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P R O C E E D I N G S

2
3

[10:08 a.m.]
CHAIRMAN NORQUIST:

Welcome to the May 8

4

meeting of the PCO RI Board of Gover nors.

5

Norquist, Chair of the Board.

6

you who are joining us fo r today’s Board meeting,

7

which is being held in Washington, D.C., and via

8

teleconference and webinar.

9

I’m Gray

Welcome to those of

Thanks to everyone who has joined us in

10

person, online, or by phone.

11

instructions for logg ing in or calling in are

12

available at our Web site, PCORI.org/events.

13

As a reminder,

All Board members are present with the

14

following exceptions - Allen Douma and Christine

15

Goertz, who are on the phone with us today.

16

I want to remind ever yone that disclosures

17

of conflicts of in terest for members of the Board

18

are publicly available on our Web site, and are

19

required to be updated annually.

20

Board are also reminded to update your conflicts of

21

interest disclosures if the information has changed,

22

and you can do this by contacting your staff
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1

representative.

2

If the Board delibera tes or takes action on

3

a matter that pres ents a conflict of interest for

4

you today, please inform me in advance or at the

5

time so we can dis cuss how to ad dress the issue.

6

If you have questions about conflicts of

7

interest or disclosur es or recusals relating to you

8

or others, please con tact your staff representative.

9

All materials presented to the Board for

10

consideration today will be available during the

11

webinar and then afte r it will be posted on our Web

12

site at PCORI.org.

13

and the archive will be posted within a week or so.

14

The webinar is being recorded

We have a schedule d public comment period

15

today from 3:00 to 3:30 p.m. Eastern Daylight Time.

16

If you are interested in registering to provide

17

public comment, please go to our event page for the

18

instructions, or you can always e-mail us at

19

info@PCORI.org, or provide input through our Web

20

site.

21
22

A final reminder, we are live tweeting
today’s activities on Twitter, and you can join the
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1

conversation with @PCORI.

2

The first item is the Consent Agenda.

It

3

includes the minut es of our March Board meeting and

4

revisions to the committe e and advisory panel

5

charters.

6

Are there any edits or comments on the

7

minutes or questions about the revisions to the

8

committee and advisory panel charters?

9

[No response.]

10

CHAIRMAN NORQUIST:

If not, I think we can

11

do just a simple voice vote to approve the Consent

12

Agenda.

All those in favor?

13

[Chorus of ayes.]

14

CHAIRMAN NORQUIST:

15

[No response.]

16

CHAIRMAN NORQUIST:

17

[No response.]

18

CHAIRMAN NORQUIST:

Anybody opposed?

Anybody abstain?

Great.

I say we are

19

going to be on tim e, Joe.

The firs t session is our

20

Joint Methodology Committee and Board Session, which

21

is titled “PCORI’s Role in Evalu ating Precision

22

Medicine Treatments.”

I’m going to turn it over now
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1

to Joe.

2

DR. SELBY:

I’ll just make a few opening

3

and explanatory remarks about how this came to pass,

4

and I’ll turn it over to Robin, and I believe Evelyn

5

before Robin.

6

Good morning, everyone.

I want to welcome

7

the Methodology Committee here.

They are here to

8

make another prese ntation.

9

wonderful presentation we had on value that was led

You will recall the

10

by the Methodology Committee last year.

11

please come back, and they have come back with maybe

12

an even more interesting topic.

13

We said

You may know that in our legislation, we

14

are told to attend to differences in treatment

15

effectiveness by patient characteristics, including

16

age, gender, race and ethnicity, socioeconomic

17

status, and genetic and molecular subty pes.

18

pointed to precision medicine at a time before the

19

phrase “precision medicine” had been coined, I

20

think.

21
22

We were

Precision medicine is beginning to be
practiced in a number of areas, nowhere more than in
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1

oncology where tumor markers, and sometimes

2

constitutional markers as well, but more frequently

3

tumor markers are identified that have links to

4

particular therapies that predict whether a person

5

and their tumor will respond to a particular

6

medication.

7

From time to time, we get applications that

8

are in this area of preci sion medicine.

It’s

9

obviously not a set of tr eatments whose efficacy has

10

been well established .

11

tests and treatmen ts that are beginning to be

12

practiced, and you can hear them ad vertised a lot.

13

It’s complex.

It is a set of diagnostic

The re adings show -- Naomi’s

14

publication that was in our background reading shows

15

the area of precis ion medicine, targeted therapies

16

with diagnostic te sts is complicated, it requires a

17

real causal model because there are multiple steps.

18

How one envisions that and how one instructs

19

applicants to put proposals together in this area is

20

a subject for us this morning.

21
22

Beyond that, precision medicine means a lot
more than genetics, even the precision medicine
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1

initiative, socioeconomic, race and ethnicity,

2

cultural, language, kinds of characteristics of

3

patients can influ ence treatments.

4

How to get the right treatment to the right

5

person.

6

Precision medicine is a discipline that is being

7

invested in mightily and beginning to show up in

8

practice.

9

That’s a very patient-centered approach.

We’re very grateful to the Methodology

10

Committee for putting their thoughts together on

11

this.

12

I will turn it over to Evelyn.
CHAIRMAN NORQUIST:

Just one second.

They

13

told me the mi crophones are not ver y sensitive, so

14

you have to talk very close to the microphones.

15

DR. WHITLOCK:

Thank you.

Is that close

16

enough?

17

couple of comments to frame the discussion, and then

18

we are going to he ar from several of the Methodology

19

Committee members about some of the more technical

20

aspects and deeper considerations around precision

21

medicine.

22

No?

How is that?

I just want to make a

We wanted to start with a definition of
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1

“precision medicine.”

2

that this issue -- it depends on what you’re talking

3

about.

4

emerging approach for disease treatment and

5

prevention that takes into account individual

6

variability, genes, environment, and lifestyle for

7

each person.

8
9

This begins to frame the fact

NIH’s definit ion of precision medicine is an

It reflects what was talked about by Joe.
It is something that brin gs genetics into a broader

10

set of variables that try to target treatments.

11

Others have picked up the term “precision medicine”

12

or even altered th e term to mean either the same or

13

different things.

14

There was an article last week in the New

15

England Journal of Medicine about precision directed

16

initiatives, talking about perhaps it will take us

17

too long to get to the genetic kind of informed

18

things we should be doing , some other activities at

19

the learning health system level, personalized

20

medicine, genomic medicine, and even in the articles

21

that were provided fo r you, the range of

22

applications as sh own, as people are thinking about
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1

adding biological data into EHR data, thinking about

2

learning health sy stems, and even thinking about

3

clinical pharmacokinetics, and making sure dosages

4

provided to patien ts are actually therapeutic.

5

What we want to do today is recognize that

6

PCORI can make a contribution in th is area.

7

like to talk about both the breadth and the depth,

8

and get a sense through the discussion today of

9

where the most fruitf ul areas are for us to focus on

10
11

We’d

in the near future.
Joe alluded to some of this, the challenges

12

we have faced thus far in compar ative effectiveness

13

research vis-à-vis precision medicine.

14

think about precis ion medicine, particularly related

15

to genetics and genomics, it’s a relatively young

16

field, early in it s development, and there’s rapidly

17

changing knowledge in genetics, genomics, and

18

molecular diagnostics.

19

When you

When we start looking in these areas of

20

genomics and genet ics, many of the studies are

21

primarily early phased, which can make it

22

challenging, when we apply the usual definition we
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1

have had for comparat ive effectiveness, which is

2

that you are compa ring two or mo re applications to

3

widely available comparators.

4

challenges for us whe n we do emergi ng technologies

5

because they often don’t have insur ance coverage,

6

and we rely on widely available coverage to cover

7

the costs of the interventions we are comparing.

8
9
10
11

It also can create

There is also an issue around durability
and timeliness of evidence, given the rapid
evolution of the field.
Nonetheless, and Naomi’s paper makes a

12

great analogy to this, to other kinds of

13

technologies that have diffused rapidly in the past.

14

There is a diffusion, and stakeholders are

15

interested and concerned about whether and how these

16

types of developments can contribute to patient-

17

centered care.

18

We think there are not just challenges but

19

opportunities for PCORI in precision medicine.

20

Because it is inherently patient-centered and aligns

21

with our overall goals, as Joe refe rred to, we would

22

love to focus on about what we can do in the short
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1

run and make sure we’re thinking about it in the

2

right perspective.

3

We already support methodologic research

4

that has been used to enhance bo th understanding and

5

appropriate use of methods for looking at variation

6

and treatment effects, both benefits and harms.

7

Issues around predictive analytics and that

8

sort of activity, get ting a heterogeneity of

9

treatment effect, are areas where with or without

10

genetic information, we can more effectively target

11

treatment.

12

We can also look at some of the important

13

patient-centered issues that will become important

14

as more and more targeted treatments hit the market,

15

so how best to incorporate patients’ perspectives

16

and engage patients in decision making around

17

genomic and non-genomic targeted treatments.

18

We could potential ly set up surveillance

19

and partnerships with other agencies to identify

20

early focus topics that are ready for patient-

21

centered CER.

22

Another example is we could have a way to
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1

monitor the diffus ion of these prec ision medicine

2

technologies through PCORnet to see which ones are

3

reaching the criti cal mass in wi de enough use that

4

are appropriate for CER.

5

examples, and I am hoping the di scussion will lead

6

to others.

7

These are just a few

We do believe PCORI is an important

8

contributor in thi s space, and NIH and others are

9

committing substantial resources.

PCORI can invest

10

in ways that complement and perhaps expand others’

11

investments.

12

We believe that havin g a clearer framework

13

for those projects and that scope of investment in

14

our research agenda will help us mo re effectively

15

identify areas and respond to in vestigator initiated

16

ideas.

17

Given the rapid evolution of this field, we

18

believe that whate ver we discuss to day will probably

19

require revisiting in the not to o distant future

20

because this is such a rapidly changing and

21

important area.

22

With that, I’m going to turn it over to
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1

Robin, and she will introduce the Methodology

2

Committee Panel that will be talking about this from

3

several Methodology Committee members’ perspectives.

4

DR. NEWHOUSE:

Thank you, Evelyn.

We will

5

start with Dr. Ste ve Goodman, and move to Dr. Naomi

6

Aronson, and I will close with some additional

7

comments before we open for discussion.

8

Steve?

9

DR. GOODMAN:

I’ll just make a few

10

comments.

11

conversation proceeds, and just make a few

12

observations.

13

I think I’ll surely make more as the

Many of the points I would have made are

14

actually made extraordinarily eloquently in the

15

background readings, so I’m not going to rehash a

16

lot of that material, but hopefully the relevant

17

stuff will surface.

18

I just want to say a few things.

19

all, and this undersc ores one point that Joe said,

20

if we’re going to be thinking about this in any

21

meaningful way, we certainly want to get off the

22

genome mix wagon, which Evelyn also poi nted out is
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1

critical.

2

As soon as we identif y precision medicine

3

dominantly with genomics, in some ways we are

4

betraying the very va lues of what PCORI is about,

5

and a lot of what PCORI was built for and what we do

6

best is a form of precision medicine, if we start

7

defining medicine in all its broad form, which is

8

not just efficacy, almost all the dialogue right now

9

is about efficacy, not about tolerance, not about

10

side effects, not abo ut picking the medicine that

11

best suits the lif estyle, the preferences, and the

12

entire life experience of the perso n getting it.

13

In many ways, that ’s what PCORI is trying

14

to do.

15

well.

16

with informed practitioners with patients as

17

partners.

18

That is a form of precision medicine as
That can only be practiced at the bedside

Let’s not lose sight of what in a sense

19

real precision med icine is, which is matching the

20

needs of the patient with their own preferences on

21

how they want to go forwa rd.

22

almost completely absent from most of the writings

That language is
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1

on this, and again, it fo cuses a lot on efficacy.

2

Another thing I’ll say, getting back to the

3

genotyping, we have to be very care ful.

4

there has been some nominal success in cancer is

5

because the target that has the genomic lesion is

6

the tissue itself.

7

very, very easy to slide over, agai n, Joe sort of

8

alluded to this, to the germ line genome that we all

9

have, and that may or may not be subject to change,

10

The reason

It is the disea sed tissue.

It’s

even if we know it leads to certain overall risks.

11

Trotting out cancer all the time as an

12

example of potential for success doesn’t apply to

13

the vast majority of multifactorial diseases where

14

we don’t necessarily have a tissue or a single

15

lesion, a tissue that has differentiated itself from

16

the germ line.

17

sense.

18

Ca ncer is almost unique in that

I want to bring up a theme that Naomi does

19

in her article, and hopefully this will not

20

undermine what she is just about to say, which is

21

the notion that many of the pressures that we feel

22

in this area are in a sense technology driven.
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1

very, very easy to come up with predictors these

2

days, predictive analytics.

3

but they certainly are not the only thing.

Genes are part of that,

4

The problem is peo ple start making money

5

very, very quickly off these analytics, and very,

6

very rarely -- there is no pathw ay for approval of

7

the analytics that are akin to the drugs or

8

biologics, so they ar e out there be ing used with no

9

confirmation that their use leads to better health.

10

We don’t have to subj ect them to the same

11

levels of proof.

12

evidence, and this was covered in the background

13

article as well, that they can driv e up costs quite

14

a lot, particularly if th e tests themselves are

15

expensive or mista kes are very, ver y expensive.

16

have to make sure that we unders tand how harmful

17

those mistakes can be, both economi cally and to

18

people.

19

In fact, there is quite a lot of

We

One role we can ha ve is to put these

20

technologies to the test, which they rarely go

21

through, and the problem is they of ten get, I think,

22

vetted in practice wa y before we ca n test them, and
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certainly the gene ex pression tests for cancer are a

2

very, very good example, and those have a better

3

evidence base than about 95 percent of the other

4

tests that are out there, and on ly now are the

5

results beginning to come in.

6

One role that we can play is actually

7

requiring or fundi ng the testing of any of these

8

predictive technologies in a way that there doesn’t

9

seem to be a marke t for other motiv ation right now.

10

I think that’s all I’ll say for now.

I

11

think there is going to be a lot of other things

12

that come up.

13

here is going to be very interesting and very

14

challenging.

15

do already falls under this rubric, which I think

16

was my first point, and if there ar e things that we

17

might be doing that are not being done by other

18

agencies and that fall within our sweet spot, I

19

think that will be the goals of the subsequent

20

conversation.

21
22

I think figuring out PCORI’s role

It could be that if a lot of what we

CHAIRMAN NORQUIST:
questions now?

Do you want to take

How do you want to handle this?
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1

want to wait?

2

Okay.

DR. GOODMAN:

3

Naomi next.

4

to say.

5

I think I’m passing it off to

I hope I didn’t say what you were going

DR. ARONSON:

No, you didn’t.

You

6

anticipated it nicely , thank you.

7

divided into two main things.

8

examples of emergi ng genetic tests, one which may be

9

very close to camera ready for us.

10

My thoughts are

One is some concrete

I’ll talk about

some of the opportunities.

11

The second connects to the effectiveness,

12

it’s not just test s, it’s the deliv ery of the tests.

13

My first set of examp les is in what I would

14

call emerging technologies that are about to be

15

established based on really compelling rationale,

16

but in the absence of emp irical evidence.

17

this is probably why comparative effectiveness

18

exists.

19

Actually,

We talk about a comparison to an

20

established technology.

The first technology I want

21

to draw your atten tion to, and obvi ously my focus is

22

influenced by what we have been doing in the
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1

clinical effectiveness area at Blue Cross and Blue

2

Shield Association -- the emergence of expanded

3

carrier screening or reproductive decision making,

4

both pregnancy planni ng and pregnancy.

5

As you are aware, the convention has been

6

targeted carrier screening, classically, specific

7

ethnic groups, and classically, an example would be

8

say Tay-Sachs area screening in Ashkenazi Jews.

9

There are only two conditions of which I’m aware for

10

which there are universal screening, and that is

11

cystic fibrosis and spinal muscular atrophy.

12

as the rest of testing, it is done on a targeted

13

ethnic basis.

14

As far

We now have several companies that have

15

developed a large screening.

That is they could

16

screen for all condit ions.

17

implications of that.

18

for all conditions, some of the things they would

19

screen for are actual ly now in the area of what we

20

would call “newborn screening.”

21

changing the frame work and perspective of what is an

22

enormously impactful public health practice.

We really don’t know the

No t only would they screen
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1

I just wanted to speak to what I think some

2

of the opportunities are in this area.

3

opportunity would be a very large trial showing the

4

outcomes of targeted screening, which is the

5

convention now, versus expanded carrier testing.

6

That is huge.

I thin k you would want to

7

engage multiple companies out there.

8

are a handful.

9

others.

I’ m aware of three.

I think there
Maybe there are

I don’t thin k they could even do it

10

themselves if they wa nted to.

11

motivated to.

12

The big

They may not be

ACOG has just come out with a statement

13

that has moved pas s neutrality in expanded carrier

14

screening, if potential parents are interested, that

15

explains the risks and benefits.

16

explain the risks and benefits when you actually

17

don’t know the algorithms and outcomes here.

18

It’s very hard to

The huge opportunity would be to conduct

19

this trial.

Short of that, here are some other

20

opportunities I see.

21

the implications of this, understanding that we are

22

now going into variou s ethnic groups.

One would be to try to model
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1

You can argue that we are in a post-ethnic

2

society.

3

is Ashkenazi Jew, he is married to an Italy born

4

Italian.

5

His grandchildren are half Chinese, one quarter

6

Italian, and one quarter Ashkenazi Jew.

7

all this ethnic st uff doesn’t matter anymore, but

8

I’m not so sure that’s true.

9

I will think of my own family, my brother

Their so ns have both marr ied Asian women.

So, maybe

In addition to not knowing the prevalence

10

of these conditions in other ethnic groups, we don’t

11

actually know how sev ere they are.

12

excitement with a cer tain naiveté in saying we can

13

find out everythin g, because we really don’t know

14

the consequences.

15

I think there is

Another opportunity would be to try to

16

model this, taking into account the tests, what is

17

known about the tests, what is known about the

18

prevalence in other ethnic groups, what is known

19

about the expressi on and severity in other groups,

20

and try to model what the consequences would be.

21
22

At least we would be getting to some kind
of informed consent here because as muc h as the ACOG
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1

recommendations say counsel, I don’ t know that you

2

have enough inform ation to make inf ormed consent or

3

to counsel on.

