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(Begins in progress.)

DR. HOWELL: -- yesterday. And so, we wl|
mss him Dr. Alan Flei schman has asked that | give
hima few nonents of a personal note before we begin
the nmeeting today.

Dr. Fleischman?

DR. FLEI SCHVAN: M. Chairman, on behal f of
the March of Dinmes, its President, Jennifer Howse, its
3 mllion volunteers, its 1,250 enpl oyees, we would
like to present you with this lovely, little plaque,
whi ch was displayed | ast night at the Genetic Alliance
nmeeti ng, which reads, "Rodney Howell has |ed the
transformati on of nodern newborn screening and saved
countless lives,"” and Dr. Jennifer Howse, Presi dent of
the March of Dimes. "A charismatic |eader, a
mar vel ous political, clinical, scientific, and
dramati c person, who has hel ped the wonen and children
of America and across the world."

Dr. Howel | ?

(Appl ause.)

DR. HOWELL: Al an, thank you very nmuch.

And, obviously, | thank Dr. Howse, who, as you know,
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was an original nmenber of this commttee and a very
big contributor. And the March of Di mes has al ways
been very, very hel pful.

And | et me congratul ate Sharon on the 25th
birthday of the Genetic Alliance. And she hosted a
marvel ous festivity last night. Many of you were
there. And she had an enornous nunber of excellent
fol ks there.

So congratul ati ons, Sharon.

We are now going to nove into our
subcomm ttee reports. You know, the subconmm ttees
have been historically extrenely productive and full
of suggestions, and so forth, for the future
directions of the committee. And tﬁe first report
will be fromthe Laboratory Standards and Procedures
Subcommi ttee and Dr. Vockl ey and Lorey.

And is CGerry going to speak, or are you both
goi ng to speak?

DR. LOREY: He's going to speak.

DR. HOWELL: He's going to speak? All
right.

Dr. Vockl ey?
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DR. VOCKLEY: Thank you. [I'Il start off, as
| have typically, listing the menbers and, in this
case, pointing out the addition of Dieter Matern to
the commttee, who will be joining the full comittee
as of next neeting.

And, in keeping with Sara's charge
yesterday, we spent the day really, kind of, review ng
t he progress over the last, | don't know, two, three,
four years in the commttee and in | ooking at the
topics that we've westled with in trying to generate
a platformfor going forward for our new Chair. And,
to start off with, I went back to read what we
actually were supposed to be doing, because | think
that's always a good place to start:

And the subcomm ttee charge here is on this
slide. And | think it actually has sonme areas where
there is a lot of roomfor the commttee to nove.

So the subconmttee charge is to define and
I mpl ement a mechani sm for the periodic review and
assessment of the conditions included in the uniform
panel. That's like a time bonb. And it's probably

about ready to go off.
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To review and assess the infrastructure
services needed for effective and efficient screening
of the conditions included in the uniform panel, and
t he | aboratory procedures utilized for effective and
efficient testing of the conditions included in the
uni form panel. And |I'mgoing to come back at the very
end to talk about the direction that the commttee
will look to to go forward in the com ng years.

Not to be outdone by Dr. WIIlis, I'm going
to list all of ny acronynms up front. You know, it's
not just the mlitary. And so --

(Laughter.)

DR. VOCKLEY: There.

(Laughter.)

DR. VOCKLEY: You know, for those of you who
are |l aughing and going off the commttee, | know why
"' m being thrown off. \What's your excuse?

(Laughter.)

DR. VOCKLEY: It won't be the only time, |
fear, that gibberish has entered into the federal
register, as long as Congress is in session. But

nevert hel ess, we'll nove on.
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So in looking at what we've done over the
| ast couple, three years, we have the | ongstanding and
very tardy second screen project, which we continue to
be told is alnost ready. | won't el aborate on that,
for those of you who haven't been here for the whole
process.

One of the things that has evolved as a real
role for the subcommittee has been the Health
| nformati on Technol ogy Work Group, where we are
col |l aborating with -- ook at all these acronyns --
the National Library of Medicine Informtion
Technol ogy Initiative and specifically hel ping out
with the assessnent of new nedical |anguage,
specifically LO N codes, as that gréup has been
bringing themforward and in regards to newborn
screening results and the nedical record.

We've al so spent a fair amount of tinme
| ooki ng at and eval uati ng novel nol ecul ar
technol ogies. You know, this is really the, sort of,
transformati ve piece over the last few years in
newborn screening, as we noved to primary nol ecul ar -

based testing as opposed to nol ecul ar-based testing as
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foll ow-up of a netabolite or an analyte. And, in
keeping with that, we have had an ongoi ng di al ogue
with the CDC over their devel opnent of QA /Q C
materials for the SCID testing and al so for the
| ysosomal storage disease. Oh, man, | ook at those
acronyns. Love it.

And have had several presentations from Bob
Vogt over the time of the last few conmttee neetings.
And then, finally -- or, at least the ones that we're
going to talk about in this list -- we spent
considerable tinme review ng the various technol ogi es
that are out there now and conpeting for the LSD
newborn screening market and recommended a project for
di rect conparison of these alternat{ve t echni ques.
And al t hough we won't take credit for having started
that, we do note, with satisfaction, that the Mayo
Clinic, indeed, has a project now going forward
funded, | think, by HRSA

Dieter, is it a HRSA project?

DR. MATERN: NI CHS.

DR. VOCKLEY: NICHS? So it's a project to

conpare conpeting technol ogies directly to see whet her
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any of them has a clear advantage in the newborn
screeni ng arena.

There will be a nunber of conmm ttee changes,
as Rod noted yesterday. | get to step down fromthis
commttee as of the end of the day. And Fred Lowy
will be taking on the duties as Chair

And, in recognition of the, sort of,
evolving -- what we see as the evolving pattern of
responsibilities, we spent sone tinme deciding whether
t he name of the subcommttee was actually correct.

And we thought that it could be nore accurate and that
sonething |like the Laboratory and Information
Technol ogy Subcomm ttee would better fit the evol ution
of the scope of the commttee and récognize t he

i ncreasing role of information technol ogy in newborn
screening infrastructure.

|"mgoing to leave it to Sara to figure out
whet her or not we can just, like, take that name or if
there's sonething official that has to be done. But
that's a recomrendation, a formal reconmendation from
the comm ttee.

In nmoving forward, | actually pulled this

10
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slide out of a presentation that I did at one of the
neetings in -- | guess it was the January HRSA
meeting. And it's still quite pertinent.

VWile there are many potential areas that
the subcomm ttee could beconme involved in, and
especially looking at the idea that screening is not,
by definition -- and does not, by definition, have to
be newborn screening. Nevertheless, we recognize
that, with the |likely applications and agenda goi ng
forward for the full commttee, that newborn screening
is really likely to be all-consum ng for the commttee
in the near future.

So if there are other areas that suddenly
burst on the scene, the committee cértainly shoul d be
open to examning them But |I think we really will be
focused on newborn screening for the near future.

As an initial agenda for the immedi ate
future, we talked a | ot about what the comnmttee could
or should be doing. And the list is alnpst endl ess.
But we really cane up with three pieces that we
t hought where the comm ttee could make an i npact.

