermines

 20  both congressional intent to expedite access

 21  for patients and FDA's expertise on the safety

 22  and benefits of these treatments.

 23           More importantly, it has a devastating

 24  impact on people living with serious often

 25  life-threatening illnesses without available
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 01  treatment options.  The patient community is

 02  gravely concerned about this new development

 03  and if you are truly interested in real-world

 04  evidence as this report would indicate, then we

 05  urge you to examine the real-world impacts

 06  these harmful CED policies are having on the

 07  beneficiaries.

 08           Thank you so much.

 09           DR. ROSS:  Thank you.  The next

 10  speaker is Pamela Price.

 11           MS. PRICE:  Hi and good afternoon,

 12  everyone.  My name is Pamela Price, I am the

 13  deputy director of The Balm in Gilead.  I also

 14  serve as the director for our Brain Health

 15  Center for African Americans.  I'm here

 16  representing the leadership of the Balm in

 17  Gilead, as well as our stakeholders of our

 18  denominational health leadership initiative,

 19  which encompasses the three large historically

 20  black denominations that serve and advocate on

 21  behalf of African Americans both here in the

 22  U.S., as well as internationally.

 23           I won't belabor because I think a lot

 24  has already been brought up, but I do want to

 25  just again emphasize the lack of the, again,
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 01  real-world evidence as how these types of

 02  decisions that this group and this body will be

 03  considering over the next two days, and how

 04  that actually plays itself out in the community

 05  that we serve, particularly in those

 06  communities who are most impacted not just by,

 07  you know, very specific disease states, but

 08  really as we think about both, from whether

 09  it's biologicals that are coming out or just a

 10  new therapeutic and technology that are being

 11  made available, I do want to challenge this

 12  group to make sure both from a legislative and

 13  you know, authoritative kind of lens, but also

 14  looking at how we can do better about getting

 15  patient voices to the table and how we can do

 16  better about streamlining this process.

 17           A lot of these recommendations seem

 18  duplicative of what the FDA is trying to do

 19  around increasing diversity and how they're

 20  trying to shift and have more transparency with

 21  our trials and with the evidence that is being

 22  collected.  So I really challenge this group to

 23  say, are you duplicating effort that is

 24  actually creating an additional barrier to

 25  these communities who are already being
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 01  marginalized by the things that we have in

 02  place, like the CED as it currently stands to

 03  date.

 04           Thank you.

 05           DR. ROSS:  Thank you for your comment.

 06  The last speaker is Rita Redberg.

 07           DR. REDBERG:  Thanks very much.  I

 08  have no conflicts of interest.  I'm a

 09  cardiologist and a professor of medicine at

 10  University of California San Francisco, and a

 11  past chairperson of this Medicare coverage

 12  committee, as well as the past Medicare Payment

 13  Advisory Commission, but I'm talking today

 14  because I think coverage with evidence

 15  development is a really important mechanism to

 16  try to improve quality and care for Medicare

 17  beneficiaries.

 18           My position is based on my strong

 19  belief that all Americans deserve the highest

 20  quality of health care, and during my medical

 21  training it became very clear to me that for

 22  many reasons, although we spend more than twice

 23  as much per person in this country on health

 24  care, our outcomes are not better, in many

 25  cases are much worse, and certainly our access
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 01  is much worse, and a lot of that is because we

 02  are providing health care of not only no

 03  benefit, but often with multiple harms.

 04           And the reasons are that we don't

 05  have, we haven't held to the Medicare criteria

 06  that treatments are reasonable and necessary,

 07  particularly for a Medicare population.  In

 08  this case in particular, you know, we cannot

 09  make the assumption that an FDA-approved

 10  treatment is reasonable and necessary for a

 11  Medicare population.  And I think with all due

 12  respect to the FDA for example, with the recent

 13  Alzheimer's decision, we all know that the

 14  committee, the expert panel, that there were no

 15  benefits of the trial.  There was a

 16  congressional investigation which found a lot

 17  of irregularities between the FDA and the

 18  company, and that there were a lot of concerns

 19  with harms with a 40 percent risk for bleeding,

 20  it was based on a surrogate endpoint, and it

 21  was an amyloid which had not been shown to be

 22  meaningful clinically, and even the clinical

 23  endpoints were not shown to be meaningful

 24  clinically because it was a .2 change in a

 25  19-point scale.
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 01           And so I think it's really important

 02  to thing of coverage with evidence development

 03  not based on whether it was FDA approval or

 04  not, not based on the kind of pathway, but

 05  based on is there evidence of benefit in the

 06  Medicare population.  If there's a randomized

 07  control trial showing that the treatment or

 08  therapy is better than the alternative, then

 09  certainly that is something Medicare wants to

 10  cover, because that's reasonable and necessary.

 11  But if it is available but there is not

 12  evidence of benefit, then I think coverage with

 13  evidence development offers the ability to make

 14  the treatment available, but to also gather

 15  that really necessary evidence.

 16           DR. ROSS:  Thank you for your

 17  comments.  I'm sorry to cut you off.

 18           DR. REDBERG:  No problem.

 19           DR. ROSS:  So that concludes our

 20  public comment period.  We now have 90 minutes

 21  where we can ask questions to all presenters,

 22  including to Dr. Jodi Segal, she's remained on.

 23           I do want to just note, I see both

 24  Mr. Kremer and Mr. Patel already have hands up.

 25  Given that I had to conclude our last session
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 01  where other individuals had hands up, I'm going

 02  to give these people in the order from before

 03  and I'll call on them and then we'll come

 04  around.

 05           So the first person from the prior

 06  session that I had not called on was

 07  Dr. Dhruva.

 08           DR. DHRUVA:  Thanks so much, first

 09  off, to all the public commenters and again to

 10  Dr. Segal.  We learned so much from all the

 11  experiences and all the thoughtful comments all

 12  across the board.

 13           I wanted to, my question initially was

 14  for Dr. Segal, and I think I still want to

 15  address it to Dr. Segal, but I heard so much

 16  during the public comment period about the

 17  sunsetting of CED requirements, and Dr. Segal,

 18  in the report that you led, one of the criteria

 19  of the plan was describe a schedule for

 20  completion of key study milestones to insure

 21  timely completion of CED process, which I think

 22  gets to that.

 23           My specific question is, what do we do

 24  in situations where we have new evidence of

 25  safety and effectiveness of benefits and harms
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 01  for Medicare beneficiaries that arise during

 02  the evidence generation process?  It seems to

 03  me that we can't just start a CED and then have

 04  specific milestones, but evidence may evolve,

 05  we may learn new things.  For example, one of

 06  the commenters in my field of cardiology

 07  mentioned left atrial appendage occlusion as a

 08  part of the coverage with evidence development,

 09  data generated through the national

 10  cardiovascular data registry that Dr. Brindis

 11  mentioned, showed that for example, women with

 12  an average age of about 75 years have a much

 13  higher rate of adverse events associated with

 14  placement of left atrial appendage occlusion

 15  devices compared to men.

 16           So I'm wondering, Dr. Segal, what do

 17  we do when we have new evidence that's

 18  generated, and there's new evidence of benefits

 19  and harms?  Are we supposed, based on your

 20  report, supposed to stick with those same

 21  milestones, can they be amended?

 22           DR. SEGAL:  That's an interesting

 23  question and it's easier to envision that there

 24  could be new evidence of safety or harm in the

 25  comparators, right, because every patient
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 01  treated with a product under consideration will

 02  be in the CED process because that's the way

 03  it's covered, but I could see with the

 04  comparators that happening.

 05           I would think that yes, there has to

 06  be a mechanism for updating the milestones as

 07  you gather new information and evidence.  I

 08  guess that may be a little bit outside the

 09  scope of these specific requirements, but

 10  totally important.

 11           DR. ROSS:  Dr. Stearns?

 12           DR. STEARNS:  Thank you very much.  I

 13  appreciate all the presentations we've heard.

 14  My question, which is a little topic that was

 15  raised earlier by Mr. Kremer, and it had to do

 16  with the fact that the key informants for the

 17  report came to a great extent from countries

 18  that do use a price or cost effectiveness type

 19  criteria for decisions, and I wondered if I

 20  could ask Dr. Segal, is the -- my familiarity

 21  with those systems, and I have more familiarity

 22  with some rather than others, but I believe

 23  that they all use processes, or I know some of

 24  them use processes where they do separate out

 25  key issues in their determination of coverage.
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 01  I believe there's a great focus on

 02  effectiveness separately from issues of what

 03  were ultimately important in their decision

 04  process, which includes cost effectiveness and

 05  overall budgetary feasibility.  And I'm just

 06  wondering if in the discussion, Dr. Segal, if

 07  there was any indication of specific

 08  prioritization of effectiveness in the review

 09  or assessment process used by other countries

 10  that might help us understand what insights

 11  those informants are bringing to the table.