4

I will add another di mension which I think

5

is right up some of our classic patient-centered

6

outcomes and conce rns, and that is how were the

7

conditions that are being tested for in these

8

expanded panels selected.

9

The one I’m most familiar with basically

10

ran a survey throu gh a panel of 15 physicians asking

11

them to rate the severity of cer tain conditions.

12

The lack of patien t-centeredness aside, it’s hardly

13

a rigorous or valid model.

14

Another opportunity here is to actually

15

understand the testing, and what are the tradeoffs

16

they are willing to make, and wheth er it is worth

17

being tested or not.

18

risk of a cong enital condition might be worth it,

19

for others, not.

20

information.

21
22

For some people, avoiding any

At this point, there is no

I am particularly con cerned that we see a
shifting of categories from carrier screening to
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incorporating newborn screening into these tests,

2

many of which are remediable diseases if you catch

3

them early enough.

4

public health focus.

5

It’s an entire shift in the

Finally, there is a question again of

6

counsel the patien t, get informed conse nt, but is

7

there really enoug h information to give it.

8
9
10
11

I’ve outlined a coupl e of sub-questions
that I really think could be refine d into a research
agenda for us.
My next one is the so-called “personalized

12

cancer treatment.”

13

I’m not going to dwel l on it.

14

one remark, and that is most cancer centers now are

15

advertising the tu mor profiling that Steve spoke

16

about, which is the idea that if yo u have a genetic

17

marker in your tum or and there is a corresponding

18

targeted therapy, that you could us e it off label,

19

but frankly, its success has bee n limited to

20

targeted therapies themselves.

21
22

I know I’m taking some time, so
I am going to make

There are probably a couple of dozen of
these, maybe 30 of these, a lot of overlap.
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1

they target, so it is not as many diseases as the

2

number of therapies, but the success and actually

3

generalizing them off label has been fairly limited.

4

First of all, the the ory that the marker

5

would be unique to the tu mor is apparently not true

6

because now studies show you can fi nd these markers

7

in normal tissue.

8

you find the marker, is it actually relevant to the

9

tumor, much less will there be a response.

10

There is the whole question of if

There have been some histories of failure

11

in an attempt to expand the labeling of these

12

targeted therapies to other cancers because really

13

some mutations are drivers, some mutations are

14

passengers or bystanders, and we really don’t have

15

that sorted out.

16

I think what is very compelling from a

17

PCORI point of view and our commitment to open

18

science is the fact that this has been now a feature

19

of every cancer ce nter.

20

personalized cancer therapy.

21

being done internally.

22

You have to say we do
These studies are

They are not being shared.

These are all open science principles, and
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1

as a consequence, patients are being subjected again

2

and again, unknowingly, not deliberately, but

3

unknowingly, and this is the open science issue to

4

therapies that are futile.

5

other settings with other patients.

6

is not out there.

7

They have failed in
The information

There is actually a portfolio of trials and

8

studies, studies in progr ess.

Friends of Cancer

9

Research is a major partner in one of them.

On lung

10

cancer predictors.

11

is actually a regi stry type study being sponsored by

12

ASCO.

13

studies for efficacy, but what is really unique here

14

and I think is inc redibly important is the fact that

15

they have established futility criteria.

16

A particularly interesting one

I’m normally not a big fan of registry type

They will quickly eliminate those targets

17

and therapies which are shown not to work, and it

18

really only takes a dozen or so cases to do that.

19

Success is knowing wh at works or ge tting a signal of

20

what works in this case, and also knowing what

21

doesn’t work, because there is huge opportunity

22

here, for patients an d for the health care system.
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I won’t say more about that, but I really

2

did want to emphas ize the intersection between the

3

open science issues and this practi ce of taking a

4

compelling therapy without evidence, not

5

contributing to an d perpetuating a state where we

6

are subjecting patients to futile therapies.

7

suspect in some cases we are also offering

8

successful ones, but we can’t sort it out.

9

I want to go on now to my second set of

10

issues.

11

you want.

12

I

Am I way over time?

I can stop any time

Let me highlight three effectiveness issues

13

that I think -- I haven’t got it formulated, but I

14

bet we could develop something.

15

better but we all believe th e test results or the

16

results of a test are real, but there is

17

accumulating evidence now in the area of what’s

18

called “next generation sequencing,” that is the

19

ability to do simulta neously multiple markers, that

20

there is actually not tha t high agreement either in

21

concordance of fin ding the variance or concordance

22

of interpreting the variance.
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1

Meaning the result yo u get and the action

2

you take has a substantial element in it of where

3

did you have your tes t and who read it, not what is

4

the actual underlying condition.

5

Now, we all know test s are like that, but I

6

think this is suppose d to be precision medicine, and

7

we are dealing wit h multiple variables and there is

8

great faith being put in it, and its disseminating

9

rapidly.

I think that needs closer looking at, how

10

do you in fact get to some consistency and

11

concordance.

12

Actually, even farthe r down the line, which

13

is very little pai d attention to, is actually what

14

happens to the specimen before it gets to the

15

laboratory.

16

NCI Bio Repository Program, has done a lot of work

17

on that.

18

Carol yn Thompson, who used to run the

The samples that are actually getting to

19

the labs may have been handled in very different

20

ways.

21

between the surgery and pathology.

22

specialized labs, so there is a shipping quality

Somebody may have taken a coffee break
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1

issue.

2

We actually need to understand more in how

3

to intervene better, as to how to assure the quality

4

of the specimens as well as the quality of the labs.

5

Third, there is th e issue both for

6

clinicians and for patients as to the understanding,

7

interpretation, and application of these results.

8

There is a huge shortage of genetic counselors.

9

That is exacerbated by th e fact that they are now

10

being snapped up and employed by genetic testing

11

companies, and also by ut ilization review companies.

12

That’s a less indepen dent workforce.

13

Irrespective of that, not enough of that

14

information going on.

15

this?

16

decisions.

17

context of not onl y all the genetic tests that are

18

out there clinically but there will be increasing

19

direct to consumer tests.

20

What are some remedies for

There are some alternate way s for employment
We need to th ink about this in the

The issue again of informed consent, what

21

do patients actual ly understand.

22

constellation of issues that are really about
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1

effectiveness and where we might find opportunity.

2

Finally, I will just mention one that is

3

emerging in the area of genetic therapies.

4

are some diseases tha t can be elimi nated by a gene

5

transfer.

6

available in Europe and Italy for combined and

7

immunodeficiency disorder.

8

individuals have been treated, but it is curative.

9

There

There is already one approved and

I think about 16

One open question on these therapies is

10

durability, are th ey truly cured, how long do they

11

last.

12

four/five/six years and there is th at data there,

13

that in itself is remarkable.

14

In some of these diseases, if you have

Emerging on that pipe line probably next are

15

in hemophilia.

16

accessible, I think, because the costs of treating

17

hemophilia are huge.

18

therapy, the return on the initial investment is

19

probably fairly ra pid, so it’s a little less

20

daunting than some of the others emerging.

21
22

That is actually going to be quite

Even if you have $1 million

I think next in line might be beta
thalassemia, sickle cell disease, but there is a
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huge pipeline of disorders, and they will become

2

more common disord ers, and the overall question is

3

how do you manage the financ ing of a therapy where

4

maybe the initiati on is maybe $1 million, maybe only

5

$600,000.

6

I know that companies are actually working

7

hard to increase some of their efficiencies in

8

production, but yo u still have a very extensive

9

initial outlay here.

10

This is what we ac tually looked at in terms

11

of Hepatitis C.

12

to $100,000 therapy.

13

The question will be how wil l the financing be

14

managed.

15

have really actuar ially incorporated.

16

going to be very, ver y challenging.

17

There yo u are looking at a 70,000
Now we have multiples of that.

It’s not so mething that I think payers

There are notions out there.

I think it’s

There are a

18

group of economists at MI T who are using a financing

19

scheme where you can actually put your baby’s gene

20

transfer on your credit card, just like you did your

21

mortgage, your car, or interest loan, and pay it off

22

over a lifetime, so that parents will have the
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choice to do this for the ir children.

2

where the mortgage crisis had gotten us and the

3

college loan crisi s, and I myself would question

4

some of the fe asibility and social impact of that

5

with respect to di sparities and so on.

6

We also know

I think this is no t so much a question of

7

value or efficacy, but ac tually a question of health

8

care system and di sparity as to how these will be

9

managed.

10

Those are my thoughts.

11

CHAIRMAN NORQUIST:

12

the session.

13

Robin, I’ll let you run

It’s up to you how you want to do it.

DR. NEWHOUSE:

I’m ju st going to make a

14

couple of comments just about the role of the health

15

system because I think that is one of the things we

16

haven’t addressed at this point, just a couple brief

17

things.

18

First of all, health systems are already

19

imagining a day where precision medicine is

20

considered part of ro utine care.

21

patients are admit ted within the health system,

22

medications and do sing and treatment decisions would
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1

be made on their pers onal characteristics or

2

phenotype.

3

Building the health care infrastructure for

4

precision medicine will require a number of

5

innovations and trans formations in informatics

6

technology to enhance communication across setting,

7

building teams of clinicians and support for patient

8

care, creating dec ision support tools to inform

9

clinical and patient decision making, and also

10

developing a health care workforce that Naomi

11

mentioned across disciplines.

12

Precision medicine needs to be available

13

across the continuum of care.

14

expertise is really in academic health centers.

15

Across the continuum, which includes primary care,

16

community health, and acute care and other places.

17

Right now, the

When we think about precision medicine, we

18

also have to think ab out the opportunities and

19

support needed in health systems as well.

20

the questions related to the development of health

21

systems, for examp le, would be how will sensors,

22

self-monitoring devices, and other sources of
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1

personal data be inco rporated into precision

2

medicine.

3

How will electronic medical records and

4

predictive analytics enhance identification of

5

people that can be nefit from precision medicine, and

6

how will we engage patients in designing these

7

health systems of care to deliver precision

8

medicine.

9

Some questions related to the provision of

10

care may include what are the benefits and risks

11

associated with precision medicine for individual

12

patients.

13

workforce needed to deliv er precision medicine, and

14

what designs, methods, and analytic approaches are

15

needed to advance pre cision medicine.

16

What are the characteristics of teams and

When we think of health systems, I think

17

the broad spectrum ranges from the individual

18

genotype and a person to some broader philosophical

19

and scientific questions, but also bigg er.

20

to sustain and enable and really be able to scale up

21

precision medicine, we’re going to have to partner

22

with health system s and make sur e we build
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1

infrastructure, and think about the approaches to

2

individuals and po pulations as well.

3

I’ll close with that comment.

4

have a number of tent cards up.

5

tent card up.

6

Bob.

DR. SIGAL:

I know we

Ellen, you had your

Ellen, Bob, and then Barbara.
Thank you for the presentation.

7

I don’t think I’ve ev er been so violently in

8

agreement with PCO RI as this opport unity.

9

this is incredible.

I think

It’s an area that we work in

10

and have a very, very high level of frustration

11

because we published something recently, a survey

12

that we did with treating physicians and hospitals,

13

where there were two FDA approved tests in lung

14

cancer, EGFK and ALK.

15

results because I thi nk in one case 70 percent and

16

in another case 60 -- I don’t remem ber the data --

17

did not use the FD A approved test.

18

We were shocked by the survey

Does it mean that the other tests in the

19

community setting are not right?

We don’t know, but

20

the point is we we re shocked that there was an FDA

21

approved test.

22

going with NextGen and these tests, every single

When you go now to where we are
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sector has their own tests.

2

Sloan Kettering, you go to MD An derson, Dana-Farber,

3

Mass General, and the y are all diff erent.

4

work?

5

It’s a manufacturing standard, but not necessarily

6

for efficacy.

7

Maybe?

You go to Memorial

Do they

There are standards, CLIA or CAP.

We have been working very closely with the

8

FDA on trying to get some ability to have some

9

standards, some concordance or some accelerated

10

pathway to see if in fact these tests really work as

11

they should, because you are making treatment

12

decisions on them.

13

It’s been an area of enormous frustration.

14

I do know with MATCH, they did concordance testing.

15

They spent a lot of time on it.

16

it was close to 90 percen t, it wasn’t 100 percent.

17

However, other survey s or other tests that I’ve seen

18

show lower, like 70 perce nt, 60 percent.

19

is a huge gap.

20

I think initially

So, there

Having said that, if you’ re going to really

21

use these tests, as we al l believe these treatments

22

are in fact going to be really important for
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1

patients, and it certainly takes away a certain

2

population that are likely not to respond, the tests

3

need to be accurate.

4

I think there is a lot we can do to at

5

least see if there is some concordance or some

6

standards or some abi lity to really inform people in

7

the community that these tests may not be accurate.

8

Again, another factor that we have seen which was

9

very troubling ini tially, and I kno w from our own

10

experiences, when we initially were doing the tests,

11

and we do have a test that now is going to FDA

12

approval, a lot of the investigators did not want to

13

give the results to the patients.

14

We were shocked, very upset about it,

15

however, when we went through the IRB, the IRB

16

basically said this is co ercion, and in fact, the

17

patients need to know , which I think is really very

18

important.

19

Having said all of th is, I think there are

20

huge opportunities for PCORI to rea lly come in here,

21

see what’s working, what isn’t working, to look at

22

this.

Also, I think that maybe some PCORnet and
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maybe there is dat a now because we do have enough

2

data from a lot of these tests, a lot of these

3

trials, where one may be able to look at some

4

economic data, but I think it’s the future.

5

I think if this is true comparative

6

effectiveness, if you are going to be using tests to

7

determine your tre atment, those tests need to be

8

accurate, and figuring out a way forward that isn’t

9

too burdensome for th e academics or others, but to

10

see if these work, to do some education, is

11

incredible.

12

We were so shocked at our results when we

13

did our survey, and we di d publish the sample size.

14

Again, what we could not determine was whether in

15

fact these other tests that were no t FDA approved

16

were accurate or not, and we don’t know.

17

Patients have no idea.

When they are given

18

a test and they go to an institution, they have no

19

idea of what quest ions to ask.

20

The other issue is that many of these

21

academic institutions are using these tests, and

22

they will do a panel, res earch panel on patients,
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and they’ll start tre atment.

In on e case, somebody

2

called me on it.

3

started treatment, because it could take a month to

4

get these results, and patients often will be

5

starting treatment.

6

research purposes, it doesn’t matter.

7

Well, it really does matter.

8

deal, and I hope we can figure out a way to do

9

something on it.

I said did you ask them why they

They said, well, it’s only

10

[Audio malfunction.]

11

CHAIRMAN NORQUIST:

It’s a big

I think we’re back on,

12

Bob.

13

watch and make sur e you don’t unplu g the back of it.

14

When you pull your microphone toward you,

UNIDENTIFIED SPEAKER:

Looking at those

15

through EDIC glass es, maybe the best way to inform

16

is through health pol icy.

17

comments have been made, some of the comparative

18

effectiveness issues will actually inform health

19

policy in the future, and especially in the current

20

climate of is health care going to look like.

21
22

As a lot of the bio

I guess I’ll throw out the question, this
is not an original thought, somebody said it, but it
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was a publicly utt ered comment which means to me it

2

is now open source , but are your genes a preexisting

3

condition.

Is you r zip code a preexisting

4

condition.

These, I think, are some of the things

5

that health policy is going to need to be looking

6

at.

7

Particularly when we start talking about

8

who is going to pay for it, and I will tell you

9

this, Federal Blue Cross/Blue Shield does not cover

10

the cost of sequencin g, either tumor or host.

11

will cover the cost of lo oking at specific markers,

12

approved markers, I guess, but not for sequencing.

13

They

I think there are two lessons ou t of that.

14

One is if we are going to build an informational

15

base that actually will allow our big data resources

16

to harvest information, then the ab ility to pay for

17

this really becomes a public policy issue, but if it

18

doesn’t, then we will then have an inherent inequity

19

in health care del ivery that only those who can

20

afford to pay for that se quencing can get the

21

targeted precision therapies.

22

real important pol icy issue, right, both from the

I think that is a

B&B REPORTERS

4520 Church Road
Hampstead, Maryland 21074
[410]374-3340

43

1

broader big data perspective but also specifically

2

for the very real pat ient perspective.

3

The other piece, and I will end with this,

4

is that it is very easy -- my research career has

5

been in cardiac biomarkers.

6

on the subject alw ays ended with th e same slide.

7

It’s very easy to show a prediction, it’s very hard

8

to show predictive value.

9

Every talk I ever gave

That’s crucial because every piece of

10

information can inform but does it change the

11

pathway, does it change how we are going to treat

12

patients.

13

predictive value in every thing that we do.

14

We really need to be looking at

Just to wrap it up , I think the work that

15

we can specifically design and supp ort through PCORI

16

can inform health policy, might scare some people in

17

the discussion we have about reauthorization, unlike

18

in Europe where they talk about comparative

19

effectiveness also including costs, which some

20

people equate with value, I don’t, a very different

21

thing.

22

Let’s look at where the gaps in evidence
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1

are, where crucial health policy decisions will be

2

being made, and really think about how our funding

3

and research capabilities might inform that.

4

makes the EDIC’s job a whole lot easier.

5

DR. NEWHOUSE:

6

DR. McNEIL:

That

Thanks.

Barbara?
I enjoyed these comments.

I

7

have really only two.

The first is that I think

8

that when we are talking about precision medicine,

9

all the principles we have for comparative

10

effectiveness research apply.

11

nothing really new.

12

Steve was saying.

13

wheel for work we do in the field.

14

So, ther e should be

I think this is basically what
We shouldn’t be reinventing the

I’m not sure if I disagree with Ellen or

15

not, but I don’t think it’s our job to look at the

16

correlation between home brew tests and FDA tests.

17

I think that is the purvi ew of either the home brew

18

makers or the FDA makers or some body else.

19

sure that’s a comp arative effectiveness mandate.

20

Basically, I think we are talking about

I’m not

21

doing what we have al ways done with a very specific

22

emphasis, whatever the definition of “precision
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medicine” is.

2

Naomi was talking abo ut some very specific examples.

3

Steve was making it very broad.

I was trying to find a slide which I can’t

4

seem to find now in looki ng through the documents.

5

It worried me a littl e bit.

6

comment on it.