The first is really a continuation of the

11
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role of the commttee in review ng new enabling or

di sruptive, transformative-type technol ogies. And, by
definition, we don't know what they will be, but we
can anticipate that they will come. And so, the

comm ttee should continue to aggressively nonitor that
and bring in speakers for presentations to stay
abreast of those technol ogy.

Nurmber two is likely to be a nore inportant
pi ece going forward. That is to provide guidance for
st at es maki ng deci si ons about inplenentation of new
screening tests, conparative performance netrics,
overvi ew of technol ogi es, and then, a discussion -- an
ongoi ng di scussion of the point of origin versus
traditional |aboratory-based nemborﬁ screeni ng-type
tests.

So these are all things that are going to be
necessary for the commttee to be successful in the
future. And we've boiled those down into four
specific goals.

One is in -- and the reason | showed ny
subconm ttee charge at the very beginning is to really

remnd the committee at |arge that one of our charges

12
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is to actually review the standard panel as it goes
forward. And therefore, the commttee would be happy
to take a lead role in trying to establish a process
for -- processes for regular review and revision of
t he standard panel. So renoval of disorders and a
slightly |l ess dramati c change: altering status of
sone targets that are listed currently as secondary to
primary, if that becomes appropriate; as a second
goal, recomend specific changes to technol ogi es, when
i ndi cat ed.

And we think there's one right now that
really needs sonme adjustnent: the use of tyrosine
l evels to identify Tyrosinem a Type |, which is the
one you really want to identify in {he newborn peri od,
has been superseded by succinylacetone. So this is a
di sorder that's already on the panel, but there's a
new technol ogy that elim nates alnost all of the
problens related to the original nethodology. And we
think that there should be a nmechani sm for nmaking that
notation and adding it -- a specific recomrendation
that this is the technology that should be used when

screening for Tyrosinem a Type |I.

13
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And then, the other two are a little bit
nore nebul ous. We think that the information
technol ogy conponent of what the comm ttee does is
going to continue to be very inportant. And so, we
want to maintain that interaction with the I.T. Wrk
Group and keep that collaborative. And then, as |
mentioned in the previous slide, the nonitoring of new
technol ogies will be very inportant, going forward.

So |l will stop there. Thank you for your
attention and the forbearance of the last five m nutes
and four years and call it quits. Happy to take
qguesti ons.

DR. HOWELL: Are there questions or comrents
for Gerry? \

Chris?

DR. KUS: (O f-mke) a conversation. |
guess one of the questions is you're talking about | ab
technol ogy. But how about other physiological tests
i ke pul se oxinmetry, hearing screening? And how does
that fit with your commttee?

DR. VOCKLEY: Well, that was the inplication

when | tal ked about point of origin testing. So that

14
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really does bring us to all of the other technol ogies.
That could be a lab test, as in the bilirubin

di scussion. But, in a lot of cases, it's going to be
ot her technologies. So this brings us to this is
where the congenital cyanotic heart di sease would
fall.

DR. HOWELL: 1'd like to ask about the
second screen. You had that listed, and so forth.
And you said it's al nost ready, which it's been al nost
ready for several years, as | recall. Wat's the
status of that?

DR. VOCKLEY: It's al nost ready.

(Laughter.)

DR. VOCKLEY: Joe Lilly, ére you here? Oh,
Harry's here. Harry's here.

DR. HOWELL: Dr. Hammond, certainly, can
comment on that. | see himcomng to the m crophone.

DR. HAMMOND: We are through collecting
data. We have decided that what we have is all we're
going to get. And we have npbst of the data we had
pl anned to get. W are cleaning up the database. W

have asked sonme questions back fromthose who have

15
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submtted the data to get it polished up. W're

conpiling, and we'll start evaluating the data. And
we'll have a report to the comnmttee in the next
neeti ng.

DR. HOWELL: That's great. | think the

bottomline is that, you know, obviously, everybody
shoul d be doing the second screen, or nobody,
dependi ng on what the data can show you. | nean, if
persons are being mssed with inportant conditions,
that's a problem

DR. VOCKLEY: And, for those who don't
remenber the history of this, the project really has
just struggled with IRB issues. They westled with
having to pool information and get &ultiple state I RB
approvals. And that's sonething, | know, we've
di scussed in the past. But really is a major problem
in dealing with these nultiple-state projects and
trying to deal with newborn screening pilot projects.
So it may be sonething that the conmttee ultimtely
wants to come back to and think about nmaking
recommendati ons for alterations in procedures.

DR. HOWELL: One of the technologies that's

16
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obvi ously going to be before this commttee very soon

and in a big way will be whol e X-on sequencing, and so
forth, which will be a very big issue. At the sane
time, | think that one of the biggest issues in that

area have to do with ethical/legal issues.

And have you all tal ked about how you will -
- in other words, a technology such as sequenci ng,
that's one thing. But it's hard to deal with that in
the real world w thout having the ethical issues at
the sane tine.

DR. VOCKLEY: 1'd say that we exhibited sonme
beni gn neglect at that |evel, largely because, while
that technology is really | oom ng heavily over us
ri ght now in many clinical situatioﬁs, t he application
to high-throughput newborn screening environment is
probably still technically a few years away. So it
didn't hit the highest level of -- in ternms of the

subcommi ttee's agenda for the next couple of years.

But beyond that, | think we're definitely
going to have to westle with it. But it's going to
have to be -- if it starts -- whichever committee it -

- subconmttee it starts with, it's going to clearly

17
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cross over to all of them And the ethical issues are
probably only going to be outweighed by the I.T.
I Ssues.

DR. HOWELL: Yes.

Jeff?

DR. BOTKIN: Yeah, just a quick comrent on
that. The Bioethics and Legal Wrking Goup of the
Newborn Screening Transl ational Network is planning a
smal |l nmeeting in Novenber in conjunction with the
nmeeting of that work group that's going to focus on
unanti ci pated findings, secondary results, a variety
of different ternms for the phenomenon of generating
results on testing that aren't your primary target and
what the ethical and | egal obligatiéns are to disclose
that information to famlies and clinicians.

So that's a current problem But, as just
mentioned, this is going to be that nuch greater once
we get DNA-based pl atforms.

DR. HOWELL: And there's no reason that this
comrittee can't informthis subcommttee. | nean
that will be hel pful.

As far as |I'm aware, no one disagrees with

18
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the observation that the primary screening anal yte for
Tyrosinem a Type | is succinylacetone. 1s that not
correct?

DR. VOCKLEY: It is correct.

DR. HOWELL.: s that --

DR. VOCKLEY: It is correct, but not
I mpl emented in a uniform fashion across the states.
So a specific recommendation that that be the anal yte
woul d be hel pful fromthe commttee.

DR. HOWELL: Well, it seems to nme it would
be, too. | nean, | think the science behind that is
clear; is that right?

Does anyone have any concern about that?

DR. BOTKIN:. (O f-m ke) ir; t he context of,
well, why isn't everybody doing it now.

DR. HOWELL: Yeabh.

DR. BOTKIN: And | think, because just the
way it devel oped, instead of having a brand new
recommendation --

DR. HOWELL: Yeabh.

DR. BOTKIN: -- you know, we've had

Tyr osi neni a.

19
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DR. HOWELL: Right.

DR. VOCKLEY: Well, it does ask the
question, how do we reeval uate sonmething that's
already there. Do we need a full evidence review? |Is
this sonmething that goes back to the Evidence Revi ew
Committee? In which case, we probably need to double
or triple its size.