 12           DR. SEGAL:  Again, among the key

 13  informants, only one was international, Michael

 14  Drummond.  Everybody else was really U.S.

 15  based, so it was the Grey literature review

 16  that led us to the online CED policies, so I

 17  would not say we had a lot of input

 18  internationally.

 19           DR. STEARNS:  Okay, thank you.  You're

 20  right about the importance, I guess.  I thought

 21  there was more about specific countries'

 22  systems but there wasn't.

 23           DR. SEGAL:  No, there really wasn't.

 24  But you know, it would be a good time for me to

 25  say we did have a lot of input from drug and
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 01  device manufacturers in the public comment

 02  period, but they were not included among the

 03  key informants as that was CMS's preference.

 04  They certainly gave input at the public comment

 05  period and you can see the list of who they

 06  were in Appendix 2.  Column A has the list of

 07  all the public commenters, and you can see the

 08  nice rich input from there.

 09           DR. STEARNS:  Okay.  Thanks for that

 10  clarification.

 11           DR. ROSS:  Dr. Fisch, I had your hand

 12  up earlier in the day; do you want to --

 13           DR. FISCH:  Yes, thank you.  My

 14  question is for Dr. Segal and it relates to

 15  criteria E that was in slide 45 of your deck.

 16  Criteria E was about the CED study is

 17  registered with clinicaltrials.gov and a

 18  complete protocol delivered to CMS.  In the

 19  comments about the revisions, it was noted that

 20  industry representatives strongly urged against

 21  publicly posting complete protocols, and that

 22  makes sense to me because protocols often have

 23  proprietary information that companies wouldn't

 24  want to have publicly presented.

 25           But I wonder if there was any
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 01  consideration of something in between, which is

 02  a redacted version of the protocol, which in

 03  academic journals frequently in the

 04  supplementary appendix we see the full

 05  protocols with redactions of appropriate

 06  proprietary information.  So was that in

 07  between option discussed to your knowledge?

 08           DR. SEGAL:  No, we didn't discuss that

 09  option.

 10           DR. FISCH:  Thank you.

 11           DR. ROSS:  Dr. Kanter, I also had you

 12  as having a question from the prior session.

 13           DR. KANTER:  Yes, thanks.  I actually

 14  had questions on three of the items and we can

 15  go through them pretty quickly.

 16           On L, related to contemporaneous

 17  control comparison group, I wonder if you

 18  all -- so the standard is just that the choices

 19  be justified if the contemporaneous comparison

 20  group is not included.  I wonder if you

 21  discussed at all the need to include measures

 22  that would be taken to compensate for a lack of

 23  contemporaneous comparison groups.

 24           DR. SEGAL:  No, we didn't.  I think

 25  many of us would be strong advocates for having
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 01  comparison groups, but we do recognize that

 02  that may not always be the case, particularly I

 03  suspect with diagnostics.  No, we did not

 04  discuss --

 05           DR. KANTER:  Actions that could be

 06  taken to demonstrate, yes.

 07           The second question relates to B as in

 08  boy, the justification for the timeline, which

 09  I think everyone is sort of on the same page

 10  on, is that it would first help firms meet

 11  milestones, but the true question is the

 12  publication or the submission of a timeline

 13  doesn't really have an enforcement mechanism,

 14  like what happens if you don't hit the

 15  timelines and are, did you discuss any wording

 16  activity related to that, so I was wondering

 17  what your thoughts were.

 18           DR. SEGAL:  No, and I think that's

 19  partly why we thought maybe there needs to be a

 20  document that accompanies this that has more

 21  details, but no.

 22           DR. KANTER:  And then finally,

 23  letter E relates to the registries, so we sort

 24  of abandoned sort of the registry requirement

 25  because they don't have the AHRQ registry.
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 01  What about, have you considered other kinds of

 02  registries such as ACC or STS and so on, or

 03  were you thinking it would go into, you know,

 04  be considered at a different level?

 05           DR. SEGAL:  No, we're certainly

 06  supportive of registries and the use of

 07  registries in which evidence can be studied.  I

 08  think a registry by itself is insufficient,

 09  it's just a registry.  I don't know if CMS has

 10  another idea of where these might be, the

 11  registries might be registered.

 12           DR. KANTER:  Thank you.

 13           DR. ROSS:  Dr. --

 14           DR. SEGAL:  I suppose they could be

 15  registered in clinicaltrials.gov, but I don't

 16  really know.

 17           DR. ROSS:  Dr. Ogunwobi, you're the

 18  last of the holdover questions from this

 19  morning.

 20           DR. OGUNWOBI:  Thank you very much.  I

 21  want to thank everybody for the very active

 22  discussion so far.  There's a couple points I

 23  just wanted to maybe get thoughts from the

 24  first speaker this morning, because it was kind

 25  of highlighted by the public comments related
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 01  to not really new barriers, but you know, for

 02  end users, and one of them relates to for

 03  example the recommendation to replace

 04  reproducibility with robustness.  I'd like a

 05  comment on whether or not she feels that

 06  reproducibility is actually easier to define

 07  and would create less bias than the use of

 08  this, I think potentially nebulous expression

 09  of robustness.

 10           And then a related point into the

 11  issue of the (break in audio) you know, the

 12  comments of how does it impact whether there is

 13  approval or not.  So for example, will the

 14  patients meeting one particular requirement be

 15  sufficient to deny coverage, or is there

 16  guidance on, you know, other requirements are

 17  required, do all requirements need to be

 18  satisfied, and so forth?

 19           DR. SEGAL:  Thank you.  I rather agree

 20  with you that I think that reproducibility is

 21  more easily defined than robustness, although I

 22  think robustness can be defined, it just isn't

 23  in this document, but I don't disagree with

 24  that.

 25           I think if we keep in mind our goal is
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 01  generating evidence to make a decision, that's

 02  the goal of this, right?  So I think if the

 03  sponsor or investigator is able to generate the

 04  necessary evidence and not every requirement is

 05  met, that's okay, because the goal is met, the

 06  requirement is met to make it more likely that

 07  the sponsor/investigator will actually meet the

 08  goal.

 09           DR. OGUNWOBI:  Thank you very much,

 10  and just one brief comment.  I think the very

 11  first public commenter spoke about artifical

 12  intelligent technologies, and I was just

 13  wondering if that person is still here if they

 14  could comment on, or anybody, knowledge that

 15  suggests that in some instances with this new

 16  AI technology, there is actually potential of

 17  creating a whole litany of disparities in

 18  health outcomes.

 19           DR. ROSS:  Your question is to Cybil

 20  Roehrenbeck.  I'm not sure if she's still

 21  participating in the meeting.

 22           DR. OGUNWOBI:  Okay.  No problem,

 23  thank you.

 24           DR. ROSS:  Okay.  Mr. Kremer, you're

 25  next.
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 01           MR. KREMER:  Thank you.  So with

 02  gratitude to all the presenters, incredibly

 03  valuable and I hope we all take to heart the

 04  messages we were hearing even if they were

 05  sometimes discordant, but I have three

 06  questions for Sue Peschin.

 07           First, can you speak to the burdens or

 08  benefits of registry participation and any

 09  implications to representatives?

 10           MS. PESCHIN:  Am I on?

 11           DR. ROSS:  Yes.

 12           MS. PESCHIN:  So the burdens of

 13  registry participation?

 14           MR. KREMER:  Right.

 15           MS. PESCHIN:  Sure.  I think that

 16  there's, I think some folks see data registries

 17  as something that's completely different, CED

 18  data registries as something completely

 19  different from CED clinical trials.  But

 20  they're both subject to, you know, the

 21  guidelines that you all are going to be voting

 22  on, they have conditions of coverage around

 23  them, things like the type of facilities that

 24  can offer the treatment, the care teams who

 25  have to be on those, the types of doctors
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 01  people have to go see in order to be evaluated,

 02  there may be procedural volume requirements.

 03  And all of those types of things combined

 04  really restrict where the types of treatments

 05  are available and as a result, they tend not to

 06  be in smaller rural areas or in areas with

 07  lower income folks, and that, you know, that's

 08  one of the things that we found.

 09           There's also like very low

 10  participation in some of the registries.  There

 11  are stem cell transplants that are part of CEDs

 12  that are incredibly low, sickle cell is an

 13  example of that.  And you know, there's also, I

 14  think there's been actually a request for

 15  myeloplastic syndrome to be reopened, I don't

 16  know if that's been responded to yet.  So these

 17  just, and cochlear implants, super low in terms

 18  of who's been able to get them.