7

imagining this, th at we would look at PCORnet to see

8

the fusion of precision medicine, and I thought it

9

was largely talking about genomic, but it could have

Maybe, Steve, you could

I thought it said, but I could be

10

been broader than that, techniques -- oh, it’s your

11

slide.

12

There it is.

No wonder I didn’t see it.

There it is, number four.

To try to relate

13

that sort of ad hoc u tilization with outcome.

14

wanted to ask Steve whether he thought there was any

15

way on earth that you cou ld risk a guess with

16

patients who got those tests with those who didn’t.

17

DR. WHITLOCK:

I

Can I just clarify that what

18

that meant to say was when you have a lot of

19

different tests and a lot of different treatments,

20

if you’re asked a question do yo u get better

21

outcomes with genomically targeted treatments in

22

cancer or not, it’s a hard question to focus, so
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1

this was really about are there opportunities for us

2

to figure out whic h precision medicine technologies,

3

which tests, are sort of out there and in common

4

enough use that there were searchable targets.

5

This is not ab out using PCORnet to

6

determine whether or not the treatments are

7

effective.

8

targets.

9
10

It’s really just about identifying

DR. McNEIL:

I misunderstood, sorry.

That’s fine.

11

DR. GOODMAN:

12

answer that question.

13
14

DR. McNEIL:

Thank you for not having to

You coul dn’t have answered it,

right?

15

DR. NEWHOUSE:

Russel l, Sharon, and Joe.

16

DR. HOWERTON:

As a representative from a

17

health system, I would emphasize that the

18

implications of pr ecision medicine occupy a great

19

deal of thinking and support the im portance of this

20

question that everyone is highlighting here, simply

21

archiving the information that comes from this in

22

our data warehouses alone is a challenge.
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1

I do have a concern from a PCORI point of

2

view, and if I’m not mistaken, we don’t fund actual

3

care, so in an environment where the testing and the

4

treatments are expensive, and the interactions

5

between payers and these things are complex today, I

6

have a concern that aggregate use of PCORI resources

7

in the time horizo n that we have known to us, that

8

we will be greatly challenged to make an investment

9

of the magnitude to bring knowledge to this complex

10
11

field.
If we somehow transpo sed ourselves in time

12

and moved our authori zing legislation to today and

13

had a 10-year window, or this problem were in

14

2009/2010, it would appear to me to be a perfect

15

place for us to work with the investments of the

16

magnitudes needed to answer the profound questions

17

that are going to arise here.

18

I wonder if there wil l be investments of

19

the volume we can commit to now that will be

20

material in this field during ou r time of ensuring

21

that we are de monstrating maximum outcome for our

22

investments.
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1

Not to diminish any of this, I agree with

2

almost every sentiment expressed here, but it is a

3

big elephant to chew.

4

DR. NEWHOUSE:

Thank you, Russell.

5

UNIDENTIFIED SPEAKER:

Sharon?

I agree with what

6

Russell just said wit h the exception of listening to

7

what Naomi was descri bing, if you think of precision

8

medicine much more broadly than genomics, there is

9

opportunity within a broader definition of

10

“precision medicine,” just another way of talking

11

about patient-centered, patient-targeted, think

12

about a contribution we can make in the time we have

13

left.

14

The other comment is to continue the

15

thought that I think we are going to see a collision

16

of public policy around the afforda bility of health

17

care with the avid enthusiasm for things like 21 s t

18

century cures and gen omics.

19

the interest in fu nding the shiny new things, and at

20

the same time a growing resistance to paying for the

21

costs of that research.

22

There is the will and

I think we see this blast of money for NIH
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1

finally, enhanced funding for NIH, as enthusiasm for

2

21 s t century cures and wh at we are seeing play out

3

now with anywhere between 600 and $800 billion

4

targeted out of th e total expenditure in health care

5

through at least the House versi on of the AHCA.

6

These are both legiti mate concerns.

This

7

isn’t about putting PCORI in a posi tion of taking a

8

policy position between these two things but just

9

saying as a country, we are of two minds.

I think

10

Bob’s point is really on target, that we are

11

potentially going to exacerbate the gap between what

12

we can do and what we can afford to do.

13

DR. NEWHOUSE:

Thank you, Sharon.

14

Joe, Mark, Steve, and Leah.

15

DR. SELBY:

We have

Thank you, Ro bin, and thanks to

16

everybody for this presentation.

17

respond to Russ and Sharon a bit, and then ask Steve

18

a question.

19

I wanted to

Russ, Evelyn had put in one of her slides

20

this challenge, wh ich is to fund studies in this

21

area, we have always had it as a requirement that

22

the applicants describe to us where and how the

B&B REPORTERS

4520 Church Road
Hampstead, Maryland 21074
[410]374-3340

50

1

treatments are going to be funded because PCORI has

2

never funded new costly treatments, particularly

3

treatments that weren’t -- we don’t fund treatments

4

period, but certai nly we don’t fund treatments in

5

situations where plans are not cove ring them yet.

6

It’s a real dilemma for what Sharon is

7

talking about, whi ch is the overall question --

8

certainly when PCO RI was being planned, when CER was

9

being first sort of exami ned and looked at, some

10

people thought that CER was going to be a way to

11

kind of in a relat ively rapid fashion assign these

12

new therapies to the people who could benefit and

13

pretty much establish that there is large fractions

14

for whom some of these new therapies won’t be of

15

benefit, so getting the right therapies to the right

16

people would be a way of managing the costs even

17

while you were rapidly improving the outcomes for

18

people.

19

In practice, how as a funder of CER you

20

look for or shape the kind of CER studies that can

21

help is part of the dilem ma that we face every day

22

and part of the di scussion we are bringing to you.
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1

Steve, you mentioned a co uple of times that

2

many of these are still efficacy testing, I just

3

wanted to see if I could push you to elaborate a

4

bit.

5

It has seemed to us that one of the

6

challenges here is that these are multi-step

7

processes.

8

there is the step of making decisions about

9

treatments on the basis of the tests.

10

There is a step of testing, and then

You have some uncertainty about the

11

validity of the tests, particularly as Ellen points

12

out, when the test s are provided by multiple, and

13

then you have some uncertainty remaining about in

14

general populations, does applying these tests to

15

the allocation of therapies really improve outcome,

16

so the effectiveness of that, maybe even the

17

efficacy of that is still unknown.

18

I wondered what exact ly you were implying

19

when you said thes e are still ef ficacy tests and

20

whether that gives you pause abo ut creating a CER

21

study where you say tests as to therapy versus

22

traditional approach to therapy with clinical
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1

outcomes as the outcomes, and whether you are saying

2

it is too early to do that or whether you’re

3

implying that the unc ertainty about the underlying

4

efficacy of these two steps means it’s too early to

5

do a CER study.

6

DR. GOODMAN:

I’ll offer a very brief

7

answer.

8

a formal study tha t looks at patien t outcomes, just

9

define them broadly.

10

I never think that it’s in appropriate to do

What I was focusing on was that most of the

11

rhetoric and most of the methods are all about

12

ascertaining differential efficacy, not looking for

13

the most part, certai nly in the same study,

14

differential adverse effects for tolerability or all

15

those things.

16

A lot of it is fin ding the drug that works

17

the best in given populations.

18

correlate with, fo r example, if it correlates with

19

dose or increased susceptibility to adverse effects,

20

or it may be in people wh o may for some reason or

21

another not tolera te those adverse effects well.

22

That efficacy may

If you’re looking at broadly defined
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1

patient outcomes, which includes adverse effects and

2

function and those things, absolutely.

3

that is what I think is one of the problems, we’re

4

not doing that enough .

5

efficacy equation, of ten through modeling.

6

MS. WHITLOCK:

In fact,

We are just looking at the

Can I mayb e add in?

I know

7

I’m jumping the cue.

I think the issue that Joe was

8

trying to express, I would express maybe a little

9

differently going back to the analytic validity,

10

clinical validity, clinical utility kind of

11

situation.

12

If someone asks a que stion that appears to

13

focus on clinical utility but we haven’t really

14

established analytic validity and clinical validity,

15

that’s where we ar e running into tr ouble, I think.

16

It goes back to what Elle n was talking about.

17

I think in some wa ys as we are talking

18

about these things, just talking about efficacy

19

versus not doesn’t ap pear to really get at it

20

because we have th ese issues of ana lytic validity,

21

variation in the marketplace that is not covered by

22

any regulatory purpose, not necessarily knowing
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1
2

clinical validity.
Sometimes people are talking about multiple

3

targets matched up to multiple treatments that may

4

or may not have been shown to be efficacious.

5

hard to think through in a way to make sure you can

6

mount a valid study that also gets you to health

7

outcomes.

8
9

It’s

I think maybe that helps the discussion a
little bit, to thi nk about it in those tiers.

10

DR. NEWHOUSE:

11

DR. HELFAND:

Mark?
I was going to begin by

12

saying what Evelyn just said in a different way.

13

When Barb or others say not much has changed, I

14

think another way to say that is a lot of what we

15

think of now as the framework for evaluating

16

diagnostic tests was developed in the 1970s and

17

1980s, what I studied when I was a Fellow.

18

These terms, I’m not sure everybody knows

19

what they mean, “a nalytic validity” and so on.

20

Maybe it’s worth stopping for a sec ond.

21

validity, another way to say that is just you do the

22

test and it measur es what it is suppose d to measure.
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1

As Naomi mentioned, it’s not as valid if you are a

2

minute late getting it to the lab and it doesn’t

3

measure that any more and it’s not as valid if you

4

measure it twice and get very different results, and

5

if it doesn’t have that, why go on.

6

That first tier is th ere may be 50 of these

7

on the market for a particular application and only

8

four or five of them have demonstrated if you think

9

PCORI would work with those.

10

The clinical validity, other people have

11

said it here in a differe nt way, does it have an

12

impact on diagnosis or impact on treatment.

13

clinical utility is wheth er it has an impact on

14

outcomes and on society, whether it has societal

15

impacts.

16

The

With that in mind, I wanted to say a

17

positive story about the VA study, which is just

18

being started on pharmacogenomic testing for

19

depression, initial depression.

20

I think it is a short but good story.

In

21

2014, there were press releases say ing that the VA

22

had approved for use -- I don’t know how widespread
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1

-- one of the pharmacogenomic tests to guide initial

2

therapy in depression.

3

A couple years lat er, 2016, they asked us

4

to do a systematic review.

As people have pointed

5

out, there’s probably a ton of them out there.

6

There were only three that had any real evidence.

7

One of them was the one the VA had approved, but of

8

the three, that’s the one that had show n it failed

9

to demonstrate any efficacy.

The other two -- by

10

“efficacy” here, what we mean is th ere was an effect

11

on remission rates within the study period.

12

was a 12-week study, there was one more remission

13

for every 10 people compared with the usual care.

14

The usual care aspect of this particular

If it

15

story is very relevan t to PCORI.

16

minute.

17

on some form of that effi cacy for remission rate.

18

I’ll say why in a

Essential ly, Steve is righ t.

They focused

If you ask people why sho uld you use these

19

tests?

They are thinking about it.

People will try

20

three or four anti depressants before they find one

21

that actually is tolerable or they take long enough

22

to have a therapeu tic effect.

The studies didn’t
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1

really look at tha t, the few studies that were out

2

there.

3

The information gaps that the systematic

4

review pointed out were along those lines that said

5

none of the studie s looked at the number of failed

6

attempts to treatm ent, the therapeutic impact.

7

Whether that was reduced compared to not using these

8

tests.

9

medication were actually implemented based on the

None of them look ed at whether changes in

10

results, versus us ual care, and here’s what happens.

11

All these things were not studied, and then

12

nobody really looked at time to remission, just at

13

the remission rates, and the most ironic aspect, I

14

think, of these studies is while focusing on

15

something precise, these genetic tests, which are

16

supposed to differ entiate people, none of them had

17

looked at demographics, psychiatric or medical

18

comorbidities, symptomatology, anything else that

19

might have helped you figure out which treatment.

20

Even in an usual care study if properly

21

designed, you can mea sure those things.

22

not looking at the test in isolation but along with
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1

other things that might help you choose treatment.

2

The nice thing abo ut this story is the

3

prime study is 20 sites, focuses on the information

4

gaps identified in that systemic review that we did.

5

It’s one of those studies where you get the results

6

of the test immediately.

7

intermediate things that you mentioned, diagnostic

8

impacts, therapeutic impacts, and the ones I

9

mentioned.

10

Looking at these

I think it’s a good case study.

I would

11

just say one more thing about th ese frameworks.

12

Most of this stuff about the framew ork, the analytic

13

validity, clinical, was worked out in the 1980s.

14

think the biggest contribution in the last 10 years

15

is heading to those and when you need a randomized

16

trial.

17

to consider.

18
19

That is the body of work that is something

DR. NEWHOUSE:

Thank you, Mark.

Steve,

Leah.

20

DR. GOODMAN:

I would say first of all

21

right off the bat about 95 percent of these tests

22

fail.

When you partition out where and why they
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1

fail, even if they can get through the first several

2

levels of analytic validity and all these things,

3

performance, in the most extreme cases, versus

4

normal, almost all the rest are cleared out when you

5

say how does this add to what you could learn from

6

just a few questions.

7

Usually, the amount of information that

8

even the most sophisticated tests adds is almost

9

zero.

10
11
12

CHAIRMAN NORQUIST:

Are you the one that’s

scaring off all the investment bankers?
DR. GOODMAN:

I try to when they ask.

They

13

can look halfway okay, but they no longer look

14

halfway okay when you consider everything else.

15

That wasn’t a comm ent I planned to make but Mark

16

made it irresistible.

17

The other thing I just want to point out --

18

and I read the New England Journal piece while we

19

were talking, thank you for pointing that out, I

20

hadn’t seen it.

21

proposing the precision delivery initia tive?

22

They made this point pretty clearly, which is that

Is this the one where they were
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1

we don’t have an infrastructure, and I think it was

2

mentioned here, to deliver the information at the

3

time it’s needed at the point of care.

4

We know that alrea dy just from evidence-

5

based medicine.

We know that a huge number of

6

people are not -- as much as we derive the over

7

generalizability of clinical trials, maybe not over

8

generalizability but they don’t differentiate

9

between heterogeneity, the fact is we do better if

10

we treat according to the results of clinical trials

11

over not, and we don’t do that very well right now

12

at all.

13

simple information.

14

That is really simple information, pretty

We are now talking ab out highly, much more

15

textured, much more granular information of

16

uncertain reliability, and we have already

17

demonstrated that the system is not set up at

18

multiple levels to ensure the be st evidence-based

19

treatment defined in the crudest terms.

20

We need to pay very serious attention

21

whether that same system can deliver on the promise

22

of something that requires a far more complex
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1

infrastructure to deliver the informati on no less to

2

act on it.

3

should look at our history of being able to act on

4

the information that we have when it’s delivered in

5

a very simple way, and that question is a question

6

not just of therap ies and evidence but of an entire

7

system that is con figured to handle that evidence.

I think that is no minor thing.

We

8

I think that is a huge challenge for us.

9

DR. NEWHOUSE:

10

Thank you, Steve.

MS. HOLE-MARSHALL:

Leah?

I think most of the

11

points I was going to make are already made, so I

12

will keep it brief.

13

adding value, we already have a lot of determinants

14

of health, and I don’t think we’ re being precise in

15

precision medicine, what we mean by that here, so I

16

think one of the things PCORI could do is help

17

define at least what we mean by that, so a lot of

18

the comments around determinants as wel l as in the

19

context of what is the genetic test adding, which is

20

the primary way th at word gets used , that it would

21

be really helpful in framing any questions or

22

research we do.

I do agree that focus on the
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1

I like Mark’s suggest ion about finding a

2

case study, whether it is the VA one or another,

3

that we could use as a framework.

4

what our question is related to this.

5

really fascinating topic.

6

I was wondering
I find it a

Is it that we are wanting to remove some of

7

the current PCORI cri teria that are mak ing some of

8

these proposed stu dies not get funded.

9

heard that as a comme nt, well, they are so new they

I think I

10

are not paid for, and therefore, we can’t study them

11

because they’re no t paid for.

12

consider funding them, which gives me a lot of

13

heartburn, to be hone st, but maybe if it’s done in

14

the right framework.

15

Maybe we should

I’m not sure what the question is for PCORI

16

as a funder.

17

criteria we have in place that are not allowing us

18

to study this gene ric term, and therefore, we need

19

to waive some of those criteria.

20

that would be a good next step out of this

21

conversation, to understand that.

22

Are we saying there are certain

At least for me,

Just to put a from th e ground viewpoint on
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1

it, we recently chang ed some of our payment policies

2

after discovering we had been billed between 2 and

3

$10,000 for patien ts for genetic testing related to

4

opioid or their po tential for opioid addiction,

5

because they do multiple panels of a multiple base,

6

so it’s not ju st the single test is $800, it is

7

often multiple pan els over multiple times, with

8

pretty much no evidence that it actually adds

9

anything in the current system.

10

To the earlier poi nt about what we could

11

learn, what we know of those predictors for

12

addiction as well as what we know about whether that

13

is the appropriate treatment at all for that

14

patient.

15

Really, the questions in that area were

16

completely off base.

I would encou rage us maybe

17

along the lines of Naomi, there are areas because

18

it’s such a huge proliferation, where there seems to

19

be promise over ot her areas, maybe it is appropriate

20

for us to take a few of those and then use a case

21

study about here’s some frameworks, kind of use that

22

for research in ar eas we think ther e might be the
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1

promise of actual information.

2

UNIDENTIFIED SPEAKER:

If I could just

3

respond, I don’t think we are lo oking for any change

4

in criteria, absol utely not looking for sort of

5

permission to cover the cost of a therapy,

6

definitely not.

7

If anything, there may be a little

8

curiosity about the criteria that is sometimes used

9

in merit review pa nels and afterwards that we either

10

fund treatments that are already shown to be

11

effective and then we compare them to each other, or

12

we fund treatments that are already in kind of

13

expanding use, des pite evidence of effe ctiveness.

14

Those are kind of the two th ings.

15

variation out there in the communit y, something has

16

taken hold without good evidence of effectiveness,

17

so we have seen ourselves as appropriately funding

18

those kinds of stu dies, but never payin g the cost of

19

it.

20

There is

This kind of linking of a test with a new

21

treatment, with the choice of treat ment, is one

22

where certainly th e effectiveness of that hasn’t
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1

been shown in broad populations yet.

2

to be taking hold in some places, and that was the

3

question.