O is it this is a very technical, very
specific piece? And if the Technol ogy Subcommttee is
able to put forth a statenment to the conmmittee at
| arge that says, we recomend that -- or we recognize
t hat succinylacetone is the metabolite of choice to be
anal yzing for Tyrosinem a Type |, which is already on
t he recommended panel, that may be éufficient.

DR. HOWELL: Well, 1 think that when
sonet hi ng goes on the panel, ordinarily we don't make
formal recomendati ons of exactly what you neasure.

DR. VOCKLEY: Right.

DR. HOWELL: But, on the other hand, it
woul d seem worthwhile for this commttee to | ook at
the data and come forth with a reconmendati on t hat

this be the analyte. And | don't see any reason that

20
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can't be done.

Does anyone see a problemwi th that?

MALE SPEAKER: | don't, because the problem
as it is now, is people will still say they're
screening for Tyrosinem a Type | with tyrosine.

DR. HOWELL: Yes. And we know that's not
the case.

MALE SPEAKER: And they should not be able
to say that.

FEMALE SPEAKER: (Off-m ke.)

DR. HOWELL: Okay. About this? OCkay.

The bottomline, it would seem prudent to
come up with a specific recommendation for this
comrittee to conme to this -- for thé subconmm ttee, so
it could cone to this commttee and say that we have
reviewed -- your commttee could say that we have
reviewed the evidence, and you can get the evidence
froma nunber of sources. And it's clear that this
shoul d be the reconmmendati on. And that recommendati on
just can cone forth in the conmttee, would not change
what we are screening for, the condition.

Jane, question or comment?

21
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DR. GETCHELL: A comment. |Is this on?

DR. HOWELL: Yeah.

DR. GETCHELL: | did a little investigation
| ast night, after we had the discussion in the
commttee neeting. And not being an MSMS chemi st,
bear with ne here. But, as | understand it, there is
one commerci al manufacturer available that w |l
provi de the succinyl acetone assay. Many of the | abs
that aren't doing it are using what | will call a hone
brew assay.

And for that assay, it would require two
separate processes, two separate MSMS runs, increasing
he cost, for exanple, to the state of Texas by about
half a mllion dollars to do it on {heir popul ati on.
So that's the reason that states have not inplenented
t he succinyl acet one screening, as | understand it.
It's a cost.

DR. HOWELL: Well, let's -- why don't -- we
have several people at the m crophone. But the bottom
line, it seems to nme, that the subconm ttee should
gat her the information, including what Jane has said,

and so forth, and come forth with a specific
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recommendat i on.

But, Ann?

DR. COVEAU. Thank you.

DR. HOWELL: Let's be brief, please, at the
m crophone, starting with Ann being brief.

DR. COVEAU. Thank you, Dr. Howel .

| wanted to --

DR. HOWELL: Ann Coneau.

DR. COVEAU. Thank you, Dr. Howel .

| wanted to go back to the second screen
I ssue, and, because I think it has general
i mplications for everything. M understanding is that
t he second screen study cane forward to try to
det ermi ne whet her or not babies are\nissed by one
met hod or the other. And, in that it's very likely
t hat having two screens with a particular algorithm
and/ or using just one screen with a different
algorithmwill -- that they will both have the sane
sensitivity and specificity.

And if that's the case, then | would hope
that the commttee is not determning that all states

have to foll ow the sanme al gorithm because | think
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iIt's good for us, on many | evels, whether it's the
second screen or a particular assay that we're using,
that states do use different assays and al gorithns.
It hel ps when there are reagent probl ens, whatever.

So so long as we can -- sorry. So |ong as
we can assure that the sensitivity and specificity and
predi ctive values of any particular assay and
al gorithm are good enough for the population, | would
hope that that would be the standard that we'd be
following. | think that's probably what you nmeant.

DR. HOWELL: | would assume that that wll
be enbedded in the study.

DR. COVEAU. Thank you.

DR. HOWELL: | would certéinly hope so.

DR. ZUCKERMAN: Thank you, Dr. Howel .

| "' m Aaron Zuckerman from National Library of
Medicine. | just wanted to rem nd the comm ttee that
Sharon Terry and | chair an ad hoc H'T Work G oup,
whi ch has now di sbanded because they had finished
their look at evolving federal policy. And our
recommendati on was that the H'T Work Group activities

nove within the standi ng subcomm ttees because of the
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| ogistic difficulties of having individuals attend two
di fferent work groups.

So the very inportant ongoing activity of
HI T requirenents for | aboratory data reporting and
exchange need to becone an official part of the work
of the Laboratory Subconmttee as well as Foll ow Up
and Treatnment and Education. So |I'm hoping that the
commttee will officially charge the work group to
create a sub-group within its own organization, or at
| east to take on that ongoing task, since there is no
| onger an Ad Hoc HH T Work Group to carry on that
activity separately.

DR. HOWELL: Thank you.

And our next person is Dr: Di eter Matern.

DR. MATERN: Yeah, just back to
succi nyl acetone. So historically, it's true that
there were two second-tier assay for succinyl acetone
t hat was done when you | owered your cutoff for
tyrosine and then, you do a second-tier test. So you
do anot her anal ysi s.

But then, it was revised. So we did it.

And then, others, too, that you actually had only one
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tandem mass anal ysis, but you had your sanple prep
divided in two. But in the end, it's run on the sane
equi pnment, at the sane tine.

And t hen, other people have done it so that
the sanmple prep is the same for succinyl acetone and
the am no (inaudible) all at the same tinme. But there
iIs no need to double your equi pnmrent needs, so just to
keep that straight.

DR. HOWELL: Well, anyway, | think that the
subcommi ttee should | ook at succinyl acetone and
anal yze the data and come up with a recommendation to
this commttee to approve. And you've heard a | ot of
-- and, apparently, Sara has sonme w sdom

DR. COPELAND: Yeah. \

MALE SPEAKER: (Off-mike.)

DR. COPELAND: Okay, now we're on?

DR. HOWELL: Yeah.

DR. COPELAND: Okay. One thing to keep in
mnd is this is just a one issue, which is tyrosine,
succi nyl acetone, et cetera. But | think what's really
i nportant is maybe the process of getting there, just

doi ng a one-tinme shot w thout having the operating
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procedure, et cet
di sadvant age. |

mechani sm for for

era, will put the subcommttee at a
think that we need to come up with a

mal Iy doing that, because | think, at

this point intime, it's the nost obvious issue.

But | t

evol ves, et ceter

hi nk that, as screening technol ogy

a, that we m ght have better narkers,

better technology. And so, | think that com ng up

with a process and then, nmaybe using succinyl acet one

as the nechani sm

to do that will probably be the

mechani smto go by.

DR. HOWELL: | think that's a good idea.

This is the first
it'll be good to
it.

| s your

of the comm ttee

time this has been done. And so,

have a systematic way of | ooking at

group conmtted to changing the nane

now? O would you like to wait unti

the new conmmttee cones? What's your sense?

DR. VOCKLEY: Do you want to think about it

a while? O you

want to --

DR. HOWELL: |If you've deliberated about

this and think that you should do it, why don't you

make the recommendation to the commttee? And the
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commttee will approve it. We're a commttee of
action, as you know.