 19           So it's really random, that's one of

 20  the things the Zeitler study found that Jodi,

 21  Dr. Segal referred to, and so I encourage folks

 22  to take a look at Dr. Zeitler's study as well

 23  as the study that we just put out today.

 24           MR. KREMER:  Thank you.  And second

 25  question, and understanding that your view is
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 01  that CED perhaps just as a matter of law is not

 02  legitimate or real, but let's just

 03  compartmentalize that for a moment.  Just

 04  looking at this set of voting questions, are

 05  there any of these voting questions that you

 06  think if there were a legal basis for it, would

 07  support assisting patients, beneficiaries,

 08  Medicare beneficiaries having access to needed

 09  devices and therapies and services, are there

 10  any proposed revisions notwithstanding your

 11  concerns about the legal basis?

 12           MS. PESCHIN:  I mean, we -- you know,

 13  when we were involved in TAVR a couple of years

 14  ago, we learned through that process that CMS

 15  really has no kind of control over how these

 16  registries are run or what the organizations

 17  that run the registries decide to do in terms

 18  of studies, if they answer the evidence

 19  questions on time or at all.  So I think that

 20  allowing CMS to at least have more access to

 21  more things is a good thing, and that's a good

 22  thing to see, certainly, I mean if the studies

 23  are listed.

 24           But you know, to go back to Jay's

 25  point, it really doesn't matter if they're
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 01  listed or not if the whole thing is kind of

 02  broken.  So I think that there are, you know,

 03  the point that I just raised, but aside from

 04  that, it's not a good tool and what it's turned

 05  into is what has become so disturbing.  I think

 06  it had good intentions in the beginning around

 07  medical devices, having those products be

 08  available a little bit sooner than they might

 09  have been otherwise, but it's just turned into

 10  a utilization management tool for Part B.  And

 11  this, all these study requirements are really

 12  meant to kind of lock in that process even

 13  further.

 14           MR. KREMER:  So I won't editorialize,

 15  but it sounds like there are at least a couple

 16  here that you think would make a, what you view

 17  as a bad system slightly less bad, and it's

 18  helpful to have those identified, so I

 19  appreciate that.

 20           The last one, and I apologize because

 21  this is invoking another one of the public

 22  comments, but given that I've spent a quarter

 23  of a century working on Alzheimer's, this one

 24  is near and dear to me in particular.

 25           There was a reference to the FDA
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 01  approval of one of the monoclonal antibodies to

 02  treat Alzheimer's and the need for further CMS

 03  examination given some of what I think everyone

 04  would agree were unfortunate and complicated

 05  fact patterns in that one.  So I wonder if you

 06  could sort of zoom out and speak to, this goes

 07  to your earlier public comment, to sort of the

 08  fact pattern with how CED gets used.  I wonder

 09  if you could just speak for a moment to us to

 10  give us context if that national coverage

 11  determination with CED, the application of one

 12  product's fact pattern to an entire class and

 13  what the implications may be, not just in

 14  Alzheimer's but across diseases when CED

 15  applies to an entire class based on evidence,

 16  good or bad evidence, but evidence for one

 17  product in the class, what you think the

 18  implications there would be for health, but

 19  specifically for health of often overburdened

 20  and underrepresented communities.

 21           MS. PESCHIN:  Yeah.  I mean, the CED

 22  is applied to a whole class of products so when

 23  it is a medical device that also applies, so it

 24  is across the board, I think it's used for,

 25  another part of disease groups rely on you
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 01  know, medications, and to see something like

 02  that is a bit jarring and it is unfortunate

 03  because, you know, the latest research was

 04  published in the New England Journal of

 05  Medicine and it did rely on old information.

 06  So the ability for that to reopen again, they

 07  have the purview, and there was a request put

 08  in, I know, by the Alzheimer's Association,

 09  because it will be 60 days at the end of this

 10  week or early next week.  I hope CMS responds

 11  to that in that period of time to reopen the

 12  MAC given the new information that was

 13  presented at a CTAG and other places on the new

 14  therapy.  But it remains to be seen and things

 15  just get dragged out just for, at their

 16  discretion.

 17           DR. ROSS:  Thank you for those

 18  comments.  I do want to remind everybody, we

 19  are not discussing CMS's NCD around Alzheimer's

 20  disease drugs.  I know that the agenda ahead of

 21  us that is our task is a little bit of

 22  threading the needle.  We are being asked to

 23  judge the criteria by which NCDs are being

 24  evaluated by CMS to satisfy a requirement and

 25  there is a lot of interest around the decision,
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 01  specifically around monoclonal antibodies.  I

 02  do want people to try to avoid talking about

 03  specific CEDs outside of the context of the

 04  criteria CMS has imposed on it, and what we can

 05  learn from those decisions.

 06           Mr. Patel, you're next.

 07           MR. PATEL:  Thank you.  I just have

 08  two quick questions for Dr. Segal and one for

 09  Dr. Brindis.  But thank you to all the

 10  presenters, I think they raised some

 11  interesting viewpoints, one of which I'm going

 12  to get to for Dr. Brindis, but Dr. Segal, how

 13  should criteria E, it talks about the study

 14  registered with clinicaltrials.gov and a

 15  complete protocol being delivered to CMS.

 16           Sometimes protocols can change, right,

 17  either after it's been finalized or it might be

 18  modified once the study starts.  Was there a

 19  discussion around envisioning that possibility

 20  happening and then further communication to

 21  CMS, or were you envisioning a protocol that is

 22  set and then not subject to further change in

 23  the CED process?

 24           DR. SEGAL:  We didn't specifically

 25  discuss it, but I would imagine the protocols
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 01  do change.

 02           MR. PATEL:  And would they communicate

 03  that to CMS presumably?

 04           DR. SEGAL:  I would think so.

 05           MR. PATEL:  Okay.  And then on

 06  criteria O, again something similar but I want

 07  to make sure I'm not reading into something,

 08  but just reading the words, right?  You have

 09  sponsors/investigators using secondary data to

 10  demonstrate benefit, et cetera, and then it

 11  talks about conducting alternative analyses

 12  and/or reviewing supplementary data.  Are you

 13  envisioning the alternative analyses to be part

 14  of the initial publication that comes out, or

 15  are you envisioning that to be separate?

 16  Because throughout most of it you talk about

 17  within the study and you didn't use those

 18  phrases here, so I just wanted to understand

 19  what the thought process there was.

 20           DR. SEGAL:  No, we meant as part of

 21  the initial package, the initial study

 22  demonstrating evidence, that this would be an

 23  important part of it.

 24           MR. PATEL:  Great, thank you, and just

 25  one quick question.  I don't know if
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 01  Dr. Brindis is still with us, but you heard a

 02  lot from many of the presenters talk about the

 03  need for a CED to end at some point, right, the

 04  data collection.  I'm wondering, can you give

 05  us sort of a perspective on that in terms of,

 06  do you support criteria that would actually

 07  explicitly say that at some point further data

 08  collection, once you move away from CED, would

 09  not be required for healthcare coverage, or is

 10  something you would not want to see built into

 11  that criteria?

 12           DR. BRINDIS:  So, thank you,

 13  Dr. Patel.  The answer to that question kind

 14  of, has multi components.  From the NCDR

 15  perspective in terms of improving health and

 16  quality at local hospitals, the ability to have

 17  data collections with some, if you will,

 18  carrots and sticks, is an advantage to our

 19  Medicare population, but that doesn't

 20  necessarily meet the need or definition of what

 21  CED is.

 22           So I do understand the appropriateness

 23  for having a sunsetting feature within CED; in

 24  fact, our ICD registry was affected and

 25  sunsetted that CED requirement which, when
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 01  those key questions that I raised earlier were

 02  answered.  Now the loss was at a patient level

 03  in terms of making sure we assure quality.

 04           One of the things talked about earlier

 05  just in this session is an important one

 06  related to the sunsetting.  That is, different

 07  CED criteria related to devices, the device

 08  iterations change constantly and some of the

 09  changes are quite significant, and the ability

 10  for CMS to assess whether it's reasonable and

 11  necessary related to new iterations of this

 12  device will depend, I think, on continued

 13  analysis of these new devices as they are put

 14  into the marketplace.

 15           MR. PATEL:  So it sounds like you

 16  would support a criteria that would explicitly

 17  say that there ought to be explicit discussion

 18  of when the data collection would stop, or did

 19  I or did I not characterize it accurately?

 20           DR. BRINDIS:  I think you did it quite

 21  well, to have a discussion within the relevant

 22  stakeholders related to an individual CED and

 23  how that particular drug or device is being

 24  affected in the marketplace, and new iterations

 25  and so forth may lead to an informed discussion
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 01  for CMS.