4

UNIDENTIFIED SPEAKER:

It does seem

The other point is

5

making sure that we get as you were saying kind of

6

the appropriate definition for the kind of work that

7

PCORI will do, and similarly, some of the frame

8

working we were ta lking about, making sure if we are

9

doing some of these studies, the th ings that are

10

rapidly diffusing, do we have a stable enough

11

situation in terms of ana lytic validity and clinical

12

validity in order to actually do the outcome

13

studies.

14

It’s all of that.

Just getting all of

15

people’s perspectives and thinking so we take the

16

opportunity, as Russ said.

17

know what we are going to do beyond 2019.

18

lots we would like to do, but we take the

19

opportunity we have now and try to make a

20

contribution in this area.

21
22

DR. NEWHOUSE:
more minutes.

We don’t pretend that we

Thank you.

We have

We have about 14

We will spend about two minutes on
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1

each question or comment.

2

CHAIRMAN NORQUIST:

We should allow Allen

3

and Christine on the phone, just double check with

4

them see if they have anything.

5

DR. NEWHOUSE:

Allen and Christine, we will

6

ask if you have any questions right after Freda.

7

have Bob Jesse, Bob Zwolak, Ellen, and Freda.

8
9

DR. JESSE:

I’ll try to be quick.

that’s hard sometimes.

We

I know

I just want to remind

10

everybody that every piece of information has a

11

fourth dimension that we rarely talk about, which is

12

time.

13

(phonetic) has tried to build a busines s model by

14

closing the gap between wanting to know and knowing,

15

and they just forgot one of the other key pieces

16

about accuracy and reproducibility, some of those

17

other things that are important that we kind of kick

18

back and forth on both sides of the table here.

19

Another thing, whi ch I’m not saying to

Information decays over time.

DYNO

20

brag, but I was just given this award from the

21

Biomarkers Society, a Lifetime Achievement Award,

22

they called it.

What is remarkable is neither the
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1

Society nor the aw ard actually exists.

2

recitation of 25 years of what they called

3

“Bobisms.”

4

the whole idea of the difference between showing a

5

prediction and predictive value.

6

It was a

You heard one of them today, which was

The other one that made the top 10 list,

7

I’ve continuously said there is no such thing as

8

standard care, it’ s a euphemism for random care.

9

So, comparing anything to standard care in

10

my mind is relatively useless, if you can’t codify

11

what that actually means, and fr om a methodology

12

perspective.

13

pay attention to.

I think it is something important we

14

DR. NEWHOUSE:

15

DR. ZWOLAK:

Thank you, Bob.

Bob Zwolak.

This has been a great

16

discussion.

When I think about thi s over the last

17

couple of years, I really think PCORI has found its

18

sweet spot in terms of our studies by thinking of

19

issues with the great est public health benefit

20

impact, things like pain, fatigue, depression,

21

insomnia, opioid abuse, which you will see this

22

afternoon when we introduce the two tar geted PFAs of
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1

opioid abuse in pregn ant women and symptom

2

management in people with really advanced illnesses.

3

Both have enormous public health implications.

4

I think the feeling is pretty good about

5

funding those.

6

medicine, it seems to me the way we look at this

7

should be through the PCORI lens, how do we look for

8

the greatest public health benefit.

9

When we talk about precision

A lot of the comme nts around the table,

10

this is so individ ualized, it will be a little bit

11

challenging to actually accomplish that.

12

DR. NEWHOUSE:

13

DR. SIGAL:

Thank you, Bob.

Ellen?

First of all, I agree with

14

almost all of what has been said.

I want to say a

15

few things.

16

on this.

17

think there is a huge role for PCOR I.

18

Bob, we don’t necessa rily have to say this is our

19

gold standard, but I think our mission is

20

comparative effectiveness, but to see if certain

21

tests work is well within our mission, and to look

22

at these standards th at are really important.

The train has already left the station

This is happening, in fact, today.
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1

I would say also rece ntly there is a lot of

2

published work on CDL1 assays, using it without a

3

lot of discretion.

4

patients, it does not wor k.

5

doesn’t work.

6

concordance among basic assays for whether it works

7

or not.

8
9

We know for 80 percent of
However, the assay

The re is a huge amount of lack of

I think we have a big contribution, but I
do also want to go to wha t Leah said.

I think we

10

have to find exactly what it is we are talking

11

about, what specifically should we be doing in this

12

space that would add value.

13

determine that tod ay in this room.

14

we can’t add some coherence to a very interesting

15

and somewhat Wild West environment out there would

16

be wrong, and I th ink even from some of the stuff we

17

have in PCORnet, retrospective data, we may be able

18

to see some interesting patterns develop.

19

I don’t think we can
To suggest that

I hope we can figure out what we should be

20

doing.

I don’t th ink it’s too late, and I don’t

21

think it’s too early.

22

hanging opportunities right now for us to do

I think ther e are some low
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1

something that would add really to the field.

2

DR. NEWHOUSE:

3

DR. LEWIS-HALL:

Thank you, Ellen.

Freda?

Actually, Ellen just

4

touched on one of the points I wanted to make.

I

5

had three.

6

opportunity for us to do something meaningful.

7

come back to Mark and Nao mi’s examples, that we

8

don’t have to go in all the places, it’s unclear and

9

we’re not sure.

First of all, I think there is a clear
I’ll

There are a few places where we

10

have greater kind of focus, more scienc e to support

11

the work, and we may be able to get some early

12

clarity around a couple of key health issues, to

13

Bob’s point, if we st art now and start there.

14

I think that would be important and that

15

would also meet ki nd of Leah’s ques tion about what

16

is precision really.

17

The second is around timing.

This is not

18

new.

If you think ab out our rotational time, by the

19

time we actually began to do work in this space, we

20

will be a little bit behind the curve, frankly, for

21

some of the work that ’s necessary.

22

encourage us to seek out ways to move quickly.
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1

The third is actua lly Steve was compelled

2

to say something to Mark’ s comment, and I’m

3

compelled to say something to his, which is yes, it

4

is complex, and this is an added level of

5

complexity.

6

delivering Star Wars intervention in medicine into

7

the Flintstones’ health care system.

8

is whether or not we want to be kind of satisfied

9

and dumb down the therapies that we are putting into

Many of you have heard me say we are

The question

10

this environment, just because the system can’t

11

handle it, or whether or not we have an opportunity

12

to maybe refine some of the things the system is

13

capable of, that they can accept these in a better

14

way, because they are missed opportunities to get

15

the right people, the right treatments, at the right

16

time, integrating all of the information that we

17

have available to us, new and old.

18

DR. NEWHOUSE:

Thank you, Freda.

Allen and

19

Christine, I promised to take a pause and see if you

20

have a question or comment.

21
22

DR. GOERTZ:

The adva ntage to being on the

phone is you get to liste n to everyone else ask your
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1

questions, so I don’t have anything to add.

2

DR. NEWHOUSE:

3

DR. DOUMA:

4

DR. NEWHOUSE:

Thank you, Christine.

I’m in co ncordance with that.
Thank you.

Naomi, last

5

comment, and we will just have some concluding

6

thoughts.

7

DR. ARONSON:

I just wanted to make some

8

assumptions about analytic validity bec ause we don’t

9

have concordance amon g the labs, so we are learning

10

new tests.

11

it lacks validity and we can’t get started.

12
13

I don’t want to come to the premise that

DR. NEWHOUSE:

Thank you, Naomi.

Gray,

concluding thoughts?

14

CHAIRMAN NORQUIST:

Thank you, Robin,

15

Steve, and the Methodology Committee.

16

number of the members are here as well, and Naomi.

17

I think the key thing is we go back to what Leah,

18

Ellen, and others have said, where do we go with

19

this.

20

at this point, what is the process now.

It’s been a great discussion.

I know a

Where do we go

21

We have agreed that we will have

22

discussions, but we need something concrete out of
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1

what we are go ing to do.

2

important topic, an area we need to be in.

3

I think it is a very

Joe, I’m going to put it on you and Evelyn

4

now at this point, wh at do you hear from this and

5

where do you think you wa nt to go with this and what

6

is the next stage in the process?

7

have a discussion and then it just drops and we

8

don’t do anything.

9

DR. WHITLOCK:

We don’t want to

Well, it seems to me that we

10

have opportunities.

11

can look at.

12

have brought to th e table here.

13

clear set of defin itions and some sense of a minimal

14

framework around whic h we can look at these studies,

15

if they are investiga tor initiated, or select

16

targets for us to put out more focused funding.

17

There are some case studies we

There are some exampl es that people
I think we need a

I suspect we would be most effective in

18

this if we put together a small working group from

19

the Methodology Committee, even if there are some

20

Board members that would like to jo in, and have us

21

work forward on this in a pretty focused manner.

22

think that would get us there more quickly than a
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1

lot of going off and coming back and going off and

2

coming back.

3

bring back the res ults of that process if people are

4

willing, to a futu re Board meeting.

5

CHAIRMAN NORQUIST:

That would be my suggestion, and we

I would suggest that

6

you do that, and do it in conjunction with the SOC,

7

right, Bob?

8

do that in conjunc tion with them an d come back with

9

some kind of more concret e kind of proposal about

Maybe to some degree, the RTC.

If you

10

what you would like us as a Board in general to

11

decide.

12

UNIDENTIFIED SPEAKER:

I agree, I think

13

that is an excelle nt suggestion.

I also think it

14

would be great to invite Board members who wish to

15

join, because there is expertise ar ound the table,

16

encourage them to join this working ad hoc group.

17

Ellen, if you don’t want to volunteer to

18

join, I suggest we draft you, because I think it is

19

really important to be able to look at this from the

20

point of view of acute ur gent disease as well as

21

from the point of view that perhaps I, Bob, and

22

others are more familiar with in terms of chronic
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1

disease.

2

DR. WHITLOCK:

I’m recruited.

3

CHAIRMAN NORQUIST:

Always.

I just want to

4

remind people that wh enever we pick a topic, that

5

doesn’t exclude an ybody from the Board who wants to

6

participate on something.

7

welcome, those of you on the phone, too.

8

want to forget that.

9

DR. NEWHOUSE:

Always, anyone is
We never

I just want to make sure

10

that we don’t leav e out the Methodo logy Committee

11

because they have made a huge contr ibution here and

12

there may be indiv iduals who want to join.

13

the correction you made, too, Gray, the SOC will be

14

kind of overseeing this.

15

DR. SELBY:

I think

Is that correct?

This is the second year in a

16

row where you have really brought us topics that

17

were causing us quite a bit of discussion inside

18

PCORI, and that I as the Executive Director was

19

running into everywhe re I go, you brought it to the

20

entire Board.

21
22

I am constantly invited to talk on
precision medicine.

I actually say I think
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1

comparative effectiveness research and precision

2

medicine are extre mely complimentary disciplines in

3

many ways.

4

Precision medicine co mes along, and its

5

effectiveness has to be evaluated.

6

suggestion of an ongo ing work group rea lly fits with

7

both the mood of the Board and the Methodology

8

Committee here and with our needs.

9

We look for treatment heterogeneity.

CHAIRMAN NORQUIST:

Okay.

I think Evelyn’s

The next part,

10

Robin, I think you and David are going to bring up

11

some revised stand ards for the Methodology Committee

12

report.

13

DR. NEWHOUSE:

Come on up, David.

Emily

14

Evans is back there, too, who has been just

15

incredible support for the Methodology Committee,

16

our partners, and PCORI staff.

17

for them.

18

We are very thankful

I think what we will need is the slides up

19

for the Methodology Committee presentation and

20

report.

21
22

What we will be revie wing and asking for at
this point, we hav e a set of approved standards by
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1

the Methodology Committee, and what we are coming to

2

you to ask you is to adopt those new standards so

3

they can be po sted.

4

talking.

5

Committee members, ma ny of which of us are here to

6

join in the pr esentation of the Methodology Report,

7

and the new method ology standards.

8
9

I’m just going to keep on

Again, these are a list of our Methodology

Just as a brief review, the methodology
standards were part of the authorizing legislation

10

for PCORI.

They were required for the Methodology

11

Committee.

That was our main job, to develop

12

minimal standards for the design, conduct, and

13

reporting of comparative effectiveness in patient-

14

centered outcomes research.

15

These standards pr ovide guidance for

16

researchers and those who intend to use the research

17

results.

18

standards.

19

scientific rigor of fundi ng applications and to

20

monitor the conduct of research awards.

21
22

They reflect best practices, so minimal
They are used within PCORI to assess the

Our first job was in May 2012 to deliver
the first set of methodology standards, which began
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1

in 2013 by people who submitted proposals to PCORI.

2

Now we are coming to you with a revised set of

3

standards and one new set of standards for your

4

adoption.

5

Since 2012, a lot has changed.

We

6

certainly have learned a lot about PCOR and

7

comparative effectiveness and how standards can be

8

used.

9

revise, and update th e original 47 methodology

We used a very systematic pr ocess to review,

10

standards that wer e used -- that were presented in

11

2012 and adopted in 2013.

12

category of standards which were research design

13

using clusters, ve ry relevant for the kinds of

14

proposals that PCORI is funding.

15

We created one new

We posted the methodo logy standards that

16

were revised for public comment bet ween February and

17

April.

18

incorporated those public comments back into the

19

methodology standards, and we as the Methodology

20

Committee approved these new standards on March 20

21

of this year, 2017.

22

We received public comments.

We

In terms of the summa ry of the changes, we
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1

have now 48 standa rds and 12 cat egories, one new

2

cross-cutting standard, and that is a standard for

3

causal inference methods, and five new standards for

4

research design us ing clusters.

5

The general rationale for these changes

6

were we streamline and clarify the language, we

7

ensured alignment of the standards among all

8

standards, and then reflected on th e advances that

9

we have used in me thods for patient-centered

10

outcomes research and comparative effectiveness as

11

well.

12

Just in terms of high level changes, these

13

are just a couple of the changes.

14

question, developing a formal study protocol.

15

will see in the new r evised standards the required

16

elements of the proto col and there is also

17

documentation of amendments.

18

Research
You

In terms of patien t-centeredness standard

19

4, the standard suppo rts dissemination and

20

implementation of a study.

21

standard now includes the study results need to be

22

made publicly available and presented with lay

You will see the
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1

language summaries.

2

In the data networ k standard 1, the

3

requirements for design and features of data

4

networks, there is additional expectations for

5

privacy protections.

6

use of data networks.

7

appropriateness of the data network for the specific

8

research question that is being asked.

9

Data networks 2, selection and
We added ensuring

Standards for studies of medical tests, you

10

will see it wa s previously calle d standards for

11

study of diagnostic tests , but really these

12

standards apply to studies of an y test used to

13

inform medical decision making.

14

some idea of what those changes were in the

15

standards that you received.

16

This will give you

In addition to upd ating the methodology

17

standards and creating new methodology standards,

18

the Methodology Report was also revised .

19

a number of ch anges.

20

process, and once again appreciate Emily and David’s

21

leadership in helping us with these revisions.

22

There are

We also used a systematic

The purpose was to re flect advances in the
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1

methods that we have lear ned since it was published

2

in 2013, the referenc es of the scientific

3

literature, and to in corporate additional public

4

comments that we have received, as well as improve

5

security in the general guidance and discussion

6

section.

7

In terms of summary of the changes, Section

8

1 through 4 were updated and streamlined, and

9

background rationale section, Section 3, were

10
11

updated to reflect cu rrent standards.
In terms of our next step, we are

12

recommending adoption of the updated methodology

13

standards today fo r use, recommend implementation of

14

the updated methodology standards in Cycle 2 2017

15

funding cycle, and that is the applications that

16

would be due Octob er 25, 2017.

17

update our training material and resour ces for use

18

of the methodology standards that are available.

19

In terms of our ne xt step, yesterday we

We will also need to

20

spent most of our time talking about the development

21

of new standards in a number of areas, and those are

22

standards on compl ex interventions, data management,
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1

data quality, individual participant data and

2

network meta-analysis, and qualitative methods.

3

With that, I will clo se the report of the

4

Methodology Committee and give a great thanks to the

5

Methodology Committee for all of their work and also

6

David and Emily for all their help and support.

7

Without them, we couldn’t get this work done.

8

We would refer to Gray for a motion.

9

CHAIRMAN NORQUIST:

Thanks, Robin, and

10

thanks to your commit tee.

11

discussion and then we will do the motion.

12

MS. HUNT:

We need to first have a
Gail?

Could you summarize a little bit

13

of the public comment s that were made that you

14

incorporated, particularly, if there were patients

15

and caregiver comments.

16

DR. HICKAM:

Thank you.

We di d receive public comments

17

from patients and car egivers, and they largely had

18

to do with clarifying wor ding, to make sure it

19

reflected the broad range of stakeh older input that

20

was relevant to cl inical research projects.

21

inform changes -- the Methodology Committee actually

22

spent a lot of time worki ng on the wording of the
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1

standards, as was mentioned.

2

thoroughly reviewed.

3

The standards were

Those comments that were made by members of

4

the public tracked straight through to changes that

5

were made by the committe e in getting the wording

6

right.

7

MS. HUNT:

I guess I assumed that a lot of

8

the public comment would be from other stakeholders

9

and that is what was incorporated into the

10

methodology standards.

11

about patients and caregivers.

12

DR. HICKAM:

That is why I was asking

I can assure you we received

13

input from both scientists and members of the

14

general public.

15

releasing a full report that basically gives details

16

on every public co mment we received and how it

17

influenced the revisions.

18
19

One thing I should say is we are

CHAIRMAN NORQUIST:

Thanks.

Allen or

Christine, do you have any questions?

20

DR. GOERTZ:

No, none.

21

DR. DOUMA:

22

CHAIRMAN NORQUIST:

Thank you.

I don’t either.
I need a motion to
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1

approve the updated methodology standards and accept

2

the revised Methodology Report.

3

UNIDENTIFIED SPEAKER:

4

CHAIRMAN NORQUIST:

5

UNIDENTIFIED SPEAKER:

6

CHAIRMAN NORQUIST:

So moved.

Second?
Second.

Thank you.

In the

7

room, we don’t obviously have to go around, all

8

those in favor, ju st raise your hand.

9

[Show of hands.]

10

CHAIRMAN NORQUIST:

11

[No response.]

12

CHAIRMAN NORQUIST:

13

[No response.]

14

CHAIRMAN NORQUIST:

15

Is anybody opposed?