DR. VOCKLEY: \Whoops, sorry. | hit the
wrong t hing.

DR. COPELAND: But, Gerry, we also -- we
t hought about includi ng met hodol ogy in there. |
t hought it was Laboratory, Technol ogy, and Methodol ogy
Subconmi tt ee.

DR. VOCKLEY: ©Ch, | thought that Methodol ogy
-- | would think the Met hodol ogy would go into
Laboratory. It, sort of, covers it. But, |I nean --

DR. COPELAND: But when you say Information
Technol ogy, we were thinking of other types of
technol ogy as well and just renenbeging fromthe
conversation yesterday. So | --

DR. VOCKLEY: It's up to you guys. |I'm
qui tting.

(Laughter.)

DR. HOWELL: Denise has sone thoughts.

DR. DOUGHERTY: Well, | was just thinking
that maybe we should consider all the subcommittee

reconmendati ons before we -- because sone of these
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seemto overlap. Sone of the recommendati ons for what
t he subcomm ttee would do seemto overlap with some of
the other commttees. O nmaybe a new Conmm ttee on
Met hodol ogy. So | think voting on it right now would
be premature, because we're not sure that this
subcommittee would be the right place for all of these
t hi ngs.

DR. VOCKLEY: Well, I would rem nd you of
the subcomm ttee charge. These are all straight out

of the charge.

DR. HOWELL: |'m not aware of any overl ap
bet ween the Laboratory and the |I.T. | nean, everybody

will have a little bit. But, | nean, | think that's
where they reside. \

DR. DOUGHERTY: Well, establishing the
process for review ng the existing conditions, for
exanmpl e, m ght be a broader task than just assigned to
t he Laboratory Subcommittee.

DR. VOCKLEY: Well, except that the first
bullet there -- | mean, this is the charge of the
subcomm ttee, to find and inplement a nmechani sm for

periodi c review and assessnent of the conditions
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i ncluded in the uniform panel, and then, the third
bul l et, | aboratory procedures utilized for effective
and efficient testing. So the charge is clear.

And it's not to say that it is the group
t hat makes the decision. The subcomm ttees nmake no
decision. They just bring the information forward to
the commttee at |arge.

DR. HOWELL: Right.

Ned?

DR. CALONGE: | guess what | would recomrend
that we take the things that the subconmttees are
supposed to do as a long list. There may be ot her
things that the incom ng Chair wants to add to the
list of subcommttee duties. And tﬁat I woul d think
that that would be a good Chair activity to think how

to best sumthose up into the nunber of subcommttees

that he thinks will help nove the work forward. And
so, I'm kind of, supportive of Denise's approach,
that -- I'"mnot so much concerned about overlap, just

that the whole |list mght be |ong, and there m ght be
ot her aggregates of that |ist that nmake nore sense.

DR. HOWELL: And you had conmment ed about
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t hat yesterday, about the fact of |ooking at the
subcommi ttees as a group and decide if the right ones,
and so forth. So maybe that nakes a good -- does that
seem sensible? We'Il let that roll over and let the
new persons deci de about what's there.

Any further comments to Gerry?

So the new comm ttee, straight out of the

thing, will have a report on the second screen.
That' |11 be great.
DR. CALONGE: | think we should recognize

Gerry's | eadership. This is actually a whole |ot of
additional work that, clearly, you have to do after
the parties on the night before the second neeting.
And he's been a good | eader, has he{ped nove us al ong.
And | just wanted to recognize his | eadership.

Thank you, Gerry.

(Appl ause.)

DR. HOWELL: And, again, thank you very
much.

And we are now going to nove to the
Subcomm ttee on Education and Training, Don Bailey and

Tracy Trotter. And it |ooks like we're going to hear
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from both of them

DR. TROTTER: Well, lucky day.

(Laughter.)

DR. TROTTER: Good norning. Also follow ng
Sara's charge of, in sone way, dealing with past,
present, and future of our subcommttee, | went back
into the historical archives. This was established in
January 2005 after, | guess, probably about a year of
the commttee neeting. And our charges here, as you
can see, to review existing educational training
resources, identify gaps, make recomendati ons
regardi ng newborn screening to five groups. And if
you are not in one of these five groups, you do not
exi st . \

(Laughter.)

DR. TROTTER: This represents the world. So
we have work yet to do.

The first neeting, Jennifer Howse was our
Chair, interestingly enough. And those were the four
menbers of the committee. These have been the Chairs
over the years, with Don taking over at this point.

Qur current commttee -- and all of our
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menbers were there, either there or on the tel ephone
yesterday. Plus, we had probably another 20

I nterested contributors who were there. And we had a
chock-full meeting trying to get the three hours done
in two hours. But we got it done, know ng that the
cocktail hour was com ng up.

So, in the past, the acconplishnment-type
things, which are a little |less straightforward, sort
of, than what we do, is -- but | ook back at m nutes
and tal ked to nenmbers with better nenories than
mysel f, and, sort of, |ooked through and listed a few
t hings. The ongoing dial ogue that the newborn
screening issue with the primary professional
organi zations is inportant. They mére not actually
involved initially as menbers of this subconm ttee and
as active participants and now are an extrenely
I mportant part of that.

The subconmi ttee has been expanded over tine
to now i nclude parents, advocates, newborn screening
staff, nurses, genetic counselors. And we continue to
-- and Don and | have tal ked about -- and Abl e have

t al ked about our need for probably continuing to
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expand expertise as we get into nore conplicated
i ssues of education.

A list of vetted Web sites that had to do
with newborn screening resources was come up with a
nunmber of years ago. National Repository of
Educati onal Materials -- there were three or four
maj or organi zations that played a role in that.

We have, over the years that |'ve been
I nvol ved, provided i nput and feedback from vari ous
organi zations. | nerely list some of them here, who
have -- obviously, npbst education is going on at sone
ot her levels, not because we put it together, but
we're often involved in | ooking at material,
suggesting ways to go, and, probably nore inportantly,
benefiting fromthe trenmendous ampunt of work that
goes on at these |evels.

One of the first things |I was involved in
was a wor kshop on genetic education topics. And we
had a sub workshop sponsored by HRSA cal | ed Devel opi ng
a Blueprint for Primary Care, Physician Education in
Genom ¢ Medicine. It should say Education. Sorry.

This was in June 20009. We had 30
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representatives of primary care physician

organi zations in the United States and | ooked at three
areas: the know edge, barriers, and interventions.

Qut of that, there came a summary and recomrendati ons,
whi ch was published. Alex Kenper was a senior author
of that in Genetics in Medicine in February 2010.

And from those reconmmendations, this
conm ttee approved a recomrendati on from our
subcommittee to devel op a programor a plan for sone,
what we called at that tinme, a | earning coll aborative,
Genetics in Primary Care Training Institute. And the
future is now. The future is here.

The Genetics in Primary Care Institute
contract was recently, about three &Dnths ago, awarded
to the American Acadeny of Pediatrics. Bob Saul and
Beth Tarini are the Medical Directors. Mst of you
heard this before, as we presented our proposal about
a year ago.