 02           DR. ROSS:  Thank you.  Dr. Canos?

 03           DR. CANOS:  Thank you.  My question is

 04  for Dr. Segal, and we heard from public, the

 05  open public comment period here today about the

 06  importance of patient preference, patient

 07  preference information, and within the topic

 08  refinements document as it pertains to

 09  outcomes, or the exception to I as you have it,

 10  there was noted that there was some comments

 11  that suggested that the first report was

 12  advocating for patient-reported outcomes but

 13  this is not the case, important outcomes may or

 14  may not be patient reported.

 15           As I look at outcomes, it does say, I

 16  think it differs a little bit in your slide

 17  versus the voting question.  The voting

 18  question says primary outcomes for the study

 19  are clinically meaningful and important to

 20  patients.  So my question to you is kind of

 21  inherently an epidemiologist question which is,

 22  is and the union or the intersection of events,

 23  is a primary outcomes something that is either

 24  clinically meaningful or something important to

 25  patients like a patient-reported outcome, or
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 01  does it have to be, is it the intersection of

 02  those events and not the union of the events?

 03           DR. SEGAL:  I think it's the

 04  intersection, although it would be hard to

 05  argue that something is clinically meaningful

 06  if patients don't care about it.  So I think

 07  yeah, right, if it's clinically meaningful,

 08  then it's important to the patients.

 09           DR. CANOS:  So just to be clear, so

 10  would patient-reported outcomes be in or out of

 11  the clinically meaningful and important to

 12  patients in a primary outcome?

 13           DR. SEGAL:  So, I think the fact that

 14  it's patient reported is irrelevant here.

 15  Patients reported is a subset of

 16  patient-relevant outcomes, things that patients

 17  can talk about, their headache, their pain,

 18  right?  There's lots and lots of

 19  patient-relevant outcomes that patients can't

 20  report, so we are thinking about the bigger

 21  category of patient-relevant outcomes.

 22           DR. CANOS:  Okay.  So those would be

 23  all the primary outcomes as you would see it

 24  for that question.

 25           DR. SEGAL:  Yeah.
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 01           DR. CANOS:  Thank you.

 02           DR. ROSS:  Dr. Whitney?

 03           DR. WHITNEY:  Thank you.  Such

 04  interesting discussion, we really appreciate

 05  that, and I'm not sure if it's for you,

 06  Dr. Ross or Dr. Segal, but the whole notion of

 07  stoppage criteria was an interesting suggestion

 08  in large by the commenters, and it seems

 09  largely within the control actually of the

 10  sponsors of the study to document the benefits

 11  of their intervention to produce the stopping

 12  point, and it seems to me that criteria B

 13  addresses this already with the notion of

 14  milestones and time to completion, but I guess

 15  the question is, you know, is it worthy to

 16  provide a modification of an explicit

 17  requirement for your own review, maybe it's

 18  outside of this criteria or maybe they're

 19  inside, I'm not sure, but it was stated new

 20  information comes in many forms, and it could

 21  be new beneficial information that plays in

 22  stopping CED because otherwise there's data

 23  that comes in, and it could be new information

 24  that suggests something is no longer worthy of

 25  study and the CED should be discontinued.  And
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 01  so I don't know whether, you know, the stoppage

 02  criteria construct should be more explicit in

 03  the criteria.

 04           The other is more of a comment than a

 05  question, you know, this notion of sort of

 06  different statutory authorities of the FDA and

 07  CMS in terms of safe and effective versus

 08  reasonable and necessary, and the importance of

 09  those distinctions, and just noting for the

 10  record my support of those distinctions and

 11  what CMS does with NCDs and the CED criteria is

 12  really important.  The FDA approval process is

 13  different from it, it's not the same, it's not

 14  going to be the same.  And if you look at the

 15  well-documented record of accelerated approval

 16  under the FDA and the requirement in some cases

 17  to do a follow-up study in any kind of timely

 18  manner when the follow-up studies aren't

 19  actually negative, you know, or to withdraw

 20  approvals, just again, supports the strong and

 21  important need for independent CMS conclusions

 22  on these documents.

 23           DR. ROSS:  Jodi, do you want to

 24  address the milestone question?  I know it's an

 25  issue when CMS engages and makes a decision,
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 01  but the criteria around it should be part of

 02  this.

 03           DR. SEGAL:  You're correct, we did not

 04  specify what the milestones would be, but I

 05  suspect yes, provisions for internal analysis,

 06  that would be appropriate, I certainly don't

 07  disagree with that.  I agree with everything

 08  you said really.

 09           DR. ROSS:  Thanks.  Dr. Dhruva?

 10           DR. DHRUVA:  Thanks.  I have a

 11  question for Dr. Brindis.  Dr. Brindis, we

 12  heard a little bit of discussion about

 13  registries and restricting access, as well as

 14  not enrolling diverse patients.  I was

 15  wondering if from your vantage point at NCDR,

 16  if you could talk to point J.  The point is the

 17  study populations request information

 18  reflecting diversity levels of Medicare

 19  beneficiaries who are intended to be users of

 20  the intervention, specifically focused on

 21  racial and ethnic backgrounds and gender and

 22  socioeconomic status at a minimum.

 23           Are these variables that have been

 24  included, and can you talk a little bit about

 25  if you've seen access has been restricted, or
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 01  if we've generated this type of evidence using

 02  the registry framework, and what indications

 03  it's had for some of the CEDs that you

 04  mentioned in your presentation?  Thank you.

 05           DR. BRINDIS:  Thank you, Dr. Dhruva.

 06  In terms of being fully representative of

 07  Medicare beneficiaries, one of the advantages

 08  of course of CED for coverage and payment, all

 09  patients who are having that device or therapy

 10  are included.  With that, for example in the

 11  TVT registry we have about 880 centers.  I

 12  would say that the number of centers in the

 13  United States for population, age adjusted, is

 14  markedly greater than any country in the world.

 15  We have excellent access in terms of centers

 16  and availability.

 17           In terms of actually the demographics,

 18  socioeconomic graphics and all those issues,

 19  one of the earlier public speakers is correct,

 20  we under utilize.  For example in TAVR, it is

 21  (break in audio) groups.  However, within our

 22  registry we're able to assess reasonable,

 23  necessary and reasonableness, and also efficacy

 24  in such a large patient population with which

 25  to study.
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 01           The other comment is rural, and like I

 02  say, hospitals.  Again, with CED coverage,

 03  we're able to have a greater representation of

 04  rural hospitals and safety net hospitals.

 05  Without CED, rural hospitals and safety net

 06  hospitals oftentimes are a little

 07  underrepresented in the registry portfolio.

 08           DR. ROSS:  Thank you.  Dr. Kanter?

 09           DR. KANTER:  I just had a couple of

 10  questions for Dr. Brindis, and then one

 11  question for Ms. Peschin.

 12           Dr. Brindis, you mentioned, and this

 13  is mainly coming from the information that was

 14  submitted, so just a couple questions.  If you

 15  could talk a little bit about your data sharing

 16  for revocability, there seemed to be some

 17  negative sentiments, I think, that I was

 18  reading from the public comments.

 19           Secondly, if you could elaborate on

 20  what you mean by undue compliance burden,

 21  something you had spoken about earlier, you

 22  know, examples of what might be too much of a

 23  burden.

 24           And third relatedly is this idea of

 25  when data collection ended, you know, there
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 01  were comments as well and I'm wondering, first,

 02  we're sort of relating the time with the

 03  evidentiary standard of time, so I just wonder

 04  if you could clarify, you know, if we have a

 05  stopping rule, it's not really based on clock

 06  time, it's really based on achieving the

 07  outcomes as specified, again, with reasonable

 08  dates.

 09           So I'll pause there and then wait for

 10  your comments.

 11           DR. BRINDIS:  Okay, there were a bunch

 12  of questions, let's see what I can remember.  I

 13  think --

 14           DR. KANTER:  The data share.

 15           DR. BRINDIS:  The data share.

 16  Conceptually we're in favor, not against data

 17  sharing, but one has to appreciate the

 18  increased burden, particularly on sponsors and

 19  that sort of thing involved in that.  In some

 20  instances even the underlying data used in

 21  analysis, such as from a clinical registry, may

 22  be unique and so these results might not be

 23  able to be replicated against other data sets.

 24  And so I think, you know, we need to be

 25  cognizant of the increased burden as we go
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 01  about pursuing any concept of data sharing.

 02  It's not that we're totally against that, it's

 03  just the appreciation of the extra work

 04  involved.

 05           Then what was the, you had two other

 06  questions.