Anybody abstain?

Allen, I need your

vote.

16

DR. DOUMAS:

I’m in favor.

17

CHAIRMAN NORQUIST:

18

DR. GOERTZ:

19

CHAIRMAN NORQUIST:

Christine?

In favor.

20

Christine, what did you say?

21

DR. GOERTZ:

22

CHAIRMAN NORQUIST:

I can’t hear them.

I said yes.
Allen?
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1

DR. DOUMAS:

Yes.

2

CHAIRMAN NORQUIST:

Thanks.

3

Harlan Krumholz are also not here.

4

That’s it.

5

before we break?

6

Rick Kuntz and
It’s approved.

Joe, did you want to say something

DR. SELBY:

Yes.

I just wanted to ask,

7

Robin, with these changes, we have done a fair

8

amount of work to disseminate the methodology

9

standards.

I know we have a curriculum online, and

10

we also have a CME course online.

11

take updating of those?

12

dissemination needs?

13

DR. NEWHOUSE:

Is this going to

Does this create some

I would say there are going

14

to be some updates required, not to everything, but

15

to some of the por tions as a result.

16

CHAIRMAN NORQUIST:

On your slide, you

17

showed there would be updating of train ing.

Okay.

18

We are going to br eak now for lunch .

19

you on the phone, we will return at 1:15 Eastern

20

Daylight Time and restart.

For those of

21

[Whereupon, at 11:57 a.m. a luncheon recess

22

was taken.]
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1

A F T E R N O O N

S E S S I O N

2

[1:15 p.m.]

3

CHAIRMAN NORQUIST:

Welcome back, everyone.

4

We are restarting.

5

afternoon here is Joe Selby will do his Executive

6

Director’s Report and the Dashboard Review.

7

Let me just double check.

Allen, are you

DR. DOUMA:

Thank you.

8

back on?

9
10
11

The first se ssion of this

I am, indeed.

CHAIRMAN NORQUIST:
Christine?

12

DR. GOERTZ:

13

CHAIRMAN NORQUIST:

14

Thanks, Allen.

Yes, I am.
Anyone else on the

line?

15

[No response.]

16

CHAIRMAN NORQUIST:

17

DR. SELBY:

Thanks.

Joe?

Good afternoon, everyone.

A

18

little bit out of order, obviously, because we had

19

the Methodology Committee with us this morning for

20

their great discus sion on precision medicine.

21
22

I want to take a moment to officially
declare that the era of results at PCORI is now
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1

open.

2

begun seeing in our weekl y reports on publications

3

increasing numbers of actual CER studies, and by a

4

pretty rigorous definition of what is and isn’t CER,

5

we count 27 studie s from about 21 research projects.

6

Starting at the beginning of this year, we

These are all from th e broad awards, from

7

the very first cycles of the broad.

Most of them

8

are in either the clinical effectiveness area,

9

assessing prevention, diagnosis, and treatment

10

options, or communications and dissemination

11

research areas.

12

already from addre ssing disparities and improving

13

health systems.

14

There is a smal l representation

I want to say I am impressed by the

15

distribution of journals in which these articles

16

have appeared.

17

“high impact journals,” but the vast majority of

18

them are in the very next tier of journals,

19

Pediatrics, JAMA Internal Medicine, JAMA Surgery, to

20

name a few.

21
22

Yes, we have sev en in so-called

A very good showing, and I will say we have
really been heartened on the staff at the relevance
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1

of many of these articles.

2

doing research dif ferently, to asking questions that

3

matter, and especially they speak to outcomes

4

relevant to patients.

5

They really do speak to

Even in the broad’s, which we have had some

6

concern about, the ea rly returns suggest when

7

researchers and stakeholders get together and go

8

through the merit review process that we have, they

9

can come up with some pretty relevant research, some

10

of which is in fact likely to ha ve an influence on

11

practice.

12

The early research is in a wide range of

13

areas.

14

of precision tools for patients with chest pain in

15

the emergency department helping to decide whether

16

to stay overnight and have studies done the next day

17

or whether this can be ma naged as an outpatient.

18

In cardiovasc ular disease, we have studies

Two studies in pro state cancer that

19

appeared -- I’ll get to them in a minute -- about

20

patient reported outcomes in prostate cancer.

21

papers, as I think yo u’re familiar with, on

22

discharge treatment for children who have been
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1

hospitalized with severe bacterial infections, in

2

each case showing the se children do at least as well

3

at home on oral antib iotics as they do with

4

intravenous or a PIC line, and have many fewer

5

complications.

6

In the addressing disparities and improving

7

health systems, a very interesting randomized trial

8

of pure health nav igation in patients with severe

9

mental illness.

That is schizophrenia.

These pure

10

health navigators help patients blend their physical

11

and mental health needs.

12

A very nice study involving patients,

13

hospitalized patients and their families, in

14

reporting errors and adverse events, showing

15

families are new and somewhat uniqu e, that is they

16

add to the detection of sign ificant adverse events

17

and errors over and above an employee reporting

18

system.

19

The last one is on ma nagement at the system

20

level of patients with hi gh dose chronic opioid

21

therapies.

22

A very nice mix of studies, just as you

B&B REPORTERS

4520 Church Road
Hampstead, Maryland 21074
[410]374-3340

90

1

would expect from the broad’s.

2

I also want to take a minute to say not

3

surprisingly, our third annual meeting is going to

4

focus very clearly and directly and just about

5

exclusively on del ivering results.

6

have results, how do you communicate them to

7

audiences that hav e patients and caregivers and

8

clinicians who aren’t researchers, so you can inform

9

choices.

10

That is the theme.

Now that you

The dates are October

11

31 to November 2, adjacent to the all PCORI Board

12

meeting, and really a nice note, one of the keynote

13

speakers will be Alan Alda, who has distinguished

14

himself and won many awards personally, not for his

15

distinguished acting career, but as an advocate for

16

improving communication and the public’s

17

understanding of scientific results.

18

foundation that is dedicated to that.

19

was pulled into a PCORI award as well.

20

Alan Alda will be with us, and will be actually

21

working with us to help s hape the agenda, he and his

22

foundation.
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1

To the Dashboard, your trained eyes will

2

detect one yellow band, and that is in the upper

3

left corner, and that is the fun ds that we have

4

committed to research.

5

major reasons for living, to get those funds

6

committed.

7

This is one of Bob Zwolak’s

Although you will see there is a shortfall

8

after two quarters , that just made the cut of a 15

9

percent deficit, so we have turned it yellow.

10

There are a lot of promising funding

11

announcements that are in the late stages of review.

12

There is still a chance t hat we will achieve this

13

highest ever commitme nt goal by the end of 2017.

14

Project performance continues to be very

15

high, well above 90 percent.

16

of projects that at the m ost recent assessment were

17

either green or yellow.

18

show you that the vast majority of thos e are green,

19

on schedule.

20

it for those studies that do recruiting.

21
22

Th is is the proportion

Your background materials

It does have a recruitment measure in

We have a theme each quarter, and our next
quarter will be about rec ruitment, with the third
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1

quarter Dashboard, we will give you a presentation

2

on recruitment data in our studies.

3

looking at this a lot, working to improve the

4

assessments of rec ruitment.

5

show you next quarter.

We have been

We will have that to

6

The budget is right on target, and later

7

today you will hav e the mid-year financial report

8

presented by Regina.

9

Draft final research reports are coming in

10

very nicely.

11

out of 29 anticipated draft final reports were

12

received on time.

13

ones that are not on there do event ually make it in,

14

and that data is in your background materials, too.

15

You see in the most recent quarter, 27

That is really incredible.

The next four are gray.

The

The first two, it

16

is just because it ’s a little too early to tell.

17

The one in the very middle of the Dashboard is about

18

a percent of projects in which the peer review --

19

once the draft final report was submitted and sent

20

out for peer revie w, the proportion that gets peer

21

review done in five months.

22

didn’t make it.

We only have one.

It was 5.5 months.
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1

I just got told a minute ago that we have a

2

second one that has just been approved, but I’m not

3

sure exactly where it made it.

4

approved, and they will now be post ed on our Web

5

site after translation within 90 days.

6

We now have two

Next quarter, I an ticipate having many

7

more.

This is something we are going to watch with

8

you very closely, are we doing the right intensity

9

of peer review, are we ge tting it done in a timely

10

way.

11

we can post informati on in a timely way for other

12

researchers.

13

This is just peer review to get the project report

14

on the Web site.

15

we have 10 or 12 projects.

16

Part of the aim of peer revie wing is so that

This is not the sa me as a journal.

We will see how we have done after

Next is the public release of research

17

findings.

This just holds PCORI accountable for

18

getting abstracts posted, translated abstracts

19

posted within 90 days of the approval of the final

20

report, both a lay and professional version.

21

data there yet.

22

approval.

We are not 90 days out from
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1

At the bottom, you se e the growing numbers

2

in proportion of publications that are in fact CER

3

results.

4

publications from PCORI that are in the top five

5

percent of altmetric scores.

6

altmetrics.

7

altmetrics, so you will all get to know them.

8
9

In the middle, you will see numbers of

I am going to go into

We are going to keep showing you

This is an index of the very early
attention to a study.

It could be bad attention, so

10

it is attention positive or negative, but it is

11

early attention.

12

see we have a large number of projects/publications

13

in the top five percent of research.

14

We do very well, in fact.

You can

In part, that is because our research is

15

intended to catch the public eye.

16

just at other rese archers.

17

to come up with a bet ter benchmark to compare

18

ourselves against, something in the area of clinical

19

research.

20

It is not aimed

We are looking for ways

The last one, and we are going to talk a

21

lot about PCORnet in the rem aining part of this

22

presentation, this is the once a year attention to
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PCORnet on the Das hboard, you see the number of

2

projects that are funded, including externally

3

funded projects, gradually increasing.

4

will see a continu ed increase in th ese and continued

5

increase in the ex ternally funded projects over the

6

next six months.

7

I think you

Three examples of stu dies that really in

8

our view hit the mark, are exemplar studies.

Here

9

are two studies th at appeared back to back in JAMA

10

about a month ago.

11

men who have been treated for localized prostate

12

cancer.

13

Both of them are in cohorts of

They both present pat ient reported outcomes

14

of patients who have undergone modern, up to date

15

treatments.

16

largely robotic surge ry.

17

it is largely intensity modulated radiotherapy.

18

In the case of prostate surgery, it is
In the ca se of radiation,

There are randomiz ed trials that have

19

already suggested that there is a group of patients

20

with prostate cancer that do equivalently in terms

21

of clinical outcom es regardless of which of these

22

three treatments, radical prostatectomy, radiation
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1

therapy, or active surveillance that they choose.

2

These are two studies that informed those

3

patients when they ar e at a point of choosing, and

4

they have been told that in terms of clinical

5

outcomes, it is pretty much a wash, the choice is up

6

to you, and this show s both studies remarkably

7

consistent, prostate surgery is associated with

8

somewhat more urinary incontinence and sexual

9

dysfunction, radiation therapy is associated with

10

other urinary symptoms such as obstruction and

11

discomfort, and al so with some lower bowel GI

12

symptoms, gastrointestinal symptoms, from the

13

radiation therapy.

14

is not without its down side, to o, because this

15

means getting a bi opsy every six months at this

16

point.

Of co urse, active surveillance

17

This information really rounds out to be an

18

update of the informa tion needed by men making these

19

controversial choices.

20

This is another study .

You will see also

21

these are very hig h altmetric scores, and I’ll show

22

you in a minute.

Anything above -- what is it,
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1

Michelle, 20?

2

percent.

3

Big ti me, is in the upper five

These ar e well above 20.
This is another st udy from the PROSPER

4

study of patients with atrial fibrillations had an

5

acute ischemic str oke, and it re ally shows two

6

dramatic findings.

7

who had a stroke, 84 percent were not receiving

8

guideline recommended therapeutic anticoagulation.

9

Thirty percent were not taking any kind of

10
11

The first is ou tpatients with AF

antithrombotic, not even an aspirin, at all.
There was not a compa rator group here to

12

know what people with AF across the country are

13

doing, but one would suspect they are doing better

14

than this, so the message being the occurrence of

15

stroke in patients with atrial fibrillation, a good

16

part of the reason is just inadequate

17

anticoagulation.

18

The second finding, also in bold, in the

19

last paragraph, is among these pati ents who had a

20

stroke, those who were taking Warfarin,

21

anticoagulants, or even antiplatelet therapy, had

22

much less severe stro kes and lower in-hospital
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1

mortality than patients who were not.

2

Again, that is a comparative study there,

3

and shows better outcomes if you are taking the

4

anticoagulant.

5

There is actually a very interesting

6

question.

7

prescribed, whether it wa s prescribed and refused,

8

whether it was tak en for a while and then adherence

9

failed.

10

We don’t know yet whether it was not

We were actually talk ing with the American

11

Heart Association about just that complex set of

12

possible explanations, and probably it is some of

13

each of those.

14

interventions that aim to increase the rates of

15

anticoagulation.

16

It is certainly a target for

This is a very nice example.

This is the

17

second journal now which has really come out and

18

said on the ba sis of what PCORI has shown us, we

19

want to see a change in the manuscr ipts submitted to

20

us for publication.

21

Journal, SLEEP.

22

funded by an engagement award, a Eugene Washington

In this case, this is the

They attended a conference that was
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Engagement Award.

After this meeting, they were so

2

impressed that the y wrote an edi torial and changed

3

the policy of SLEEP.

4

on sleep disorders .

5

be written or at least a people-centered language

6

summary be provided.

It is the journal of research
Requiring that these articles

7

Their quote was “T he establishment of PCORI

8

in 2010 ushered in a new era of patient professional

9

partnerships in medic al research and health care.

10

PCORI has made overt what was ac tually true all

11

along, that meaningful medical research is a

12

collaborative effort.”

13

Back to the altmet rics.

Altmetric scores

14

are based on the amount of attention that an article

15

is receiving in ne ws articles, on social media, and

16

in blogs.

17

sources.

18

social media.

19

You see the colors ar e related to the
Red come s from news.

Blue comes from

Gold is blogs.

You can see here is six of ours with high

20

scores.

Most of them are CER resul ts, one isn’t.

21

One of them is a research letter.

22

of research, I think, is meant to capture the public
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1

attention, and it is a very good sign that it is,

2

whether we’re doing a better job than others,

3

projects that look li ke ours but we ren’t funded by

4

PCORI, we will try to show you in the coming

5

quarters.

6

Now, we switch to PCO Rnet.

I just want to

7

show you briefly two examples of studies that have

8

attracted external funding that came to PCORnet.

9

The first is our first NI H funded study to be

10

precise within PCORne t.

11

In some ways, it is built on the infrastructure that

12

we put together fo r ADAPTABLE.

13

clinical data research networks involved in this.

14

This, like ADAPTABLE, it’s a comparative study of

15

two doses of something.

16

and an adult aspirin.

17

vaccine versus a double dose in patients with

18

congestive heart failure or post-myocardial

19

infarction.

20

This is the INVESTED trial.

There are seven

ADAPTABLE is a baby aspirin
This is one dose of influenza

It is a study that aims to have 9,000

21

patients eventually.

22

stage.

They have been through a pilot

PCORnet st ood out as bei ng more efficient
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than the other sites, thanks to the SMART IRB.

2

Early results from the INVESTED pilot study showed

3

that the SMART IRB ap proach yielded an efficiency

4

boost during startup, and for shadows, the

5

improvements we an ticipate as we implement SMART IRB

6

across all of our PCORnet studies.

7

A very nice study.

I think we have

8

recruited 450 out of the 9,0 00, and next year we are

9

aiming to recruit 3,0 00 of the 9,00 0.

10
11

This was a

startup year this year.
UNIDENTIFIED SPEAKER:

Could I just ask one

12

question?

13

the interest in this part icular study?

14

understand the logic.

15

I was intrigued by this.

What generated
I didn’t

I’m sure it’ s there.

UNIDENTIFIED SPEAKER:

Mike?

A couple of things.

16

There is literature to sh ow that influenza is itself

17

an independent predic tor of bad cardiovascular

18

outcomes, and the second is there has been some

19

observational literature suggesting that people that

20

got the higher dose vaccine had lower risk of

21

cardiovascular events.

22

DR. SELBY:

Actually, dosing studies are
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1

among -- in different populations and sub-

2

populations, are among the kinds of practical

3

questions that oft en don’t get addr essed elsewhere,

4

so I wouldn’t be surprised to see more of them in

5

PCORI.

6

This is our first study funded by the

7

Agency for Health Care Research and Quality.

It

8

involves two of our CDRNs , both in pediatrics, both

9

focused on pediatrics.

One about a linkage between

10

dental treatment and prevention of dental disease,

11

and the second, ab out the safe and judicious use of

12

antipsychotics in children and adults.

13

two dental plans.

14

is one, and the second one is PE DSnet, Medicaid and

15

CHIP administrators, and managed care organizations.

16

They are testing the feasibility an d usability of

17

two performance measurement sets.

It involves

Actually, two CDRNs, OneFlorida

18

One of the things that makes research goes

19

faster, that is intended to make research go faster

20

in things like PCO Rnet is the ex istence of data

21

sharing agreements between institutions.

22

117 institutions that needed to have these, and all
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1

but two have signed them as of about a month ago.

2

The target is to get the last two by June 1.

3

understanding is they are on track to do that.

4

My

I’ll also say the institutions have

5

subsequently been working a lot on a DSA version

6

2.0, which is even more acceptable.

7

signed the first one holding their nose a bit.

8

There was just some things they still weren’t

9

comfortable with.

Some of them

Th e second one has moved along

10

very nicely, and I think by the fall, we will have

11

version 2.0 signed off.

12

level of institutional endorsement and hopefully

13

use.

14

That just means a higher

SMART IRB, I menti oned.

This is a

15

templated IRB.

This was really developed, to my

16

understanding, that it really got its start in the

17

CTSAs, and we have adopted it.

18

closely with the CTSAs to complement each other and

19

collaborate as muc h as possible.

20

Hi, Harlan.

21

DR. KRUMHOLZ:

22

Hi, Joe.

We aim to work

If you could

remind us or talk about the strategy to ensure that
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1

this becomes part of the research infrastructure in

2

the country and maybe beyond, in the sense that are

3

there toolkits for others who wa nt to follow?

4

There are lots of peo ple who are needing to

5

do data use ag reements.