The idea is to pair genetics experts with --
in this case, they're going to be with 20 practices
with three-menber teans fromthose practices, which

woul d include probably a physician, a nurse, and nmaybe
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a famly menber and have a programthat's a three-year
programthat will create, they hope, a community of
| earners, who will then be -- you know, teach the
teacher-type thing, a technical assistance center,
which will be basically a Web site that's designed for
the primary care physicians, and to take a really big
bite out of this, attenpt to assess and address
resi dency training needs.

| think we know what the needs are. Trying
to change those is a little bit |arger struggle.

We had the nmenbers of our subcommttee give
t heir updates, as they frequently do. You've heard
yesterday updates from the cl earinghouse regarding

Baby's First Test. You also heard about the consumner

task force program which will have applications out
soon and chal | enge awards, which they had -- the first

ones were last spring. And we've seen the results of
t hose.

They're on the Baby's First Test Web site by
next week, | believe. And a nunber have -- we have
been able to watch that fromits inception. And it's

really an amazing progress. | urge you all to go to
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that Web site.

This was the previous chall enge awards.
Again, the reports are available to you on the Web.
And these were our other somewhat routine prograns we
instituted about a year ago using the regional
col | aboratives' tine to highlight, if you will, one
program sonmewhere from some one region. Debra
Rodriguez did this year's from NYMAC. And that's been
very helpful to all of us to, sort of, see what's
going on in various regions froman education
st andpoi nt as well.

The usual updates fromthe primary care
organi zations, Kurt, as well as a special highlight,
if you will, from ACMG Transl ati on éroup fromM ke
Wat son. And that's going to be an ongoing thing as
well. Each nmeeting, there will be a targeted,
hi ghl i ght ed educati on programthat will be | ooked at
fromthat group.

To go back, as Gerry did, |ooked at what are
we really supposed to be doing. Well, this is what
we're supposed to do. And to that point, the provider

of public awareness, as you heard yesterday, has |ed
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us to the National Newborn Screening Awareness
canpai gn.

We have -- we, being the subcontractor --
and Jennifer Nichols did a nice report -- conpleted
the first part of phase one, which was the nedia and
envi ronmental scan. She attended our subconmittee,
and we had a good di al ogue about what further things
they m ght look for. And she's going to do that.

W will then -- at sone point, the Chair and
Dr. Copeland are going to conme up with a work group to
facilitate the second step, which is a strategy summ t
totry to define what are our real goals, what do we
really want fromthis, is it appropriate to go
forward. It may not be. If it is,\how do we do that?
So stay tuned for further information there.

And figuratively and literally, passing the
m crophone.

(Laughter.)

DR. BAILEY: Thank you, Tracy.

And good norning. So we began our nmeeting
yesterday by thanking Tracy for his fine | eadership in

this commttee over the last two years. And so, as a
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| arge group, we should do that again right now

(Appl ause.)

DR. BAILEY: So just a few comments about
future directions. | think the first statenent is
pretty obvious, that we feel that there's a continued
need for the Education and Training Subcomm ttee.
This need will only growin the future as we |earn
nore about different conditions or different
technol ogi es and the various ethical issues that cone
up. All of these will come to the Education and
Training Conmttee in one formor the other. So we're
going to be in business for a while.

One of the questions that we discussed a
little bit yesterday was, to what ektent shoul d this
comm ttee address issues of education and training
after newborn screening, and in the foll owup and
I mpl emrent ati on phase. And, of course, we know that
there is a Subcommttee on Foll ow Up and Treat ment.
And we're not conpletely sure the extent to which that
conmmttee is also dealing with education issues
associated with foll ow-up and treatnent.

It actually brings up a bigger issue about
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col | aboration across the different subcommttees. W
feel |like education really pertains to all the
subcomm ttees in one way or the other

And so, perhaps in the future, Joe, we m ght
consi der sonme nechani sm where the subcomm ttee Chairs
nmeet periodically to discuss collaboration at, kind
of , intersections anong the three subcomm ttees. But,
of course, especially in the education arena, but |
suspect in everything, there's quite a bit of blurring
and overlap of m ssions. And we would all profit from
sonme interaction there.

We woul d certainly benefit from sone
I ncreased participation from ACOG  And we are
consi deri ng recomrendi ng that we ha&e a nursing
representative as well on the subcomm ttee.

| think, Sara, we may have to have sone kind
of formal process for going through that. And so,
we'll discuss that with you afterwards.

There was al so sonme di scussion about the
various training initiatives for physicians about
genetics and genom cs in nedicine. But what about

specific informati on about newborn screening to be
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i ncluded in those? And so, we're recomendi ng that
those initiatives make sure that information about
newborn screening is a part of the genom cs and
genetics training.

So another big challenge for us is, as this
| arger committee expands and noves beyond -- it
already has -- to issues beyond newborn screening,
shoul d the Education and Training Conmttee change its
charge. Actually, | think our witten charge says
Education and Training related to newborn screening.
But, in fact, this conmttee deals with things nmuch
| arger than newborn screening. And so, we suspect
we' Il probably need an official nodification in our
char ge. \

And then, as we discussed yesterday a little
bit in this |large comrittee neeting, as we were
t al ki ng about our audi ences -- and even though Tracy
said, well, if you're not in one of those five groups,
you don't exist, we were wondering about advocacy
groups as a potential target audience for the
subcomm ttee as well, not necessarily working on a

one-on-one basis with advocacy groups, but hel ping
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advocacy groups understand what it will take to help
bring a condition to the noni nation and then review
process.

Many of these organizations -- | have been
affiliated with one over the years -- often will push
for newborn screening wthout realizing what m ght be
needed to get it to that point. And if we can provide
sone bl ueprint beyond just the nom nation form
exanmpl es and strategies that advocacy organi zations
m ght take in order to advance their cause and get us
to the point where we have the evidence necessary,
that would seemto ne to be a very useful product.

Whet her that can become an offici al
recomrendati on of the commttee, me\don't know. But |
think it could be a point of discussion and
i nteraction anong the three subcommittees.

And finally, I think -- it's not on the |ist
here, but just to say a word about being strategic as
we go forward in the future. W've got lots of a
variety of initiatives going on with different
organi zations. And | think the Education and Training

Committee we'd like to step back and say, okay, in the
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bi g | andscape of things, in terns of our different
audi ences, are we addressing each one of themin an
appropriate and sufficient way, where are the gaps,
what do we need to be doing strategically over the
next two to three years to really nake a difference.

And al so, how can we add a -- maybe probably
not as rigorous a process as the evidence review
group, but how can we add a research and evi dence
conponent to the Education and Training Committee so
t hat we evaluate the work that's being done out there
and have data on both what are the objectives of these
initiatives and whether those objectives have actually
been acconpli shed?

So | would like to invite\any of the other
subcomm ttee nenbers who were there yesterday to chine
in to see if there are any other things that | have
forgotten to list. Ckay.

DR. HOWELL: Any other comments or questions
of Tracy or Don?

Jeff?

DR. TROTTER: | would like to take a nonent,

as I'mfinishing, to thank all of you. Thank you for
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the opportunity that 1've had the | ast four years to
work with this bright and talented and interesting
group of people. | wll tell you your work ethic,
bot h as individuals and as a group, and your,
literally, unconprom sing conmtnment to quality care
for children has been inspiring to me. It really has.

Al l of you have been nore than generous wth
your time. And | have | earned an enornous anount.
And | appreciate that piece of this nore than you
know.