 07           DR. KANTER:  Yes, the one related to

 08  other compliance burden that's separate from

 09  the data sharing.

 10           DR. BRINDIS:  I don't have any

 11  additional comments related to that, and the

 12  third was?

 13           DR. KANTER:  The stopping rule, and

 14  the difference between clock time versus

 15  evidentiary standard time.

 16           DR. BRINDIS:  I think that's a really

 17  good point.  I think we shouldn't just use a

 18  clock per se.  The amount of data collected, or

 19  even the signals one gets during a timeframe

 20  may actually indicate to CMS increased scrutiny

 21  and that we require more time.

 22           And as I mentioned earlier, again, the

 23  things are different with drugs versus devices,

 24  but the changes in iterations particularly

 25  related to devices really oftentimes lead to
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 01  increased scrutiny over time, so I think it's a

 02  discussion that should be had with the relevant

 03  stakeholders and over time in terms of figuring

 04  out is this the right time to stop or do we

 05  need more data related to something that's

 06  going on related to that particular device.

 07           DR. KANTER:  Thank you.  And then just

 08  a quick question for Ms. Peschin.  As I

 09  understand it, your position is that the

 10  requirements for FDA are coincident with the

 11  evidentiary standards for CMS.  So would you be

 12  saying that, you know, we don't really need --

 13  so suppose a clinical trial doesn't really, you

 14  know, enroll older populations, those with

 15  comorbidities that are representative of

 16  Medicare beneficiaries, your position is like

 17  you're cool with that, like that's --

 18           MS. PESCHIN:  No, no, no, not at all.

 19  And we worked on, yes, there were changes

 20  around diversity in clinical trials, and

 21  legislation for more diversity in clinical

 22  trials.  But also that's under FDA's purview,

 23  and CMS sort of shrouds themselves in caring

 24  about that as a way to ration care, and that's

 25  really the only thing.
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 01           Now with regard to this TAVR registry,

 02  I'll tell you, when it was reconsidered in

 03  2019, one of the reasons was it (break in

 04  audio).

 05           DR. ROSS:  Mr. Kremer?

 06           MR. KREMER:  Thanks.  I was just

 07  coming off mute.

 08           So a couple of questions for

 09  Dr. Segal, and Dr. Segal, thank you again for

 10  bearing with me.  I don't mean my questions to

 11  be overly aggressive, I'm learning as we go,

 12  and I'm trying to, I'm a staff of one, so I

 13  have no one to learn from until we get to these

 14  meetings, because I take very seriously the

 15  requirements from the CAG that we not engage

 16  outside organizations to inform our opinions

 17  before we get here.  So two questions, and just

 18  apologies in advance if they're terribly

 19  aggressive.

 20           Does your report or your advice to CMS

 21  speak to whether CMS ought to measure clinical

 22  meaningfulness based on patient preference or

 23  based on clinician evaluation of what patient

 24  preference ought to be, or do you not really

 25  address that at all?
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 01           DR. SEGAL:  I don't think we

 02  explicitly addressed that.

 03           MR. KREMER:  All right, thank you.

 04  And the second question is, do your

 05  recommendations vary or differ at all in terms

 06  of the proposed voting questions that we're

 07  going to look at, in terms of whether the item

 08  or service is for an on-label versus an

 09  off-label use, or is that again beyond the

 10  scope of your report?

 11           DR. SEGAL:  We certainly did not

 12  discuss that.  I think in my head I believe

 13  these were on-label uses.

 14           MR. KREMER:  I think I'm following.

 15  Would you have us consider these questions

 16  regardless of whether they're for on-label or

 17  off-label use, should we think of these

 18  questions essentially in two separate buckets

 19  as to whether they're going to be applied for

 20  an on-label or off-label use?

 21           DR. SEGAL:  I think that might be

 22  outside the scope of the specific requirements,

 23  how CMS chooses to apply the requirements, but

 24  we did not really think about that.

 25           MR. KREMER:  Thank you.
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 01           DR. ROSS:  Dr. Brindis, if you're on,

 02  if you want to address that, I know that within

 03  the NCDR registry it does include information

 04  on both on and off-label uses, if you want to

 05  try to answer Mr. Kremer's question.  Mr.

 06  Kremer, do you want to repeat it just to make

 07  sure?

 08           MR. KREMER:  Since my question was

 09  convoluted, I'm not sure I can repeat it but

 10  the gist is, I'm just trying to figure out in

 11  the real world, how does this work, do the CED

 12  standards, do the standards for the CED that

 13  are being studied work exactly the same, should

 14  we be asking the same questions regardless of

 15  whether it's an on-label or off-label intended

 16  use that CMS is looking at?

 17           DR. BRINDIS:  Well, I get your point,

 18  and I thank you, Dr. Ross, for offering me the

 19  opportunity to respond.  One of the incredible

 20  side benefits of having CED for TAVR, I'll use

 21  that as the example, in that we had all these

 22  hospitals, is that clinicians over time have

 23  oftentimes been doing things off label because

 24  they realize there was need there, even if

 25  there was no randomized clinical trial showing
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 01  efficacy.  So a side benefit of the TAVR

 02  registry is that the FDA and us noticed that a

 03  whole bunch of people were doing things that

 04  were off label, particularly for this group,

 05  the use of TAVR inside somebody who's had a

 06  previously placed surgical valve, valve in

 07  valve.

 08           Based on the analysis of these, a

 09  fairly good substantial size patients who were

 10  having this procedure, the FDA was feeling

 11  comfortable in terms of safety and efficacy in

 12  extending the label, which also implies that

 13  CMS at that point could feel comfortable that

 14  knowing things are safe and effective, that it

 15  might be appropriate for reasonable and

 16  necessary for their population.  A very

 17  important side benefit.

 18           And there are other examples that I

 19  could give, but that to me is one of the most

 20  significant ones.  Industry won't necessarily

 21  want to fund these key trials for doing

 22  off-label work and yet here is a legacy that's

 23  offered us huge benefits in assuring our

 24  patient population, in this case Medicare

 25  beneficiaries, that things can be done safely,
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 01  effectively, and in a manner that we should for

 02  all intents provide.

 03           MR. KREMER:  Thank you.

 04           DR. ROSS:  Sorry to put you on the

 05  spot, Dr. Brindis.  I just knew you had the

 06  answer.  Dr. Fisch.

 07           DR. FISCH:  Thank you.  Dr. Brindis,

 08  I'd like to put you on the spot again, and it

 09  has to do with the detailed letter that ACC

 10  produced from Dr. Frye with some specific

 11  comment.  And getting back to my remarks about

 12  criteria A in reference to the study being

 13  conducted by sponsors/investigators, you know,

 14  I was trying to distinguish the rule there.

 15  The ACC letter also was worried about

 16  definitions there, definitions of resources and

 17  skills, but also that letter seems to be

 18  worried about introduction of investigators at

 19  all, because investigators may be later and

 20  there's a concern about slowing down the

 21  process.

 22           So I'm trying to figure out, maybe you

 23  don't recall which point I'm making here.  What

 24  is says is the introduction of specific

 25  investigators as part of the CED application
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 01  process may cause delay in CMS achieving its

 02  objectives in evidence development since this

 03  is a very operational requirement.  So I guess,

 04  I'm trying to figure out, where does the ACC

 05  think that reference to investigators ought to

 06  come into play?

 07           DR. BRINDIS:  All right, let me see if

 08  I can handle that in a manner that might sort

 09  of answer your question.  First of all, the

 10  NCDR has a very robust research and

 11  publications committee.  In fact in terms of

 12  TAVR, we get somewhere between 50 applicants

 13  for studies to look at related to TAVR, whether

 14  they be issues related to use in minorities or

 15  as mentioned in my own presentation, uses in

 16  patients with renal failure, whatever.  And so

 17  we're able to hopefully within our own

 18  construct in terms of our funding available be

 19  able to take up questions that we think have a

 20  lot of face validity with importance.  So

 21  within our own registry portfolio research and

 22  publications, we don't feel particularly

 23  limited, if that's sort of what you were

 24  getting at.

 25           In terms of outside investigators, I'm
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 01  not sure how I can address that question.

 02           DR. FISCH:  Thank you.

 03           DR. ROSS:  Mr. Patel?

 04           MR. PATEL:  Yes.  And before I ask my

 05  question, maybe I can go back to Dr. Fisch and

 06  maybe share with you a perspective from a

 07  company that put a technology through CED, so I

 08  think the change to sponsor/investigator is a

 09  good one, because what typically happens is the

 10  company will come to CMS giving them a heads

 11  up, saying hey, we have a technology that's in

 12  the FDA approval process, we'd like to get

 13  coverage, can we get national, do we have to go

 14  through CED, you know, there are good

 15  conversations that took place, you know, our

 16  technology has met with full disclosure, and we

 17  have a pretty good sense based on our sense of

 18  what the clinical data was, what CMS's

 19  expectations were, of what type of outcomes

 20  they would want in the study.