We just spent years and

6

lots of time, lawy ers and smart peo ple, convening

7

consensus around these documents.

8

these template doc uments?

9

broadly?

Can we post all

Can we share them

Are ther e going to be toolkits so if

10

somebody wants to do this, they can say we are

11

following the PCORI standard, and then can we

12

publicize it?

13

spinning their whe els, spending a lot of time when

14

they could just take advantage of the work that has

15

been done already.

16

I fear that lots of people are

DR. SELBY:

Yes.

That’s my second next

17

slide.

I will jus t jump to it for a minute.

18

is something that I must say that I have only become

19

familiar with in the last few weeks , something that

20

has been done by the PCOR net Coordinating Center,

21

and particularly this project was led by Genetic

22

Alliance.

It is called the “PCORNet Commons.”
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1

It was a part when we funded phase two.

2

They have built a rather beautiful Web site that is

3

open to anybody that is called the “PCORNet

4

Commons.”

5

increase collaboration, efficiency, people-

6

centeredness, clinical research, across the country.

7

You can join conve rsations and you can also look at

8

materials, materials around engagement, materials

9

around data, and materials around research.

10

Its aim is exactly as you say, to

I can’t say, Harla n, that I’ve actually

11

seen it, but I would bet a nickel that all this

12

stuff about SMART IRB s is on this.

13

DR. KRUMHOLZ:

I just want to make one

14

further and just a point of clarification.

15

a PCORI site or will this be a PCRF site?

16

DR. SELBY:

17

DR. KRUMHOLZ:

Is this

Right now, it ’s a PCORnet site.
We should be able to

18

continue to promot e and distribute these things, I’m

19

sure they will be fine with it.

20

also this might be an opportunity for you to pull

21

together a group of ARHQ, NIH, Gates, a bunch of

22

foundations who mi ght actually coalesce around a
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1

central resource.

2

GitHub.

Coders us e a GitHub to exchange

3

programs and codes.

We need a GitHub for these sort

4

of more technical administrative functions within a

5

trial that could be contr ibuted to by everyone so

6

people aren’t jumping around.

7

DR. SELBY:

8

DR. KRUMHOLZ:

9

That’s a brilliant idea.
I bet they would really like

to do that.

10

DR. SELBY:

That’s a bril liant idea.

Bill

11

is not here.

12

but I think the idea of getting other agencies to

13

talk about how we can expand it and use it is a

14

really good one.

15
16

I know Bill is pretty aware of this,

DR. KRUMHOLZ:

Someone from NIH here, that

person could help, too.

17

DR. SELBY:

This is the last slide on

18

PCORnet.

This jus t says that the Front Door is now

19

completely open.

20

members and collab orators, colleagues of network

21

members across the country.

22

queries in April of 2017.

We opened it last fal l to network

We opened it to public
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1

I understand there were some public

2

sponsors that were really pounding on the door and

3

might have gotten a toe in a little bit before April

4

of 2017.

5

At any rate, we are working with 65 total

6

requests now submitte d through the Fron t Door.

7

of them are manage able by queries, some of them are

8

more continued dev elopment of research proposals.

9

Some

We are talking about the foundation as much

10

as anybody.

11

the year with key audienc es.

12

Datapalooza, and there will be another one at

13

AcademyHealth.

14

people who would like to learn more about using

15

PCORnet.

16

and making folks fami liar with it is front burner

17

now.

18

Events are being convened throughout
We had one at Health

Th ese are just user sessions for

Dissemin ating the availability of PCORnet

MS. HOLE-MARSHALL:

Joe, one question.

I

19

think it would continue to enhance people’s ability

20

to understand how to use PCO Rnet, and also our

21

transparency to publish what those queries or what

22

those questions are, once we agree we’r e going to do
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1

them, and then of course, similar for results as

2

well.

3

DR. SELBY:

Excellent.

I’m pretty certain,

4

Leah, that is the intent, and I think some of them

5

may already be publis hed.

6

that.

7

I will double check on

PCRF has been around long enough to have a

8

mission.

9

aspire to do and what we hope to se e in a PCORnet or

10
11

It sounds a lot like the kind of work we

PCRF.
This is the time line.

Right now, they

12

have been spending time comprising the board and

13

launching the program office.

14

that is progressing in ju st a minute.

15

get the business deve lopment underway.

16

I will show you how
Beginning to

The summer of 2017 is going to be a crucial

17

time when the foun dation and PCORnet and its member

18

networks set down to forge their relationship.

19

There are some out standing questions about what that

20

relationship is going to look like, will PCORnet

21

continue beyond sa y 2018 or will PCRF be the

22

replacement for PC ORnet.

I think that is a very
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1
2

open question now.
PCORnet is very large , has a very broad

3

scope of activities.

4

is going to embrace all or some of those, and

5

whether some of th e others should live on or not.

6

That is a question for a future date.

7

be a very interesting summer as PCR F and PCORnet sit

8

down to discuss the future.

9

The question is whether PCRF

It’s going to

I think this is the end of that.

10

just see if there are any other questio ns.

11

about out of time.

12

CHAIRMAN NORQUIST:

13

DR. KRUMHOLZ:

Let’s
I’m just

Harlan?

I want to ask one thing

14

about PCORnet.

15

about developing these rapid cycle projects that

16

might be able to funnel into the funding that had

17

been set up for them.

18

Are we starting that?

19

Wh en we met in February, we talked

DR. SELBY:

I know I missed the morning.

They are on track and in fact,

20

the first three, one of which came from PCORI’s

21

staff, working with the stakeholders, one of which

22

came from a collaborative research group and from
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1

PCORI staff and st akeholders, and the third one came

2

really from a discussion between PCORI staff and

3

PCORI Board member s, were submitted.

4

through a feasibility assessment, and the

5

feasibility assessments are being turned over to --

6

we have a subcommi ttee of two membe rs of the SOC and

7

two members of the RTC, and I th ink you’re an

8

alternate, in fact, who will review these and turn

9

them around in a week.

They went

10

These are projects that may cost as much as

11

400,000 to $500,000, but they have been judged to be

12

both useful demons trations of PCORnet’s utility and

13

also perhaps oppor tunities to expand PCORnet’s

14

capacity, while answering questions relatively

15

rapidly.

16
17
18

DR. KRUMHOLZ:

In the next six to eight

weeks, you think those will cycle through?
DR. SELBY:

Those are thr ough.

They are at

19

the door, in the inbo x or almost to hit the inbox of

20

the subcommittee members.

21

DR. KRUMHOLZ:

Great.

22

CHAIRMAN NORQUIST:

Thank you.

Allen or Christine?
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1

DR. DOUMA:

Yes, I have a question.

Joe,

2

in your time line for the PCRF, full ops and launch

3

is summer/fall.

4

you going to get more spe cific some time soon so you

5

can focus on it a little bit better?

6

That’s a pretty broad window.

DR. SELBY:

Are

I think the summer is this

7

process, which is goi ng to take a while, Allen, of

8

negotiating out th e governance of PCRF, and the

9

relationships of 33 networks, not to mention several

10

health plans and potentially new members to PCRF.

11

I think it is legitim ate to give that some

12

time.

13

I said would be ready in the fall or summer/fall.

14
15
16

I didn’t quite understand what you said that

DR. DOUMA:

I think it says “launch and

full operations.”
DR. SELBY:

It says launch the program

17

office and do business development.

18

spring of this year.

19
20
21
22

DR. DOUMA:

That is in the

Go back, it says “launch and

full operations” on my slide.
DR. SELBY:

Oh, it’s the small print.

means exactly in late September.
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1

more to that.

2

the foundation, obviously.

3

fall, they will have their business development

4

working, they will have their contracts ironed out

5

with the networks so they can field studies.

6

Thi s is a figure that we took from

DR. DOUMA:

I think they mean by the

That makes sense, if they just

7

designated that time frame as “fall” or even better,

8

end of September, it is bett er guidance, a better

9

tool to use than having a six-month window.

I hear

10

what you are sayin g about there is a lot of work

11

that is going to be going on during the summer in

12

preparation for that.

13

that very well.

The chart doesn’t indicate

14

DR. SELBY:

15

CHAIRMAN NORQUIST:

16

UNIDENTIFIED SPEAKER:

17
18
19

Okay.
Bob?

questions only PCO Rnet or -CHAIRMAN NORQUIST:

Anything he has

presented.

20

DR. SELBY:

21

UNIDENTIFIED SPEAKER:

22

Joe, are you taking

very much.

Or anything else.
Nice job, thanks

If I could just take this opportunity
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1

again to ask about the awards process.

2

first cycle, we have some thing like 82 applications

3

and three awardees, or 82 letters of intent and

4

three awardees.

5

For the

If you start all the way back at the letter

6

of intent level, it is on ly a 3.6 or 3.7 percent

7

success rate for applicants.

8

an ambitious goal, if we are now considering

9

PCORnet, which I think we are hopin g to award $360

We do certainly have

10

million or so during fiscal 2017.

With what we have

11

done so far, that leaves about $290 million yet to

12

award.

13

going to be an enormously busy summer for your staff

14

and the Selection Committee.

15

we will get to that goal.

One award dat e, I think, is in August.

It’s

I’m not sure how close

16

The question I have is we had this

17

application enhancement work group now about a year

18

and a half ago, two years ago, we thought we made

19

some real strong suggestions for improvement.

20

may be in fact we are doing our very, very best at

21

finding meritorious research comparative

22

effectiveness projects, and we certainly wouldn’t
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1

want to fund projects that weren ’t meritorious, but

2

it looks like it will be a chall enge again this

3

year.

4

I was wondering if fr om the process that we

5

did finish and that we an nounced now I guess a

6

couple of months ago, were there lessons learned,

7

are there additional points we can consider in

8

application enhancement as we go forward.

9

DR. SELBY:

I’m going to turn this over to

10

my colleague and Chief Science Officer, who also

11

works closely with you, and who I understand you

12

have an under the table bet with ab out whether we

13

will make it this year.

14

[Laughter.]

15

DR. SELBY:

16

about this.

17

here to answer it.

18

I know Evelyn has thought a lot

It’s a great question.

DR. WHITLOCK:

I’m glad she is

Let me see if I can

19

summarize the question.

The question is I think you

20

were looking at the three funded.

21

quarter two, right?

22

being where we are in terms of awarding and the

That was from

Just sort of the angst about us
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1
2

large amount.

I will say two things.

One, I do believe looking at the letter of

3

intent for the PCFs -- I don’t have the data to show

4

you but I have shown them previously, there was a

5

down turn in numbers of letters, and then the number

6

of good applicatio ns for one of the PCF cycles that

7

have since shown an increased backup.

8
9

I think you were seeing the results of that
down turn, and that should not be seen again if the

10

upturn in LOIs and then what appears to be up turn

11

in more meritorious pragmatic clinical study

12

applications is as we think it will be.

13

That’s the answer, I think, to the first

14

question.

15

timing, which is something you have been bringing

16

our attention to and that we have been working on

17

since last year, and that is it used to be that in

18

the first funding cycle, we had relatively few

19

opportunities, and th en in the second cycle, we had

20

a few more, and then we had a lot of opportunities

21

in the third cycle.

22

The second question really had to do with

We are trying to spread them out more and

B&B REPORTERS

4520 Church Road
Hampstead, Maryland 21074
[410]374-3340

116

1

increase the number of opportunities under your

2

leadership, but it hasn’t quite hit yet because it

3

takes a while for those to get in play.

4

You will see a broader range of funding

5

opportunities through this year, which will affect

6

the awards next year.

7

The final piece is what will be coming at

8

us and you, all of you in the su mmer.

We had seven

9

merit review panels to de al with the bolus of what

10

we are dealing wit h, so it took us repeated meetings

11

over a period of a month to get through that, and we

12

are now preparing slates.

13

We have asked the Selection Committee to

14

meet twice because we don’t think that the Selection

15

Committee can get thr ough it in one setting.

16

going to bring it to the Board in two separate

17

groupings.

18

the second grouping in September, both in time for

19

the end of the fiscal year 2017, and I still am

20

hopeful, depending on how you re spond to various

21

opportunities, that if you respond positively to

22

some opportunities to perhaps allocate more dollars

We are

We wil l bring one gr ouping in August and
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1

in a certain area than we thought initially, I’m

2

still very optimistic that we are going to do quite

3

well this year.

4

Does that answer your question?

5

UNIDENTIFIED SPEAKER:

Yes.

6

UNIDENTIFIED SPEAKER:

Thank you .

I wanted

7

to along these lin es add a query that may or may not

8

be for Evelyn.

9

specialist physicians and good investigators I

I continue to be am azed at how many

10

interact with who hav e never heard of PCORI.

11

I’ve been saying this since the sec ond month I was

12

on the Board, which I think is now several years.

13

know everyone on PCOR I staff is working very hard to

14

bring PCORI to the attention of specialist

15

physicians.

16

I know

I

I’m wondering if there is any update about

17

any innovative methods that people have tried or are

18

planning to try in order to achieve this?

19

CHAIRMAN NORQUIST:

I’m just curious, when

20

you’re saying that, are you talking about physicians

21

who are in research or pe ople who are just in

22

practice?
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1

UNIDENTIFIED SPEAKER:

Yes, for example,

2

three weeks ago, at UCSF, we had ground rounds from

3

a hepatologist bas ed at one of our main campuses.

4

The person presented some excellent research.

5

the end of the research, both I and Neil Powe, who

6

is on the Methodology Committee, spoke with the

7

young investigator and said this is patient-centered

8

research, this is a perfect PCORI project.

9

response was what’s PCORI.

10

At

The

I believe UCSF has qu ite a number of PCORI

11

grants.

This is within the Departm ent of Medicine.

12

Nonetheless, this is still the response.

13

think we need to tell people often and in many

14

different ways, an d I know it must be unbelievably

15

frustrating to the staff to hear me say this, please

16

know I’m not doing anything except saying I think we

17

need to continue to work on this, and if there is a

18

way in which the Board can be he lpful, please put it

19

back on us.

20

I remain really impressed.

21

CHAIRMAN NORQUIST:

22

I just

It’s a legitimate

question.
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1

DR. SELBY:

It’s a legitimate question.

2

One thing that comes to my mind, an d I think Evelyn

3

may want to say so mething and Jean may want to say

4

something, too, it suggests to me in some ways the

5

lesion is actually on the campus an d maybe in the

6

Office of Clinical Research.

7

CHAIRMAN NORQUIST:

8

comments.

9

a similar experien ce.

10

I’ve heard similar

I was just curious about yours.

I’ve had

Let’s not blame it all on

UCSF.

11

DR. SELBY:

Oh, no.

12

UNIDENTIFIED SPEAKER:

The number one NIH

13

funded Department of Medicine in the country, let’s

14

agree they don’t do a good job at disseminating

15

research opportunities.

16

from PCORI’s perspective about how can we bypass

17

those episodes that are not working well.

18

DR. SELBY:

It still creates the issue

I think we can assume your

19

Department of Clinical Research probably does a

20

better job than other s because you UCSF does have a

21

lot of awards.

22

with a AAMC might be a chance to ge t in front again,

It does suggest tha t a conversation
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1

although we have done this some with Deans,

2

particularly Deans for research, would be one

3

strategy.

That is just one thing that it suggests.

4

I will say another th ing, which is we are

5

going to visit with the AMA very shortly, within a

6

couple of weeks.

7

talk about reaching specialty societies more

8

uniformly, although we annually have a large

9

gathering where 50 or so clinical specialty

10

I think that is another place to

societies are represented.

11

UNIDENTIFIED SPEAKER:

I actually think

12

that one of the best ways to get at specialists is

13

probably through the CTSAs.

14

large.

15

throughout the whole subculture of the CTSA, but we

16

have been doing a fair amount of work with them,

17

mostly around PCORnet, but your point is well taken.

Many of them are really

Your entryway doesn’t always permeate

18

I think penetrating into the departments,

19

particularly in th e fellowship programs, is really

20

challenging.

You bringing it to ou r attention is

21

really good.

I’ve heard it as well.

22

I’ve gone down to speak to universities, the number
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1

of people who are early in their career that

2

attended some specialties is really high, and they

3

are really eager, but they don’t have the support

4

structure at their instit utions to help them.

5

it’s a good reminder.

6

CHAIRMAN NORQUIST:

So,

A lot of places don’t

7

have CTSAs, so let’s not forget there are others.

8

One of the other things is who the mentors are of

9

the junior people, if they don’t know, then it

10

doesn’t get kind of passed on.

11

Bob, is your card back up?

12

DR. JESSE:

Let me tell the other side of

13

that story.

I was driving up yeste rday and got a

14

call from a colleague, a cardiologist, who is an

15

electrophysiologist.

16

I’m driving up to the PCORI Board meeting.

17

yeah, PCORI, we ha ve a grant.

18

your patient partn er.

19

on 95 that clicked by in silence.

20

going about five miles an hour.

21

[Laughter.]

22

DR. JESSE:

He said what are you doing.
Oh,

I said, oh, who is

There wer e several mileposts
We were only

He said what the hell are you
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1

talking about.

2

driven research, and to get a PCORI grant, you had

3

to demonstrate that from conception through

4

submission that you had a patient partnership that

5

was driving the qu estion.

6

that.

7

I explain this whole idea of patient

Didn’t really understand

For the particular grant they were asking

8

for, I said look, if you want to put in a grant for

9

developing patient-based criteria for the

10

implantation of defibrill ators, probably have an

11

ample base because that’s what patients always want

12

to know, do I real ly need this.

13

people should know th is because you put in my dad’s,

14

and on the table before you started, he was lying

15

there saying do I really need this.

16

was in the room saying yes, which was gratuitous,

17

because he fibrillated on the table.

18

enough.

19

I said you of all

The fact that I

That was proof

I don’t think the res earch community really

20

understands that part of PCORI, and it may be the

21

message we need to get out, and maybe we need to

22

talk to U.S. News and World Reports , as they are
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1

lining up how they rank medical schools, which only

2

really looks at NIH overhead as much as anything.

3

We need to get to junior folk.

4

get that word out, you are doing patient-centered

5

research.

6

care better.

7

We really need to

They probably understand patient-centered
It’s a chance to do it differently.

Given that opportunity, they also realize

8

they are closing down their competi tor base if they

9

can do that well.

10
11
12

CHAIRMAN NORQUIST:
wrap up.