In ny 37 years of medicine, |'ve served on
| don't know how many, committees, nore than | should
probably. This is one of the very few that where |'ve
wor ked this hard and spent this nucﬁ time and energy
and still enjoyed al nost every mnute of it.

(Laughter.)

DR. TROTTER. And that's -- yes, | did say
al nost, everybody.

(Laughter.)

DR. TROTTER: And a few folks, if you
i ndul ge nme, deserve a special thank you. Alaina

Harris and Penny Cuyler, who | don't think either are
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here, and Lisa and the rest of the support staff for
t he untold thousands of things you do all the tine to

make this thing happen, because we see the tip of the

i ceberg, |'m sure.
To M chelle Puryear, Rod Howell, and Jana
Monaco, who made nme feel like | was a part of the team

fromday one. And to Jim Hanson, Piero Ronal do, who
are not here, and Al an Fl ei schman, who is, for making
me believe that occasionally ny contribution was
actually inportant.

So | went into nedicine with a very
idealistic attitude and a great adm ration for and
respect for physicians and scientists. And | have to
tell you a bit of that has eroded iﬁ t he | ast decade
or so. And | refreshingly found that the conmttee
menmbers here that |'ve been fortunate to work with, at
| east, are those role nmodels that | envisioned. And

it's been an honor and a pleasure. Thank you.

(Appl ause.)

DR. HOWELL: | think Jeff Botkin had a
questi on.

DR. BOTKIN: Well, | can probably make this
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in the context of ny presentation. But just to say
our group, as well, highlighted the potential need to
have the Chairs of the subconm ttees have an
opportunity to talk. And, of course, in the context
of the |arger nmeeting here, we have the opportunity to
hear what everybody's doing. But we thought, too,

that that m ght be a new opportunity that would be

val uabl e.

DR. HOWELL: But thank you, again, Tracy,
for your hard work. And, Don, we |ook forward to your
carrying on this tradition. Great.

We are now going to nove on to our next
subcomm ttee report. And that's Col een and Jeff. And
Jeff will be presenting that. This\is t he
Subcomm ttee on Foll ow-Up and Treat nent.

| don't know whet her Col een's on the phone
today or not.

DR. BOTKIN: | don't know, either.

Col een, are you with us?

DR. HOWELL: |s anybody on the phone? Well,
that's settled. Nobody's on the phone. Okay.

Jeff?
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DR. BOTKIN: Well, and Col een has a | ong
hi story with the subconm ttee and has provi ded
out st andi ng | eadership (inaudible) commttee. And so,
if she's able to join us on the phone, npbst wel cone.
We have a | arge and diverse group who participate with
our subcomm ttee, nmany of whom are here today. And
so, once | finish my comments, |'Il welcone comments
from ot her subcomm ttee menmbers about their
perspectives on our w de-ranging and fascinating
conversation yesterday.

Thanks to Jill Sugar for her support for the
subcomm ttee. She put together a wonderful document
that summarizes the work of this subcomm ttee over the
| ast nunber of years or so. I'n1go{ng to touch on a
coupl e of highlights here. But hopefully, that
docurment will becone part of the record to illustrate
all the work that the subconm ttee has done.

| just wanted to highlight a couple of
publications that have conme out of the work of the
subcommittee. First, this question, "What Questions
Shoul d Newborn Screening, Long-Term Follow Up Be Able

To Answer." That is nowin electronic publication

47




10

11

12

13

14

15

16

17

18

19

20

21

22

ahead of print from June of this year in Genetics in
Medi ci ne. So you see the authors on that paper, al
| ongstandi ng contributors to this subcommttee.

Let me go backwards here. "Long-Term
Foll ow-Up After Diagnosis Resulting From Newborn
Screening," published in Genetics in Medicine back in
2008, Al ex Kenper, first author, and, again, a |ot of
fam |iar names on that substantial publication.

Quite a few neetings and di scussi ons
fostered by the subcommttees. And |I've coll apsed
those into these general categories. The subcomittee
has been tracking health policy reformand the
I mplications of those refornms for newborn screening
services, and particularly, within {he domain of this
subcomm ttee, what are the inplications for the care
of children.

In particular, 1'll enphasize here the
notion of medical foods. 1'll be com ng back to that
on several occasions during my comments here to
illustrate the inportance of that domain.

Health I.T., another significant focus of

t he subconmmttee over tinme, with the recognition that
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that's a rapidly-changing | andscape and offers sone
real opportunities, longer-term to capture the type
of data that heretofore has not been readily avail able
on the outconmes of children with these conditions and
the ability to conpare different treatment nodalities
inreal-time, inreal-life. And so, health |I.T. has
been a significant focus as well. So quite a few

pr of essi onal presentations in these donmins, as well
as fostering a nunber of neetings within the
subcommittee to address these topics.

A nunber of issues that are in progress at
this point. W have a hospital-based point of care
screening. This conversation, of course, energed out
of the congenital cyanotic heart diéease st at ement
but also relevant to considerations |ike
hyperbilirubinem a and illustrating the clear change
in the direction of sone of these screening
nodal i ties.

And this goes along with the inplications of
whose job is it to engage with these technol ogi es and
to follow the kids up longer term So, at this point,

there is an early draft of the paper |ed by Nancy
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G een and Al ex Kenper. A small group of us are
hel ping with drafting of that.

That will conme to the full subcommttee,
hopeful ly, before the next neeting or so, and then
presented to the Advisory Commttee, presumably,
within the next six to nine nonths or so. So this is
a significant effort.

In addition, there's Brad Therrell and
Col | een Buechner's paper that they've been working on
for a period of time, "lInproving Data Quality and
Qual ity Assurance in Newborn Screening by Including
t he Bl ood Spot Screening Collection Device Seri al
Nunmber on Birth Certificates,” a fairly specific,
narrow i ssue, but really quite inpogtant in foll ow up
and data collection for kids identified through
newborn screening.

And this has now been finalized. And this
paper will be ready for subm ssion to the full
Advi sory Commttee for this commttee's eval uation,
presumably, at the next nmeeting.

So thanks to Brad and Colleen for all their

work on this.
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This is also a substantial effort.
"Parents' Experience with Limted Insurance Coverage
for Medical Foods Used for Treatnent of Inherited

Met abolic Disorders,"” Susan Berry and this |ist of
aut hors, again, has been working hard on this survey,
has this paper in alnmost final form It has to be
reviewed by several federal agencies and at that
point, will be ready for subsequent subm ssion for
publ i cation.

So no question, our subcommittee felt that
our subcomm ttee does val uable --

(Laughter.)

DR. BOTKIN: Clearly, the whole systems
noti on of newborn screening with alf of the |inked
services that, hopefully, should be available for
children after the time of diagnosis is under the
purvi ew of our commttee, and a clear consensus that
t hose conpl ex set of issues need further attention and
eval uati on.

VWhat we spent quite a bit of tine on was the

question of inplenmentation. And I think what sone

general sense that the commttee function may benefit
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from additional attention to sonme of the closer-to-
the-trench issues.

What does it nmean to say we're going to
initiate a certain type of screening and foll ow up?
VWho has responsibilities for conducting those
services? How should data be collected to assure that
children are benefiting in a maxi mum way from t hose
services?