 21           Now the challenge was, and I think

 22  with registry-based studies, that just because

 23  data goes into the registry, as we all know,

 24  doesn't necessarily assure a publication out of

 25  hand, right?  So we were fully going to go
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 01  ahead and do publications, but I think it's

 02  good to fill in a requirement that publications

 03  happen, I think the industry generally is

 04  comfortable with that also.

 05           So you end up with a situation where

 06  the study sponsor, in this case a company,

 07  might be out of the conversations, and then

 08  bring in investigators much later in the

 09  process.  On the other hand, if you've got to

 10  line up investigators, get their commitment, I

 11  think that was part of the thought process that

 12  went into those kinds of comments from

 13  industry.  Is that helpful?

 14           DR. FISCH:  Yes, thank you.

 15           MR. PATEL:  And to go back to the

 16  stoppage, and I think when we talk about two

 17  clocks, there's actually three clocks.  Because

 18  you know, in the past the CED studies, most of

 19  them just had this registry requirement and you

 20  keep collecting data, keep collecting data,

 21  with no stoppage, and as Dr. Brindis said, it

 22  went on for 15 years, and I forget how long it

 23  was for ICDs, it just went on and on.  And I

 24  agree that when we talk about stoppage

 25  requirements it shouldn't be one year or two
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 01  years certainly, calendar based, it ought to be

 02  based on how much time is for the question

 03  being asked, do you have enough patients, it's

 04  all about the scientific data, so when do you

 05  feel the study is complete and ready for

 06  publication.

 07           But I think there's a third clock

 08  which is, when does CMS then actually decide to

 09  go revisit that CED, right?  And that's the

 10  third clock, and I think we're hoping in the

 11  industry frankly that if you have built in

 12  stoppage in the criteria, then that may provide

 13  the basis for CMS to say you know what, you've

 14  got a published decision and we've got a

 15  published study, let's go back and revisit the

 16  decision and decide whether of not we have to

 17  continue it.  So I think there's a third clock,

 18  and I know the third clock is outside the scope

 19  of this conversation, but hopefully with

 20  stoppage criteria, I think we can help CMS

 21  actually go back and feel confident that they

 22  can revisit it, they either continue or stop

 23  data collection.  So that was just a comment,

 24  Dr. Ross, more than a question.

 25           DR. ROSS:  No, no, no, and I
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 01  appreciate that, and I think, you know, as Ian

 02  brought up early on, there's sort of, that

 03  there's differences in thinking about these

 04  criteria depending on the product being covered

 05  and studied, right?  And to Dr. Brindis's

 06  point, medical device models change

 07  substantially, the implications for when to

 08  stop collecting data is different than if it's

 09  a, you know, a product that goes unchanged and

 10  the criteria should reflect that.

 11           Dr. Dhruva, did you have your hand up?

 12           DR. DHRUVA:  Yes, thanks.  I have a

 13  question for Dr. Padula, and I'm not sure if

 14  he's -- Dr. Padula, are you there by chance?

 15  If not, Dr. Segal, I might direct it to you.

 16  It's actually sort of a multiprong question and

 17  I'm hoping you might be able to address it.

 18           One of, Dr. Padula mentioned

 19  publications, so Dr. Segal, your report

 20  criteria P says it's submitted for peer review

 21  with the goal of publication using a reporting

 22  guideline.

 23           So my first question is, why not

 24  publication, because we know that actually

 25  seeing something out there is very helpful and
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 01  possibly the peer review process really

 02  strengthens it.

 03           And then a second question, totally

 04  unrelated but just to squeeze it in, in item I

 05  the primary outcome is important to patients.

 06  How can we measure non-claims-based patient

 07  reported outcomes?  How can we ensure that

 08  we're hearing the patients' voice?

 09           DR. SEGAL:  I'm going to the last one

 10  first.  Remember, they don't have to be patient

 11  reported, they just have to be patient

 12  relevant, right?  So you're right, they won't

 13  be patient reported in claims, but they're

 14  still things that are important to patients

 15  that are measurable in claims.

 16           We felt a little funny saying that we

 17  would require publication because we don't have

 18  control over the peer review process and the

 19  journal publication process, so that seemed

 20  like a bar we wouldn't really set.  The purpose

 21  of the peer review submission, though, is there

 22  is the documentation, right, and CMS can say

 23  good, give us your manuscript and all of the

 24  data that you have submitted for publication so

 25  we can review it; it sort of requires that
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 01  there be a product.

 02           DR. ROSS:  Thanks.  Dr. Umscheid?

 03           DR. UMSCHEID:  Dr. Segal, I had a

 04  similar question.  I was looking at that

 05  criteria in P around submission for peer

 06  review.  I know the criteria that was revised,

 07  criteria K also noted, results must be made

 08  public within 12 months of the study's primary

 09  completion date, but it doesn't seem like the

 10  new criteria P has something similar.  I don't

 11  know if you could comment on that, or if you

 12  thought that that was included in the broader

 13  scheme around milestones.

 14           DR. SEGAL:  Yes, and because like

 15  Dr. Brindis has been saying, we're thinking

 16  more in milestone and evidence generation time

 17  rather than calendar time, so we did not want

 18  to include calendar time.

 19           DR. UMSCHEID:  Thanks.

 20           DR. ROSS:  Dr. Segal, can you speak to

 21  that publication issue, was there a discussion

 22  around whether CMS should be publicly posting

 23  those final reports even if the paper described

 24  in the study itself is not published?

 25  Particularly with registry studies where
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 01  multiple publications are derived from a single

 02  study, does CMS have a role in disseminating

 03  this work or ensuring that this work is

 04  publicly available, was that discussed?

 05           DR. SEGAL:  I think it was discussed

 06  but not included.  We thought if it's

 07  ultimately posted in clinicaltrials.gov and

 08  then submitted for peer review, we did not

 09  include CMS in the dissemination steps.  As to

 10  why, I'm not sure I can recreate that

 11  discussion.

 12           DR. ROSS:  Okay.  Dr. Canos?

 13           DR. CANOS:  Thank you.  Dr. Segal,

 14  just to clarify the importance of some of the

 15  criteria, can you help us better understand the

 16  intents of when these requirements are going to

 17  be kind of assessed by CMS, is it kind of

 18  within the plan or protocol in front of them

 19  and then the approved CED and make sure that

 20  they're meeting the milestones?  You know, my

 21  question is specific to the publication, right,

 22  so the publication is going to be coming at the

 23  tail end of this.  If we were to add in for

 24  this specification that it must be published,

 25  is that, you know, is that going to be
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 01  enforceable, is it going to come on at the tail

 02  end once the studies are done already, you

 03  know, is it worth putting further specification

 04  around there if CMS is not going to look, you

 05  know, and keep on kind of reassessing?  I'm

 06  just wondering, you know, where we should kind

 07  of focus our efforts in providing feedback and

 08  how this is going to be used ultimately.

 09           DR. SEGAL:  Well, again, we didn't lay

 10  out what the milestones are.  I could certainly

 11  envision that separation of the manuscript, or

 12  sharing of the draft with CMS could be a

 13  milestone.  We really didn't get that granular.

 14  I think most of what was done will be in the

 15  protocol, and that seems to be the time where

 16  CMS would negotiate or lay out the

 17  expectations, so I think a lot of the work does

 18  happen up front very early on.

 19           DR. CANOS:  Thank you.

 20           DR. ROSS:  Mr. Patel?

 21           MR. PATEL:  I would be cautious about

 22  laying out months or days deadlines in terms of

 23  publication, and I would also be cautious about

 24  requiring CMS to make the data or the report

 25  available, because as everybody on this panel
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 01  and the participants know, the journals

 02  frequently want to make sure that they're the

 03  first ones to publish the data.  So you could

 04  end up with a product less attractive to

 05  investigators if they know they're going to be

 06  preempted and their manuscript won't be

 07  published in a relatively high stake journal.

 08  So I think it's something that certainly, put

 09  it in the milestones, make it part of the

 10  protocol, but then let CMS and the company kind

 11  of figure out when that happens.  Now I'm not

 12  sure to what extent and again, it may be

 13  outside the scope of this panel, but to what

 14  extent CMS will take steps to make sure things

 15  get published, and certainly a requirement that

 16  says hey, here's documentation we sent a draft

 17  manuscript should be sufficient, rather than

 18  developing a requirement that will jeopardize

 19  publication.