We are going to need to

You have an other presentation.
UNIDENTIFIED SPEAKER:

If people are

13

gambling over there, do we have any PCORI grants on

14

gambling addiction?

15

enrolled.

16

Maybe we could get you

UNIDENTIFIED SPEAKER:

I didn’t know if

17

Debra Barksdale wa nted to talk.

The VCU kind of

18

symposium that was th ere recently, do you think

19

that’s a good model for the kind of things that will

20

help investigators really know what PCORI offers in

21

a way that would be const ructive?

22

from Dissemination came down.

I know some folks

You hosted them.
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1
2

DR. BARKSDALE:
is later this week .

3

It ha sn’t occurred yet.

It

I can report afterwards.

UNIDENTIFIED SPEAKER:

We do pre-

4

announcements.

5

time.

6

how to get a better targeted list, and I don’t know

7

what that is, we would be happy to add that in when

8

we do our targ eted announcements.

9
10

We are trying to ge t those out every

If we have some way that we could figure out

CHAIRMAN NORQUIST:
DR. LEWIS-HALL:

Freda.

I think we had the

11

discussion with the American Heart Association.

12

idea would be to reach those not yet reached, like

13

those that are out of our redundant circles.

14

be able to connect to see if the y were any more

15

successful, which I think they were , in reaching the

16

unexpected potential.

17

CHAIRMAN NORQUIST:

The

We may

We will leave it as an

18

action item, Jean, for your group to think about

19

coming back with some kind of plan or something and

20

see where we are.

21
22

We are going to move on to the next topic,
which are two actu al considerations for approval for
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1

these targeted PFAs, one on medication assisted

2

treatment for pregnant women with substance abuse

3

disorders, actually opioid use disorders, and then

4

symptom management for patients with advanced

5

illness.

6

What we will do is we will split the two.

7

Evelyn and Bob, if you want to present on the opioid

8

use disorder with pre gnant women first, and then we

9

will take questions, and make a decision, and then

10

we will go to the second.

11

DR. ZWOLAK:

Thank you.

My comments will

12

be very brief.

13

topics a real focus based on what the Board of

14

Governors has indicated over the la st year or two in

15

dealing with major public health problems, dealing

16

with hugely import ant issues, opioid abuse and

17

treatment that will help a large number of people if

18

we can sponsor some high quality comparative

19

effectiveness research.

20

I think you will se e in these two

It’s very difficult for me to think about

21

the horrible problem of an opioid addicted pregnant

22

woman.

I can’t im agine being in th at situation if I
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1

were the woman and the impact on the child is

2

enormous.

3

I think this is a compelling funding

4

opportunity, and the staff has gone through all the

5

right review of background material.

6

ready for a positive vote by the Bo ard.

7

I think Evelyn will make the presentation.

8
9

DR. WHITLOCK:

I think it’s

Thank you, Bob.

With that,

On behalf

of the Science tea m who helped to develop this, I

10

want to present to you the fundi ng opportunity that

11

we are bringing you to do another targeted funding

12

announcement focusing on opioid use disorder in

13

pregnant women.

14

As you are well aware , PCORI has already

15

released two opioi d specific targeted PFAs.

16

released those in Cycle 3 of 2015, as the clinical

17

strategies for managing and reducing long term

18

opioid use for chroni c pain.

19

Cycle 3 of 2016.

20

We

That was reissued in

There was a sequential targeted funding

21

announcement that was to look at pr eventing unsafe

22

opioid prescribing in primary care among patients
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1

with acute or chronic non-cancer pain.

That was

2

released in Cycle 3 of 2016, and that is one of the

3

group of new award s that will be co ming to you in

4

the summer that we will be referring to.

5

When we look at th ese previous targeted

6

funding announcements and we look at our current

7

portfolio, we note we don’t have anything that

8

focuses on pregnant women, and one of the top

9

priorities for the Me dicaid Medical Directors

10

Network in 2016 was in pr egnant women with a focus

11

on pregnant women who are on opi oids, looking at

12

effective options, approaches and treatment options.

13

I want to thank Greg Martin for sharing

14

that information with us.

15

with the Medicaid Medical Directors.

16

talk to them recently, and this is a very, very

17

important area for them.

18

is the largest payer for all births.

19

opioid addicted women in pregnancy has been on the

20

increase.

21
22

He’s worked carefully
I was able to

In som e states, Medicaid
These types of

Just to tell you wher e we are, this would
be considered a sequential targeted funding
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1

announcement.

2

opioid disorder announcements, but focused on this

3

special population.

4

It’s additional in the series of

As I mentioned, it was originally

5

identified by the Medicaid Medical Directors Network

6

and prioritized quite highly by them.

7

discussed this at var ious multi-stakeholder

8

meetings, at advis ory panels, and the SOC approved

9

this, and it is coming to you today for approval.

We have

10

You can see there have been a range of inputs from

11

various stakeholders.

12

Why is this important?

Well, as I alluded

13

to, the prevalence of opioid use by pregnant women

14

has increased dramatically, and as you are not

15

surprised, associated with this are really serious

16

maternal, fetal, and neonatal risks, and there are

17

evidence-based effective treatments available.

18

The most strongly recommended by the World

19

Health Organization and others is medication

20

assisted treatment.

21

pregnant women are given maintenance therapy with an

22

opioid agonist, so ei ther Methadone or

What that means is that
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1

Buprenorphine, and that medication assistance is

2

combined with psychosocial services and of course,

3

prenatal care, and in that context, you can improve

4

outcomes for the moth er and the baby.

5

You see better adhere nce to prenatal care.

6

You see better mat ernal weight gain, higher neonatal

7

birth weights, dec reasing opioid use and reducing

8

criminal activity.

9

Of the two medication s that are used in

10

this context, Buprenorphine -- both of them are

11

agonists but Bupre norphine is safer than Methadone,

12

so fewer of the infants go through what is called

13

“neonatal abstinence” or “withdrawal issues.”

14

birth outcomes are better on Bup renorphine than

15

Methadone.

The

16

There are many rea sons that women don’t

17

receive medication assisted treatments, although

18

many women are mot ivated, there are barriers to

19

getting treatment, including stigma as to where

20

treatments are available, lack of access altogether,

21

and concern about leg al consequences.

22

Because of the Drug Addiction Treatment
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1

Act, which made Bu prenorphine more readily available

2

through any clinic ian’s office, it is possible that

3

women could access treatment more easily, but it’s

4

not common that clinicians are qualified and

5

certified to give the Buprenorphine treatment in

6

their offices.

7

U.S. have Office-B ased Opioid Treatment available,

8

and the percentage of qualified clinicians vary, but

9

it is very low in OB-GYN, about one percent, and

10
11

Fe wer than half of counties in the

about 22 percent of family medicine.
There are concerns that providers have

12

about getting qualified and providing this

13

treatment, including their concerns about being an

14

expert even once they are qualified, the inadequacy

15

of support, and ac cess to mental health providers,

16

and the unfamiliarity with managing some of these

17

kinds of issues, but we feel both the patient and

18

provider barriers offer an important opportunity to

19

compare successful models so that more good

20

treatment options for pregnant women and their

21

babies can be made available.

22

When you look at different models, and some
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1

of these have come from the states that are the most

2

strongly afflicted by this increasing prevalence in

3

pregnancy, so New Hampshire, New Mexico, and Oregon

4

have experimented with a model that looks at

5

integration of pre natal care, Office-Based Opioid

6

Treatment, addiction medicine treatment, and

7

psychosocial services.

8
9

West Virginia, ano ther highly affected
state, has looked at co-locating services, so making

10

sure at least the Office-Based Opioid Treatment and

11

prenatal care are co-located, but just collaborating

12

and referring to community psychosocial services,

13

and other places will provide prenatal care in one

14

place and then refer for opioid use disorder

15

treatment, which may or may not include maintenance

16

therapy.

17

services.

18

I am sure it includes psychosocial

These are different models, some of which

19

are being implemented at fairly wide levels.

20

importance of understanding how these models might

21

be most effective and feasible could be really

22

important for addressing this problem.
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1

Similarly, some of the models involve

2

elements that address some of the most challenging

3

parts of this, and those have to do with the

4

expertise and also getting women on treatment.

5

The hub and spoke model looks at making at

6

the hub addiction spe cialists in this disorder are

7

available to the clinics that are aligned with the

8

center hub by spokes, so people can do the work in

9

their communities that have access to more intensive

10

support, and this can include things like providing

11

a centralized resource for induction of treatment

12

and stabilization.

13

There is a time for both of these

14

medications where women have to be -- it has to be

15

timed to the right point for them in terms of their

16

previous drug use.

17

doses be done and escalated to a point where they

18

are in a stable situation.

19

to do that in a more centralized way as opposed to

20

supporting people doing it in a more dispersed way.

21
22

They have to then have their

One of these models is

Also, the way the psy chosocial services are
supported is anoth er variant in terms of how the
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1
2

additional support is provided.
We have proposed two research questions to

3

offer the opportun ity to look at these various

4

models of treatment and help inform those on the

5

front line of this problem about what are the best

6

ways for them to organize this effective care.

7

The first is what is the comparative

8

effectiveness of alternative models for

9

comprehensive opioid use disorder treatment delivery

10

on maternal and neonatal outcomes in pregnant and

11

post-partum women with different levels of addiction

12

severity?

13

Comprehensive care must include prenatal

14

care, medication assisted treatment with either

15

Buprenorphine or Methadone, and psychosocial care.

16

The second question is what is the

17

comparative effectiveness of remotely supported

18

opioid use disorder treatment delivery to pregnant

19

women that includes more versus less resource-

20

intense approaches to induction and psychosocial

21

support for Office -Based Opioid Therapy in terms of

22

the impact on maternal and neonatal outcomes?

B&B REPORTERS

4520 Church Road
Hampstead, Maryland 21074
[410]374-3340

134

1

If you want to go int o a bit more of the

2

outline of what we would be asking for in a targeted

3

funding announcement, we are looking at ensuring

4

that we have outcomes that relate both to the

5

pregnancy and to the opioid use disorder, so the

6

addiction specific or opioid use specific outcomes

7

are related to illicit drug use in general, to

8

relapse, to treatm ent entry and retenti on, and to

9

patient quality of life, anxiety an d depression.

10

Related to the pregna ncy, the interest is

11

in birth outcomes, in cluding pre-term birth,

12

pregnancy complications, birth weight, neonatal

13

complications, and is sues around neonatal

14

withdrawal.

15

We will be looking at repeated assessments

16

to measure maternal and neonatal outcomes during

17

pregnancy as well as into the three-month post-

18

partum period.

19

Eligible women are those with opioid use

20

disorder and their infants, and they will be in

21

Medicaid and priva te insurance kinds of settings,

22

and we are interested in looking at a heterogeneity
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1

of treatment effec ts among subgroups as defined by

2

addiction severity, income, or other disadvantages.

3

As I said, there are different models that

4

can be compared, and I’ve been through these.

5

integrated, the co-located, the usual kind of

6

dispersed care thr ough various places, and the

7

availability of re mote support in order to help

8

clinicians, particularly in rural or settings

9

without a strong addi ction treatment clinic

The

10

environment, to be able to provide these services.

11

We would like to comm it up to $16 million

12

in total costs.

13

four studies with thi s amount of money, at a total

14

direct cost of abo ut $3 million per study, and we

15

also think we could complete these in a project

16

period of three to four years be cause the time

17

period of pregnancy is relatively short, so assuming

18

adequate ability to recru it, we should be able to

19

get to patient import ant outcomes within three to

20

four years.

21
22

We estim ate we could fund three to

I will stop there and see if there are any
comments or questions .

We are at the point where
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1

the SOC has endors ed this.

2

you for a vote.

3

release a pre-anno uncement and the targeted funding

4

announcement would be in the public domain by June

5

23.

6
7
8
9

We are bringing it to

Should you approve it, we will

I will stop there.
CHAIRMAN NORQUIST:

for any questions.

Let’s open it up

Harlan?

DR. KRUMHOLZ:
understand.

Okay.

I just want to make sure I

This is randomized?

10

DR. WHITLOCK:

11

could be a natural experiment.

12

some, we know from some of the preliminary

13

literature that there are in certai n states say

14

Medicaid adopted policies that might vary in these

15

dimensions, so the re could be a natural experiment.

16

It wouldn’t have to be randomized design.

17

DR. KRUMHOLZ:

It doesn’t have to be.

It

I think there are

I gues s the question is

18

whether we are going to encourage that.

19

thing is I just think it’ s important in these kind

20

of studies to be clear that we are asking for

21

interventions at scale that are pseudo-diagnostic,

22

it can be tailored an d refined, but it is of
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1

greatest use if th is can scale broadly.

2

have to scale to everybody because that may not be

3

possible.

4

these are complex interventions, so the applications

5

need to acknowledge that these are complex

6

interventions, which mean they interact with sites.

7

It doesn’t

It needs to at least be inherent that

We need to be able to understand how what

8

we are testing is not in a special place where there

9

are a lot more res ources that are being brought to

10

bear that are prod ucing results that are unlikely to

11

be achieved without the trial around it.

12

As they put in the se applications, it seems

13

to me they both have to understand the interaction

14

with site and the degree to which they are really

15

testing some real-wor ld application.

16

I’m in favor of this, I’m just saying as we

17

go out.

The issue about heterogeneity is an

18

interesting one.

19

we’re going to fund to have adequately powered

20

subgroups that are go ing to represent distinct

21

hypotheses for which P values are going to have to

22

be adjusted for in the overarching study design.

By saying that, you’re implying
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1

I think that is fine, but I think we need

2

to be purposeful about th at.

It’s not just about

3

we’re interested in heterogeneity so we expect you

4

to have subgroup analysis, but if we really are

5

interested in heterogeneity, that needs to be one of

6

the principal aims, not a descriptive feature of

7

hypothesis generating for the future.

8

We could back off tha t, but I’m just saying

9

if you are going to actually assert heterogeneity is

10

important, then these need to be built to test

11

heterogeneity in ways that are robu st, or else we

12

should just say heter ogeneity is just going to be

13

purely secondary and descriptive and hypothesis

14

generating for the ne xt study.

15

decide about that.

16

I think we need to

It matters for the $16 million whether or

17

not you are going to super fund one that has the

18

power to look at heteroge neity or whether you will

19

fund them for the main effect and then everything

20

else is just for potential hypot hesis generation for

21

the future.

22

Of the three things I just mentioned, the
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1

second one around the complex intervention and

2

notion of scalability and there would be tools and

3

toolkits and the means by which this can spread as a

4

dissemination, if successful, seems to me would be

5

an important feature to be embedded in the call for

6

proposals.

7

CHAIRMAN NORQUIST:

8

DR. ZWOLAK:

9

Bob Zwolak?

I think those are very much

cogent and important observations.

To some extent,

10

the key comparator here is care giv en in a Methadone

11

clinic, which could well have obvious stigma for a

12

pregnant woman ver sus a physician’s office which

13

requires that physicians buy into the training and

14

willingness to prescr ibe the Buprenorphine.

15

That may or may not be scaled.

One of the

16

things I think it will test is whether the

17

Buprenorphine Office-Based prescription is a

18

scalable --

19

DR. KRUMHOLZ:

You are describing a

20

feasibility study, not a comparative effectiveness

21

study, which could be fine, but then we just need to

22

be precise about whether we are saying can it be
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1

done, can you impleme nt it, will they do it, is it

2

better than a comparator.

3

DR. ZWOLAK:

It certa inly depends on what

4

part of the co untry you are in whether this is

5

comparative effectiveness, where there is

6

availability of th at approach, or feasibility, where

7

there may be less of that.

8

in fact a view.

9

across the country.

10

I think part of this is

You are right.

CHAIRMAN NORQUIST:

Yes.

I think it varies

I noticed you had

11

Medicaid, and not all these people are going to have

12

Medicaid.

13

If they have a child or something, they should have

14

Medicaid, but some pe ople go into jail and then they

15

come out, they lose their Medicaid.

16

There will be a fair number of uninsured.

I think it is going to have to be a very

17

diverse group, but I think we are calling for that.

18

We will have to see w hat we get, right?

19

will have an opportun ity to look at what

20

applications look like when they come in.

21
22

DR. KRUMHOLZ:

Then we

Are th ere Medicaid Directors

who are going to be on our study section?
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1
2
3

DR. WHITLOCK:
willing.

I think they would be

This is one of their highest priorities.
DR. KRUMHOLZ:

I think we need to know from

4

Leah and others like this is evi dence that would

5

lead to some polic y action, but let me just say I’m

6

in favor of the topic , don’t mistake what I’m

7

saying, but I want to make sure this size investment

8

is returning knowledg e that is likely to -- there

9

are two things that could be happening.

10

One is there are some policy decisions that

11

are going to be made, and they need evidence to make

12

those policies.

13

question or if the qu estion is whether or not the

14

effort to deliver it in this setting is worth it

15

because you either expand the sc ope of people being

16

treated or it is actu ally better, it tu rns out to be

17

better if you can treat more people even if you

18

treat it at the sa me level of efficacy.

19

It’s not clear to me that is the

I’m just saying this could be quicksand

20

unless there is a great deal of cla rity around what

21

are the specific questions.

22

the call for propo sals and say we would be

You could go out with
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1

interested in answering any of these 10 questions

2

and see what comes in.

3

by which we articu late the questions and know who

4

the customers of thos e answers are is going to be

5

important to whether or not this turns out to be a

6

good investment for us.

7

I just think the specificity

CHAIRMAN NORQUIST:

I would just add not

8

just the Medicaid Directors but mental

9

health/substance abuse agencies in the states.

10

Often times, they are the ones overseeing these

11

programs.

12

Leah?

13

MS. HOLE-MARSHALL:

We struggled with this

14

a little bit, at least I did in terms of this topic,

15

coming here, and I also strongly support this as a

16

very important topic.

17

of how to get the notice and request out.

18

is responsible for about 50 percent of the births in

19

the nation, so I had proposed pe rhaps a special

20

emphasis on Medica id, but I also understand this is

21

not necessarily a Medicaid alone.

22

It is really just a question

UNIDENTIFIED SPEAKER:
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1
2
3
4
5

MS. HOLE-MARSHALL:

Fifty percent of births

are paid for by Me dicaid in the nation.
CHAIRMAN NORQUIST:

In some states, it

actually may be higher than that.
MS. HOLE-MARSHALL:

Yes, absolutely, that

6

is a national statistic.