So the inplenmentation issues, we thought,
were somet hing that required additional attention and
di scussion. Now, this, of course, is a huge set of
i ssues. And we're cognizant of the need not to get
overly anbitious with what can be supported with the
subcomm tt ee. \

But we al so thought that this was worthy of
addi tional attention and coll aboration with the other
sub- groups, because inplenentation refers, of course,
to the testing itself as well as the diagnosis and
| onger-term followup. So the specific inplenmentation
aspects, we thought, were inportant. And, as you'l
see with our revised charge, we've added this termto

t he charge to highlight our attention to this aspect
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of newborn screening.

So here is our revised charge. | didn't put
up the original charge for you. But I'mgoing to
offer this language. And it's perhaps slightly
broader than the original charge, but not shockingly
Sso.

So it identifies barriers to post-screening
i mpl enentati on and short and | ong-term fol |l ow up,

i ncluding treatnment rel evant to newborn screening
results; secondly, devel ops recommendati ons for
overcom ng identified barriers in order to inprove

i mpl enentati on of short-term and | ong-term foll ow up
i ncluding treatnment rel evant to newborn screening
results; and, thirdly, offers guidaﬁce on
responsibility for post-screening inplenentation, et
cetera. Judicious use of acronyms here.

(Laughter.)

DR. BOTKIN: So we felt that this
hi ghl i ghted the inplenmentation issues. Treatnent is
in the name of our subcommttee, so we thought that
ought to be reflected within the charge itself and

sone di scussion as well about what we nmean by | ong-
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term fol | ow up.

And | think our group, consistent with the
publication that came out of the Secretary's Advisory
Committee, long-termfoll owup, beginning at the tine
of diagnosis and ending at probably 21 years of age.

I think we decided, based on the |egislative mandate
of the commttee itself.

Al t hough, as I'Il mention in a mnute,
transition to adult care is a critical issue in terms
of long-termfollow up. But, given the purview of the
| arger Advisory Commttee, our attention was going to
be focused on the sending end of that transition and
per haps not so nuch on the receiving adult end of that
transition. \

Do we need new people on the subcommttee?
Here were sonme suggestions. | don't think there was a
great deal of tinme to talk about this in detail or any
cl ear consensus on this.

But to the extent that we'll be focusing
nore on point of care issues and perhaps thinking
about inplenmentation and issues around education

within the nursery environnent, a neonatol ogists m ght
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be a good addition, a nurse practitioner involved wth
ki ds who were receiving long-termfollow up care
consi deration, and that question of the adult
clinician. Again, if we want to focus on this
question of transition to adult care, perhaps getting
i nput -- additional input fromfol ks who were
responsi ble for the adult care end of things m ght be
hel pful .

So what are the future issues?
| mpl enentation we've talked a little bit about
al ready. We had sone discussion about whether there
shoul d be greater opportunities to collaborate with
t he regional coll aboratives.

G ven the fact that the régiona
col | aboratives may, in sonme circunstances, be nore
tightly l'inked with the individual prograns and the
trenches that those folks live in, mght there be an
opportunity for the regional collaboratives to help
garner additional input on the work of the Advisory
Committee fromstate health departnents and ni ght our
subconmm ttee be a potential avenue for help garnering

sone of that feedback fromthe regional
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col | aborati ves.

We didn't conme to any consensus on this.

But | think there was sonme general sense that it m ght
be val uabl e to enhance that comrmuni cati on process wth
the col | aboratives, and then, the collaboratives, of
course, with the individual states within their

regi ons.

Rol es and responsibilities we' ve touched on
al ready. \Whose job is it to do these things? And we
had a good di scussi on that changed our term nol ogy
fromaccountability to responsibility so that,
perhaps, a little bit less legalistic. W wanted to
have the opportunity to tal k about whose
responsibilities would be entailed Qﬂth the | ong-term
foll owup and treatnent aspects.

Agai n, medical foods -- we want to highlight
t he i nportance our subcommittee places on this. And
we wanted to make sure that, as the federal process
noves forward for determining the mnimal care
el ements, that medical foods was highlighted once
again. And we understand that the comm ttee has had

communi cation with the federal government and had
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feedback fromthe Secretary about this issue, but we
wanted to highlight it just to nake sure that, as this
process noves forward, that it reflects the inportance
t hat our group gives to it.

Health I.T. issues -- that's been nentioned
a nunmber of times. | think I.T., clearly, a
significant focus of discussion for our subcommttee
as well as the other subcommttees and the | arger
Advi sory Commi ttee.

And t hen, some discussion at the very end
about whether we m ght entertain a specific focus on
sone of the long-termfoll owup issues and treat ment
i ssues with children with sickle cell disease. It's a
condition for which the efficacy of\the early
i nterventions is unquestionable. But, at least to ny
under st anding, fairly good data that a | ot of these
kids are falling through the cracks.

We know there's been a lot of attention to
this, so I think we m ght need to specifically
address, you know, what questions would be nobst
rel evant for our subcommttee to attend to in this

particul ar domain. But | think sone general sense
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that this is such an inportant di sease for which the
| ong-term foll ow-up aspect could be inproved to
enhance the overall efficacy of the newborn screening
program So that was a tentative direction that we
may want to further explore.

And | believe that's it. So | very much
want to wel conme additional coments from our working
group, anybody who may want to enphasi ze anot her issue
that | m ssed or recharacterize any of that
conversati on.

DR. HOWELL: Wwell, Jeff, thank you very
much. And | think that | can say that the commttee
as a whol e also values your commttee and does think
it's a coomttee of val ue. \

(Laughter.)

DR. HOWELL: So rest assured in that.

(Laughter.)

DR. HOWELL: | think we should, in addition
to thanking you, we should certainly thank Coll een,
who has worked very hard on this commttee. And she
will continue to be, I'msure, a very strong

partici pant as you nove forward.
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DR. BOTKIN: | hope so.

DR. HOWELL: Any other questions or comments
for -- oh, we have a couple.

Ned?

DR. CALONGE: So (inaudible). It's for
things that aren't on the list for the next Chair to
consi der as potential subconmttee or work group work
Is this an appropriate time to bring those up?

DR. HOWELL: Sounds good to ne.

DR. CALONGE: O©One of the things that we've
tal ked about at now two subcomm ttee neetings and yet,
I think we haven't necessarily captured it as work
that we need to pursue, is the concept that | think we
shoul d | ook at diversifying the outéones or the
products of the recomendations of this Advisory
Committee. So right now, the, kind of, final common
pat hway for considering conditions is that they end up
on the uniformlist.

And what that brings with it is a mandate
t hat these conditions and the screening for them
become provided on a state-w de basis with the usual

i mpl enenting activity being state government. | will
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tell you that there is many issues for which -- |ike,
especially bl ood spot screening -- where that's
exactly the right thing to do.

There may be ot her, though, screening
activities where state governnent isn't the nost
ef fective, efficient, or appropriate source for
I mpl ementing the recomendation. And | woul d point
out that, you know, well over 99 percent of al
medi cine i s not mandated. And yet, we still nanage to
have sonme consi stency, quality inprovenent, and
popul ati on-based rol |l out of many services.

So | think thinking about additional routes
to bring screening forward on a popul ation state |evel
that aren't necessarily we reconnend this be added to
the uniform panel is sonmething, | think, the commttee
actually really should think about. Oher routes are
prof essi onal guidelines, which are inplenented to
varyi ng degrees by the specialties. Hospitals
actually pay quite a bit of attention to JCOA, the
Joi nt Comm ssion on Accreditation. And that's another
route.