 20           DR. ROSS:  All right, that's a good

 21  point, particularly since there are

 22  requirements to report the progress, so some

 23  results will be available.  I think it's in

 24  everybody's, if the study's done, people are

 25  going to want to report it.
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 01           Dr. Dhruva?

 02           DR. DHRUVA:  Thanks.  I have a

 03  question for Dr. Zuckerman and this is about,

 04  this is related to item J.  Dr. Zuckerman, if

 05  you're there.  So we heard from some of the

 06  public commenters about FDA approval for a

 07  given therapy essentially being the equivalent

 08  of, for example, suggesting there is not, or

 09  there is sufficient evidence for Medicare

 10  beneficiaries.  I want to talk a little bit

 11  about item J, criteria J, about the

 12  demographics and diversity among Medicare

 13  beneficiaries who will be the intended users of

 14  the intervention, including attention to racial

 15  and ethnic backgrounds, gender and

 16  socioeconomic status at a minimum.

 17           Is that quality of data, it being

 18  really important that we have data on Medicare

 19  beneficiaries, is that something that you've

 20  seen at the time of FDA approval?

 21           DR. ZUCKERMAN:  I'm sorry, I missed

 22  the very first part of your question, but I got

 23  the last part which I believe was, has FDA been

 24  making approval decisions that are not, that

 25  are on production that are not diverse in terms
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 01  of racial and ethnic diversity and age and so

 02  on; is that, did I get that correctly?

 03           DR. DHRUVA:  Kind of.  More so when we

 04  see FDA approval decisions for therapies that

 05  are use in Medicare beneficiaries, how often

 06  are the patient populations representative of

 07  Medicare beneficiaries?

 08           DR. ZUCKERMAN:  Almost never.  I think

 09  I can say that with confidence.  I have been

 10  to, you know, well over a hundred FDA advisory

 11  committee meetings where they had that

 12  information about, you know, who was studied.

 13  I've also read the different studies that have

 14  been done, and we've done our own analysis, and

 15  what we found were a couple of different

 16  things.

 17           First of all, I should state by law,

 18  FDA is the only HHS agency that is not required

 19  to acquire diversity in clinical trials, they

 20  only recommend it, and they are held to a

 21  different standard than NIH or CDC or CMS

 22  because the sources of the funding are industry

 23  rather than the American taxpayer, so that's

 24  the justification.

 25           And what we see is that they might
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 01  have a few people over the age of 65 but not

 02  very many, they might have zero over the age of

 03  70 for example, and often they have very few

 04  people of color.  So FDA makes these approvals

 05  based on mostly the younger, younger relative

 06  to 65, younger population, healthier

 07  populations.  Of course they avoid

 08  comorbidities whenever they can, which is

 09  understandable, but as a result, their FDA

 10  approvals really have little relevance, and I

 11  should say both in terms of whether you're

 12  talking about devices or drugs.

 13           You know, drugs are different, we

 14  metabolize drugs differently as we age, and

 15  devices are different, particularly implanted

 16  devices, because when we have older people,

 17  they may be less healthy and the risks of

 18  surgery with certain kinds of implanted devices

 19  might be higher for those older patients.

 20           So I hope I've answered your question,

 21  but I'm glad to talk more about it if I didn't.

 22           DR. ROSS:  Thank you.  And not to

 23  always be the taskmaster, but I don't want us

 24  to start talking about whether, you know, FDA,

 25  CMS, you know, rules, requirements, oversight
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 01  responsibilities, but keep the conversation as

 02  focused as possible on the criteria when CMS

 03  makes the decision to issue CED.

 04           So, Dr. Umscheid, you're next.

 05           DR. UMSCHEID:  I may go to

 06  Dr. Zuckerman myself as well for that same

 07  criterion that references attention to racial

 08  and ethnic backgrounds, gender and

 09  socioeconomic status.  I'm wondering, how

 10  feasible do you think it is to capture

 11  socioeconomic status at an individual patient

 12  level, or might this criteria apply more at an

 13  aggregate level, maybe you could speak to that?

 14           DR. ZUCKERMAN:  Yes, I think that's a

 15  good question and I agree that it might, you

 16  know, you can't look at everything.  I mean, if

 17  you really wanted to look at everything, you

 18  wouldn't just be looking at, you know, black

 19  women for example, you'd be looking at black

 20  women over a certain age and black women under

 21  that age, higher socioeconomic status or lower.

 22  You know, you can't do everything even, you

 23  know, as much as with my training in

 24  epidemiology I would like to and as much as

 25  with large data sets sometimes you can't, so I
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 01  agree with you.

 02           And I also wanted to respond to

 03  something in the chat or Q&A.  To be clear,

 04  yes, some medical products are tested primarily

 05  on older patients because they're the only ones

 06  using it, but that's unusual, and many many of

 07  these products are tested on, you know, maybe

 08  they're in their 50s or maybe they're in their

 09  60s, but they're not in their 70s and they're

 10  not in their 80s, and yet a lot of the patients

 11  using them would be older.

 12           DR. UMSCHEID:  I want to ask Dr. Segal

 13  the same question, if this issue had been

 14  considered when drafting the criteria, around

 15  the feasibility of collecting individual

 16  socioeconomic data?

 17           DR. SEGAL:  We did not discuss the

 18  feasibility.

 19           DR. ROSS:  Thanks.  Dr. Stearns,

 20  you're next.

 21           DR. STEARNS:  I've got a question for

 22  Dr. Segal and it pertains to this issue of when

 23  studies are done, the results are out, whether

 24  it should be submitted for peer review or

 25  accepted for publication.  There is a process
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 01  that some journals are adopting called

 02  registered reports, and I actually put a

 03  website in the chat and I'll just go through it

 04  quickly if you're familiar with it, but it has

 05  to do with the best way of registering a study

 06  and getting a commitment where you give the

 07  method and then the study is carried out, it's

 08  published.  And I'm just wondering if there was

 09  any consideration by the report team or among

 10  the key informants about that as one option

 11  that might help address this issue.

 12           DR. SEGAL:  No, we didn't discuss

 13  that, and I wasn't aware of this.

 14           DR. STEARNS:  Thank you.

 15           DR. ROSS:  Mr. Kremer?

 16           MR. KREMER:  Thank you.  So trying to

 17  be very mindful of Joe continually trying to

 18  corral us, I think we all appreciate there is a

 19  context in which these questions live, and

 20  that's why I think so many of us keep coming

 21  back to the broader ecosystem, but I will try

 22  to ask a question specific to the voting

 23  questions.

 24           Dr. Segal, again, just help educate

 25  me.  In one of the voting questions there's
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 01  reference to durability of results, and I just

 02  wonder if you can give us some context for

 03  that, but before I give you the floor to answer

 04  my attempt at a question, let me just tell you

 05  why I'm curious about this.  Again, most of my

 06  world view outside of my family's experience

 07  which is across many diseases, many really

 08  terrible life-threatening, life-preventing

 09  conditions, most of my experiences within the

 10  context of Alzheimer's or related disorders.

 11           And for us in that community, that

 12  vast community of six-plus million Americans,

 13  durability of result means something very

 14  different than it does in cancer, where you

 15  might be able to just eliminate a tumor and

 16  cure the disease, I don't know any responsible

 17  Alzheimer's or related disorders researcher who

 18  thinks we're going to cure somebody who already

 19  has the damage and the clinical and lived,

 20  experienced detriments of dementia.

 21           So what we're trying to do is slow

 22  down the progression, the onset if we can, and

 23  the progression and intensity of the symptoms

 24  with either disease modifying or symptomatic

 25  relief agents and other interventions.  So in
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 01  that context I worry about a phrase like

 02  durability of results, because the dementia is

 03  not going away, we're just trying to right now

 04  in a field that is in some ways in its infancy,

 05  per DMTs, we're trying to slow down the rate of

 06  decline.

 07           Does your report or -- excuse me --

 08  does the utilization of CED take that into

 09  account or is it looking for curative benefit

 10  being the durability?

 11           DR. SEGAL:  I don't think anything in

 12  the requirements speaks to cure.  I think the

 13  durability of results is going to be very

 14  specific to each CED, and what's appropriate

 15  for TAVR is going to be different than what's

 16  appropriate for a new diabetes drug, so I don't

 17  think that that's a problematic phrase, because

 18  I think it will be defined as appropriate for

 19  each CED.