Definitely do n’t want to

7

increase the stigma that this proportionately

8

affects low income people because that is certainly

9

not the case.

We struggled with that a little bit

10

in the committee, and ultimately settled upon kind

11

of these are the popu lations of interest, but I

12

think your point is well taken, Harlan.

13

While we require dissemination or

14

implementation plans in all of our studies, it would

15

be particularly cr itical in this one, especially if

16

there is a focus on a particular subgroup, that

17

special attention or focus paid to how this might

18

actually proliferate outside of the stu dy.

19

actually the key policy issue right now for the

20

Medicaid agencies that I work most closely with,

21

where to invest funds and how to ma ke it the most

22

value for the most nu mber of patients.
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CHAIRMAN NORQUIST:

Perhaps one of the key

2

things is their pa rtner in this sho uld not only be

3

patient groups but the Medicaid Directors and their

4

relevant areas or mental health and substance abuse

5

agencies.

6

UNIDENTIFIED SPEAKER:

In the PFA, that

7

they need to demonstrate those specific stakeholder

8

partnerships.

9

I think we can take some of the points that Harlan

I thin k that is a really good point.

10

made and write them into the PFA about the

11

importance of the real-world test and scalability.

12

I think that will also help us focus, get the kind

13

of comparative mod els that I think Medicaid in some

14

states are being forc ed to but don’ t really know if

15

this is the be st way to go.

16

It will help us get in that direction.

The

17

other thing we could do potentially is talk about

18

scalable treatments or sc alable approaches as you

19

are talking about, or smaller studies that address

20

any of the barriers.

21
22

For example, clarifying the barriers around
how much you can get the penetration of
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1

Buprenorphine and Office-Based Opioid Treatment,

2

disseminated.

3

We could also do it that way, too, so that

4

we look at the big ger picture but also maybe even

5

some of the co mponent steps.

6

CHAIRMAN NORQUIST:

7

DR. LEVINE:

Sharon?

Depending on the power of the

8

study, you may be able to also look at whether the

9

payment model in Medicaid makes a difference in

10

terms of the success of the work.

11

care versus tradit ional Medicaid fee-for-service.

12

UNIDENTIFIED SPEAKER:

Medicaid managed

I wanted to say to

13

Harlan, if I could , I think we almost always call

14

the subgroups out in this way, but I th ink you make

15

an important point that we are stil l talking about

16

internally in the programs, how much do we require

17

that something be powered for hypothesis testing.

18

I would say in the context of this

19

literature, it is my understanding, and I’m not an

20

expert, the more there are other kinds of barriers,

21

the more unlikely.

22

sense.

That is just almost common

I’m not su re we need to demonstrate that.
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1

That probably is goin g to be most important for us

2

to address effective systems or effective components

3

of systems and tha t heterogeneity at this point will

4

be something we wo uld look at in an exploratory way

5

rather than a hypothesis testing kind of way.

6
7

CHAIRMAN NORQUIST:

I need a motion to

approve.

8

DR. LEVINE:

So moved.

9

CHAIRMAN NORQUIST:

Second?

10

UNIDENTIFIED SPEAKER:

11

CHAIRMAN NORQUIST:

12

[Show of hands.]

14

CHAIRMAN NORQUIST:

15

[No response.]

16

CHAIRMAN NORQUIST:

17

[No response.]

18

CHAIRMAN NORQUIST:

19

DR. DOUMA:

20

CHAIRMAN NORQUIST:

22

All those in favor,

just raise your hand.

13

21

Second.

dropped off.

Anybody opposed?

Anybody abstaining?

Allen?

Yes.
I think Christine

Christine, are you back?

[No response.]
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1

CHAIRMAN NORQUIST:

It passes.

We are

2

behind a little bi t, but that is okay.

3

next one, symptom management for patients with

4

advanced illness.

5

anything?

6

Evelyn, the

Bob, did you want to say

DR. ZWOLAK:

Only bri efly.

Again, this is

7

a response, I thin k, to the Board’s desire that we

8

aim for the larges t impact on pu blic health with

9

common problems, and this one is re ally important.

10

DR. WHITLOCK:

I’m going to try to talk a

11

little more quickly through this recommendation for

12

a targeted funding an nouncement in symptom

13

management for patients with advanced illness.

14

Again, this is buildi ng on our previous

15

announcements that we have done in palliative care.

16

These also were done in Cycle 3 of 2016, and will be

17

coming to the Board this summer, looking both at

18

advanced care planning as well as models of

19

delivery.

20

We did have a pretty broad-based workshop

21

with stakeholders around advanced illnesses and care

22

giving in 2016.

From that work, as well as many
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1

other recent repor ts from various either blue ribbon

2

panels or alliances in th is country and in other

3

countries, there has been a lot of call for symptom

4

management, particularly in advanced illness, as a

5

very important area for further research.

6

You can see those out lined here and the

7

range of folks that have called for it.

In

8

particular, there has been a call for -- if you go

9

down to the almost bottom bullet, need for research

10

outside of cancer populations, consideration of

11

caregiver outcomes, and maybe not on this page but

12

on another side -- it’s in the midd le -- especially

13

for children, not having muc h evidence at all for

14

children.

15

The background, we ha ve presented to you

16

before, palliative care approaches can improve

17

patient well-being in those with se rious illness,

18

and there have been a number of systematic reviews

19

which show there are a wide range of beneficial

20

patient outcomes with palliative care services,

21

clinically meaningful improvements in quality of

22

life, symptom burden, caregiver distress, reduced
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1

hospitalization.

2

But as you look at research in this field,

3

there have been so me areas where th ere were deficits

4

in the research kn owledge about how best to support

5

patients and famil ies.

6

of care delivery, adv anced care planning, and

7

symptom management is a third ma jor area.

8

that, you see all the reports that have recently

9

called attention to this issue.

10

These ha ve included models

Under

We have put out two previous targeted

11

funding announcements, as I mentioned.

12

be the third funding announcement looking at the

13

comparative effectiveness of treatment options for

14

relief of common symptoms across multiple advanced

15

illnesses.

16

fatigue, difficulty breathing, insomnia.

17

This would

The kinds of symptoms such as pain,

If this is approve d, then it would be

18

released in June of 2017 for potential awards in May

19

of 2018.

20

The rationale as we have put it together is

21

this is the re maining top priori ty for research in

22

this area.

There have been previous studies on

B&B REPORTERS

4520 Church Road
Hampstead, Maryland 21074
[410]374-3340

150

1

symptom management in patients with advanced

2

illness.

3

previous slide said in areas maybe mostly cancer

4

oriented or partic ular populations of patients.

5

There have not bee n very many head to head trials,

6

and most of the st udies have been quite small and

7

unable to look at any kind of tr eatment variation.

8
9

They have been more focused as the

The proposed question that would be in this
funding announcement is what is the comparative

10

effectiveness of two or more interventions,

11

including at least one pharmacologic intervention,

12

for symptom management of patients with serious

13

advanced illness.

14

We have focused on the symptoms that have

15

been most commonly reported as problematic and

16

needing research across a variety of publications

17

and in both adults and children.

18

The most common sympt oms are pain, fatigue

19

-- they are not surprising to anyone, I don’t think

20

-- pain, fatigue, dyspnea, insomnia, anorexia-

21

cachexia, nausea/vomiting, and depression/anxiety.

22

We would like the stu dy to examine more
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1

than one symptom and certainly be attentive to any

2

impact that might mak e one symptom worse when it is

3

trying to improve another.

4

The population would be patients with

5

advanced life limiting illness and thei r caregivers.

6

Conditions could include but are not limited to

7

things such as adv anced heart failure, where there

8

is not much resear ch, advanced cancer, COPD, end

9

stage liver or kidney disease, and advanced

10

neurodegenerative diseases.

11

We have decided that in order to encourage

12

research in younge r patients, that we would call it

13

as a special interest, but you can discuss if that

14

seems right to you .

15

suggested, we just me ntion not make any special

16

funding separation, but just say we are particularly

17

interested.

18

I think that is what the SOC

The interventions and comparators, we

19

thought it would make sense to have at least one

20

pharmacologic intervention since these are commonly

21

used in these situ ations, but that comparator could

22

be another commonly used pharmacologic intervention

B&B REPORTERS

4520 Church Road
Hampstead, Maryland 21074
[410]374-3340

152

1

or a non-pharmacologic comparator, and any of the

2

proposed interventions and comparators would need to

3

have at least mode rate evidence of efficacy and/or

4

be in widespread use, and be capabl e of delivery in

5

a standardized format , and it would address actual

6

clinical choices by patie nts and their caregivers

7

and clinicians in spe cific practice settings.

8

can’t be asking about thi ngs that would not be

9

available.

10

They

The outcomes and timi ng, we have called out

11

there should be patient-c entered outcomes such as

12

quality of life.

13

further than that.

14

caregiver outcomes as well.

15

symptom outcomes, and there needs to be attention to

16

any unintended effects of symptom treatment,

17

including exacerbating other symptoms and/or patient

18

or caregiver experience.

19

delirium, which can be made worse by some

20

treatments.

21
22

We haven’t specified it any
Certainly, there need to be
There need to be

An example here is

We have specified at least a six-month
duration of follow-up.
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1

The total commitment we recommended for

2

this targeted funding announcement would be up to

3

$25 million in tot al costs, we believe we could get

4

8 to 10 studies done for this amount, and we also

5

believe that the total costs of the study would not

6

need to be extreme ly high, and the maximum project

7

period could generally be three years, because of

8

the nature of the question and the time to get to

9

patient important outcomes.

10

At the advice of the SOC, for studies of

11

uncommon conditions where it might take longer to

12

recruit a sample size, PCORI wou ld consider funding

13

larger or longer studies with a strong rationale.

14

Let me open it for comments or questions

15
16

and discussion.
UNIDENTIFIED SPEAKER:

Evelyn, that was a

17

lovely summary.

Bob, I can’t re member, did we

18

discuss whether hospi ce patients were in or not in

19

the study?

20

we should raise now?

21

months, so presumably, that would be appropriate for

22

a lot of hospice patients.

I don’t think we did.

Is that something

The time of this is six

It would be a vehicle
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1

for getting a lot of them to enter the system

2

rapidly, we could identify residential or home

3

hospice based patients.

4

now.

5

DR. WHITLOCK:

It has just occurred to me

I don’ t think we discussed

6

that.

I think we were assuming it would be people

7

more like folks -- the general rule of thumb was six

8

months or something, although people think folks

9

should be getting hos pice earlier, but I think the

10

idea was more peop le with more like a three-year

11

projected life spa n, so thinking le ss about hospice

12

and more about earlie r interventions.

13
14

UNIDENTIFIED SPEAKER:
little more specific.

15
16

We may need to be a

DR. WHITLOCK:
for bringing that up.

17

We probabl y do.

Thank you

What would you recommend?

UNIDENTIFIED SPEAKER:

I actually don’t

18

know.

19

looked at that.

20

terrific for some hospice patients where six months

21

might be 100 perce nt of your life.

22

I hadn’t thought about it at all until I just
It strik es me this might be really

DR. ZWOLAK:

I would agree, hospice is not
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1

what it used to be.

2

more thoughtful ab out hospice and only getting

3

involved earlier in their stage of disease.

4

hospice patients would be potentially superb

5

candidates.

6

I think people are being much

CHAIRMAN NORQUIST:

7

absolutely right.

8

seen people with a year.

9

MS. HUNT:

I think

I think, Bob, you are

It ’s not the six months.

I’ve

Gail, you are next.

The average length of stay in

10

hospice is two wee ks.

11

palliative care, so you are right, three years, two

12

years, congestive heart failure, things like that,

13

rather than end of life, six months ’ diagnosis, that

14

you actually get in in two weeks.

15

be important to be su re this is focused on

16

palliative care, even though it might be easier to

17

recruit people out of hospice because they are like

18

the captive population.

19
20
21
22

This is really about

UNIDENTIFIED SPEAKER:

I think it would

You are saying two

weeks in hospice?
MS. HUNT:

Two weeks in hospice is the

average amount of tim e, the average sta y in hospice.
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1

DR. ZWOLAK:

I’m not sure we need to

2

micromanage this at the table, but I think

3

potentially we cou ld build in some life expectancy

4

metrics rather than yea or nay to hospice itself.

5
6

CHAIRMAN NORQUIST:
comments?

Allen, do you have anything?

7

DR. DOUMA:

8

CHAIRMAN NORQUIST:

9

No, I don’t.

[No response.]

11

CHAIRMAN NORQUIST:

I need a motion to

approve this targeted funding announcement.

13

DR. McNEIL:

14

CHAIRMAN NORQUIST:

15

MR. BARNETT:

16

CHAIRMAN NORQUIST:

17

Christine, are you

back?

10

12

Other questions or

So move.
Second?

Second.
Put your hand up if

you’re in favor.

18

[Show of hands.]

19

CHAIRMAN NORQUIST:

20

[No response.]

21

CHAIRMAN NORQUIST:

22

[No response.]

Against?

Anybody abstaining?
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1
2

CHAIRMAN NORQUIST:

Allen, what is your

vote?

3

DR. DOUMA:

I approve.

4

CHAIRMAN NORQUIST:

Okay.

It’s approved.

5

Thanks, Bob, Evelyn and team.

6

mid-year financial re view, but I do have to check.

7

We have the public comment period which starts at

8

3:00.

9

you.

10

The next one is the

If you want to get started, I may interrupt

DR. SELBY:

I will just say Regina and her

11

team as usual have done a great job, and this has

12

been carefully ove rseen and reviewed already by the

13

FAC, so I think it looks like Larry has some opening

14

comments, and then Regina.

15

MR. BECKER:

Thanks to my fellow FAC

16

members, Bob, Kerry, Christine on the phone.

17

went through this a couple of weeks ago.

18

year financial review , we will give you a comparison

19

between PCORI’s budge t and actual expenses for the

20

first two quarters, and what you wi ll find is that

21

we are within five percent of budget, not-

22

withstanding Bob’s co mments about 20 mi nutes ago.
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1

It looks like we are right on budget, and

2

if you have been here for a few years, that’s

3

Herculean work, be cause we have been well off by

4

halfway into the year, so we are getting there, and

5

beginning to understand and being able to execute a

6

whole lot better.

7

I’d also like to info rm you that at our

8

monthly meetings, the FAC is continuing regular

9

reviews of investment reports.

You remember, we

10

took on the cash, the financial report, the

11

operational Dashboards which tracks the overall

12

operational performance against its goals.

13

My thanks to Regin a, the whole financial

14

team, the FAC, I’m going to give this to Regina to

15

take you through all the details.

16

MS. YAN:

Thank you, Larry.

I would like

17

to go over with you how we are doing mid-year with

18

our expenditures compared to our budget.

19

Our fiscal year 2017 approved budget is

20

$423 million, and our budget for th e first six

21

months is $196 mil lion.

22

$186 million, so we are really coming very, very

Our actual expenditures are
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1

close, at five per cent.

2

budget versus actual variance was 18 percent.

3

are on track with all our activities and

4

expenditures.

5

Last year at this time, our
We

Right now, we are expecti ng that the second

6

half of the year will be more or less the same.

I

7

know previously th ere were some con cerns about our

8

award invoices coming in slowly, but I think we have

9

caught up right no w.

We are just slightly behind

10

the last quarter mainly because we have improved our

11

functionality and have made some changes on online

12

invoicing.

13

If we take a look at the proportions of our

14

budget, for the fi rst six months, our budget is $196

15

million, of which 89 percent is in program

16

expenditures, 4 percent in program support, and 7

17

percent in administrative support, and our actual is

18

following pretty clos ely to that breakdown.

19

Our total revenues through 2019 is $3.3

20

billion, and we have done a projection for all of

21

our expenditures through 2024, and it is more or

22

less the same, pro gram expense is about 91 percent.
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1

This is more or less going to be the breakdown in

2

the ratio you will be seeing in all our

3

expenditures.

4
5

That is our mi d-year review.
questions?

6

[No response.]

7

CHAIRMAN NORQUIST:

8

Any

Allen, did you have any

questions?

9

[No response.]

10

CHAIRMAN NORQUIST:

All right.

Thanks,

11

Regina.

I am just checking to see if we are going

12

to have a public comment period.

13

present or waiting on the line, we will not be

14

initiating our public comment period.

15

[No response.]

16

CHAIRMAN NORQUIST:

17
18

No.

If no one is

Joe, did you want to

make some final comments?
DR. SELBY:

Extremely briefly.

I think

19

this morning’s precision medicine discussion has

20

already led to the formation of a work group to get

21

moving quickly on thi s, and to look for a model of

22

the kind of study tha t would make sense for us to
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1

fund, and then hopefully find one and fund it,

2

either through targeted announcements or by

3

recognizing the right pragmatic study.

4

This afternoon in the Director’s report and

5

Dashboard report, I think one of the things we

6

certainly continue to have our eyes on is

7

commitments, and we will see in the fourth quarter

8

when all those com mitments are projected to happen

9

how close we come.

10
11

We wi ll also report to you on

recruitment.
With respect to PC ORnet, and particularly

12

the PCORnet Commons, just to take a close look to

13

make sure we are really getting all the learnings

14

from PCORnet onto the Commons, and also to look for

15

ways, maybe with other agencies, to exploit the

16

Commons or to share our input on other Web sites

17

like the Commons, so that together we can change

18

research in a more timely fashion.

19

We approved both of those funding

20

announcements with good suggestions fro m a number of

21

investigators that I wrote down, and I think Evelyn

22

and her staff got them, too.

I won’t repeat them.
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1

Thanks for a good day tod ay.

2

CHAIRMAN NORQUIST:

3

Back to you.

Does anybody want to

make any other commen ts or have questions?

4

[No response.]

5

CHAIRMAN NORQUIST:

Okay.

Thanks.

Thanks

6

to everyone who jo ined us in person or by webinar or

7

teleconference, and a reminder that all materials

8

presented will soon be available on our Web site at

9

PCORI.org.

Today’s webinar was recorded, and that

10

archive will be posted within a week.

11

welcome your feedb ack at info@pcori.org or on our

12

Web site.

13
14
15
16

We always

Thanks, and good afternoon or morning,
wherever you are.

Thanks.

[Whereupon, at 2:50 p.m., the meeting was
adjourned.]

17
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19
20
21
22

B&B REPORTERS

4520 Church Road
Hampstead, Maryland 21074
[410]374-3340