 20           MR. KREMER:  Thank you.  Again, just

 21  helping me with the historical context,

 22  historically has that been the way CED is used,

 23  or is that another area where we might look to

 24  these voting questions as we perhaps have an

 25  opportunity tomorrow to suggest some revisions
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 01  to the voting questions, should we be looking

 02  at documenting whether there is this sort of

 03  very careful tailored use and whether the

 04  voting questions could support tailored use to

 05  not treat disorders causing dementia the same

 06  way we treat disorders causing tumor growth in

 07  cancer?

 08           DR. SEGAL:  Well, there wasn't

 09  anything similar in the initial 13

 10  requirements.

 11           MR. KREMER:  Right, so a flaw in the

 12  status quo, I'm just asking, is there an

 13  opportunity to address that flaw in the path

 14  forward?

 15           DR. SEGAL:  I think so, and I think by

 16  including this we have, and I don't think

 17  anything even applies here in any of the

 18  requirements, so I don't see this as a problem.

 19           DR. ROSS:  That is a really great

 20  point, just to say, because the concept of

 21  durability, I don't think it has to, the

 22  endpoint can be tailored and it can be, you

 23  know, sort of a difference in cognitive, in

 24  terms of your context, a difference in

 25  cognitive decline measured over two years, and
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 01  so the durability context can simply be like at

 02  the point of endpoint ascertainment, that's how

 03  I interpret it, Jodi, but I don't think you

 04  meant durability to say forever, but that's why

 05  I'm asking this point of clarification.

 06           DR. SEGAL:  Right.  But you could

 07  envision if there's a trial and everybody

 08  responds within the first two weeks, but then

 09  the comparison group is at the same point, you

 10  know, after one month everybody's at the same

 11  point, that's not really a durable absolute

 12  benefit to the patient if you end up at the

 13  same place as the comparator group after just a

 14  few weeks or however you define that.

 15           MR. KREMER:  Again, as a real

 16  layperson, I'm not a clinician, I'm not a

 17  scientist, I'm just trying to be a good

 18  representative on this panel as a so-called

 19  patient representative.

 20           DR. SEGAL:  Right.

 21           MR. KREMER:  I really worry about that

 22  because you know, there are concerns, very

 23  substantial concerns across a lot of the

 24  patient community that CED has been used

 25  inconsistently, to put it generously, and
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 01  whether those concerns are legitimate or

 02  illegitimate, you know, fact based or

 03  imaginary, the concern is tangible and palpable

 04  and deep.  And there's a real anxiety there for

 05  about how much, I don't mean this in a

 06  pejorative way about these sort of questions or

 07  about your report, but how much vagueness can

 08  the patient community stand behind and feel

 09  comfortable with in terms of how much gets left

 10  to CMS discretion.

 11           And this question of, I guess the long

 12  way around of saying, and Joe, I promise I'll

 13  stop and give the floor to others, but my real

 14  fear here is that whether by intention or

 15  accident, if, if CED is not being used in an

 16  appropriate, consistent, responsible and

 17  equitable way across varied patient

 18  communities, various clinical settings, various

 19  diseases and conditions, that there's a real

 20  risk that a standard like durable benefits, in

 21  conversation we might all say of course CMS

 22  will be reasonable and apply it with

 23  confidence.  What if they don't?

 24           What if, God forbid, people with

 25  Alzheimer's never get a treatment because the
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 01  first treatments weren't going to be curative?

 02  And what if that's the standard that CMS writes

 03  in subsequent to the votes we will take

 04  tomorrow?  I couldn't live with myself in that

 05  circumstance, had they voted yes on a package

 06  putting the trust in CMS, when there are I

 07  think, again, pretty substantial, serious, and

 08  I at least would say legitimate concerns about

 09  how the authority of CED winds up getting

 10  exorcised by the Agency.  And I love and adore

 11  my friends across CMS, but where the rubber

 12  meets the road for patients, that's where I get

 13  really scared about how this winds up playing

 14  out.

 15           DR. ROSS:  Thank you, appreciate that.

 16  Two more hands up and we have about ten minutes

 17  left, so we should make it right on time.

 18  Dr. Umscheid?

 19           DR. UMSCHEID:  This is for Dr. Segal.

 20  This is the requirement theme on data quality,

 21  it's requirement, new requirement G.  There's a

 22  comment about the data are generated or

 23  collected with attention to completeness,

 24  accuracy.  I think we've heard some support for

 25  that and I'm also supportive of that as well.
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 01           And then there's the piece about

 02  sufficiency of duration of observation to

 03  demonstrate durability.  I think to

 04  Mr. Kremer's point, that to me seems more like

 05  an outcome question, so perhaps a criteria D

 06  question, and you could imagine that wrapped

 07  into a clinically meaningful difference aspect

 08  of that new criteria D.

 09           I'm curious if that was discussed when

 10  developing that data quality standard, about

 11  taking the durability of results, and whether

 12  that was more around an outcome rather than

 13  data quality.

 14           DR. SEGAL:  No.  I guess you could put

 15  it in either place.  It really was about

 16  picking data, right?  If you are using

 17  commercial claims, as you know, you're not

 18  going to keep people in the data for longer

 19  than about 18 months.  So if you're looking at

 20  an outcome that's, you know, is four years in

 21  the future, you better pick a different source

 22  of data.

 23           Sure, you could also test durability

 24  of results when you're framing what it is in

 25  clinically meaningful outcome to patients, that
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 01  would also be appropriate.

 02           DR. ROSS:  Great.  And Dr. Whitney?

 03           DR. WHITNEY:  Thank you.  I guess this

 04  is a question for any of the physicians,

 05  Dr. Zuckerman or Dr. Brindis, or Dr. Segal,

 06  whether there exists such a source that

 07  uniformly defines what, you know, what duration

 08  means for any condition at any particular stage

 09  of that condition, and it might be rhetorical,

 10  I get that, but I think the point is really

 11  important, because the whole NCD process

 12  involves comments and the whole CED process

 13  includes a negotiation between the investigator

 14  and CMS in defining those endpoints.

 15           I'm not aware of any data sets that

 16  would allow you to sort of use this criteria in

 17  this kind of environment that would allow you

 18  to define those terms in a very narrow and

 19  precise way to take it out of CMS's hands,

 20  which are important for both directions.  We

 21  want to make sure that people have access to

 22  drugs or devices that work, but also that they

 23  aren't exposed to drugs and devices that don't

 24  work.

 25           DR. ZUCKERMAN:  If I could answer that
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 01  since you mentioned me, I just wanted to say

 02  that it is very difficult to figure out how to

 03  address this, but the incentives aren't there

 04  currently for companies to do better studies,

 05  longer term, more diverse populations and so

 06  on, because the FDA standards have changed over

 07  time, the studies have gotten shorter, even

 08  though the use of many of these products is

 09  decades long if not the rest of peoples' lives.

 10           So if there was an incentive, you

 11  know, this is not CMS's job, but it might be

 12  since FDA has lowered their standards, to have

 13  products that are studied for a somewhat longer

 14  period of time on larger numbers of people with

 15  subgroup analyses of major demographic groups.

 16  But right now there is no incentive to do that

 17  because FDA will approve a drug that hasn't

 18  been studied on, you know, any people over 65

 19  or any people of color in some cases, and they

 20  will approve it for everybody, and so there is

 21  no incentive.

 22           DR. BRINDIS:  Nothing to add.

 23           DR. ROSS:  So, I do think we've

 24  reached the end of the useful discussion period

 25  of our day, with just a few minutes to go.
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 01           This has been an amazing conversation

 02  and I think that tomorrow is going to be even

 03  more interesting as we walk through the

 04  criteria, think through the criteria, and

 05  obviously put to a vote our decisions on how

 06  the criteria have been proposed.

 07           I want to take a moment to thank all

 08  the members of the committee who are

 09  volunteering their time to participate.  I also

 10  want to thank all of the presenters who have

 11  made time in their schedules to join us today

 12  and offer their own opinions that we can then

 13  best inform ours.  I will note as we discuss

 14  tomorrow, there might be opportunities to

 15  answer questions again if you are available,

 16  but it's certainly not required.

 17           I especially want to thank Dr. Segal

 18  and her team for moving this work forward in

 19  such a clear and concise way and presenting the

 20  work today, and essentially having to go

 21  through a live key informant phase as we all

 22  gave you lots of comments and thoughts and

 23  pushed it forward, whatnot.  I appreciate you

 24  answering all of our questions thoroughly.

 25           Tamara or Tara, before we adjourn, are
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 01  there any specific announcements?

 02           MS. JENSEN:  I don't have anything

 03  except thanking everyone today who did comment,

 04  and we start tomorrow at ten a.m. eastern,

 05  sharp.

 06           DR. ROSS:  Great.  Thank you to all,

 07  I'll see you in the morning.

 08           (Session for first day adjourned at

 09  2:55 p.m. EST.)
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