Medi cal standard of care is how nost
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medicine is defined in a legal and torte approach in
nost states. So, as we | ooked at pul se ox screening
for congenital heart disease, sone states recognize
that this isn't something they do or know how to do.
And they may want other routes.

So | think thinking about a broader
I npl ementation strategy for our recomrendati ons t hat
actually match the systens that are out there so that
the only final comon pathway is that it's added to
the uniform panel or it is not would be in the best
i nterests of newborn screening across the country and
is sonething | hope the next Chair will think about
and think about either a work group or assigning that
to a subcommittee. \

DR. HOWELL: That's, obviously, very
interesting and inportant. How would you -- if you
were thinking of a charge that Joe m ght consider, and
so forth, what would you charge this committee to do?
How woul d t he charge read?

DR. CALONGE: It really would be | ooking at
t he way ot her recomendati ons and gui delines and even

standards are inplenented in nmedicine across ot her
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systems. So ACIP, just by exanple -- they don't
mandat e the use of any vaccine. They just approve it.

Now, approving it, then, has a nunber of
different ramfications in ternms of rollout. But
we've actually done a pretty good job of getting
upt ake of vaccines through that nmechanism So | think
| ooki ng at ot her routes of popul ati on-based
i mpl enent ati on of reconmmendati ons woul d be the charge.
And then, figuring out the criteria for when the
Advi sory Committee would, say, recommend adding this
to the panel, versus, recomend rolling this out in
popul ati on-based nedi cine through a different route,
woul d be the charge of the commttee.

The last thing |'d say is\that, you know, we
have these categories, one of which is needs pilot
studies. And | would urge us to also |look at the
ability to go back to this concept of a provisiona
recommendati on. And you say, well, what's the
di fference.

The issue is that pilot carries with it the
connotati on of research. And research carries with it

t he connotation of informed consent.

62




10

11

12

13

14

15

16

17

18

19

20

21

22

If there were a way to do popul ati on-based
data gathering on something we really think shows
prom se or we think there's a high likelihood of
ef fecti veness, benefit versus harnms, if there was
anot her way to provide a category where inforned
consent and research wasn't part of the concerns so
that we could get higher uptake inplenentation within
uni form screening with the nechani sms we al ready have,
and then, the discipline to look at it later to make
sure it worked, | think that woul d be anot her hel pful
category. So those are all charges | would give the
sub- group.

DR. HOWELL: Well, that certainly is an
interesting collection of stuff to éo into the -- and,
certainly, our incomng Chair has a | ot of experience
wi th vaccines. And so, that recomrendati on shoul d
wor k neatly.

Fred?

DR. CHEN: CQur subconmm ttee also had a
di scussi on about inplenmentation, and especially in the
context of these new technol ogi es that nove beyond

heel spot screening.
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So | think what you suggested about having
at |l east the subconmttee Chairs tal k, but especially
around this issue of inplenentation, which we
recogni ze really doesn't -- Jeff, what | thought |
heard, at |east part of what you were saying, was
about inplenmentation, sort of, post-screening
i npl ementation. | think you nentioned a coupl e of
tinmes.

And our subcomm ttee was talking really
about, sort of, well, who's taking care of the
screening i nplenmentation piece that goes outside of
the | aboratories, and which seens to be an area that
we continue to nove nore and nore into. | think that
buil ds very nuch on what Ned was ta{king about, too,
whi ch was we do need to start thinking in a different
way about many of these inplenentations, the
strategies, and the different types of methodol ogi es
we coul d be using.

DR. CALONGE: Well, I would say that we
wanted to pronmote exactly this sort of dial ogue, and,
again, particularly as we nove into things |like pulse

oxi metry and echocardi ography. It wasn't clear to us
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whet her that was something that the Laboratory G oup
would find to be within their natural honme or whether
it didn't quite fit in with Long-Term Follow Up. So
it seened to be in a gray area, where we wanted to
make sure that that wasn't falling through the cracks.

DR. HOWELL: Gerry?

DR. VOCKLEY: One of the pieces that has
been integral and essential to everything that we have
done over the | ast few years has been the evidence-

based review. And | think that the inportance of that

process really -- it isn't captured in any of the
subcommi ttees. | don't know if it needs to be. But
we, | think, can enphasize the changes that that

process i s undergoing as it relates\to rare di seases.
One of the pieces that I'mincreasingly
frustrated with is when people | ook at sonme sort of
evidence review -- | nean, and this is going on with
PKU. [It's going on with a number of things -- is just
the point that the studies only have 50 patients in
them Well, 50 patients in a rare disease is a huge
number. And | think the commttee can do a | ot of

good by really pronoting the process of eval uating
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t hese di sorders and then, you know, the various
conponents that are part of the subcommttee's

I ndi vi dual charges are what can reflect that and focus
on it as they go forward.

And | know we're going to have sone evidence
-- sonme nore fromthe Evidence Review Conmttee |ater
I would just like to be able to tie some of that back
into the formal charges to the subcommttees and, in
sonme way or other, highlight the process as well as
t he substance of their reports, because even the
process of it my well be nore inportant in the |ong
run than any one of the individual reports.

And if we can get people thinking
differently about how we fornally e&aluate t hese and,
at the sanme tine, increase our ability to do this in a
scientific fashion, you know, we're going to be |ight
years ahead of where we were even a few years ago. |
think we already are |ight years ahead in terms of the
eval uati on process.

DR. HOWELL: Thank you very much, Gerry.

|s there further conmment?

MALE SPEAKER: Can | raise a new issue?
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DR. HOWELL: O course.

MALE SPEAKER: | think one of the issues
t hat has been integral to the whol e discussion of
newborn screening for generations have been the
ethical, legal, and social issues. W don't have a
subcommittee to hel p address those kinds of issues.
But, at the sane tine, sensitive to the notion that
can't keep proliferating subcommttees. And so, just
want to raise that set of issues for consideration.

Should it be a separate subcommttee? M ght
it -- or, alternatively, mght there be opportunity to
have a relationship with the Bioethics and Legal
Wor ki ng Group of the Transl ational Network? You know,
m ght that help serve to inforn1the\connittee about
some of the issues.

Now, those don't tend to be linked to
specific screening nodalities or conditions, but could
potentially assist in that capacity. So | just wanted
to raise that set of issues to make sure that it's
explicitly on the agenda of the Advisory Committee.

DR. HOWELL: Well, obviously, we've

di scussed that a lot, with the technol ogy,
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particularly with the whol e genome sequenci ng, how big
a deal that's going to be. | think that, as you | ook
at the reorgani zation of the commttee, that'll be an
i ssue of whether or not that should be distinct or
still embedded, as it has been, and so forth.

Further coments, and so forth?

Thank you very nuch, Jeff. You're not going
to go very far, however.

DR. BOTKI N: No.

DR. HOWELL: So our next section is called
the future of the conmttee. And, as you renenber,
this commttee has reviewed issues related to the
resi dual bl ood spots. There's been a |ot of turnoil
in this. And Jeff has recently got{en a grant to | ook
further at this issue. And he's going to present sone
of the nore recent information.

The comm ttee, obviously, has prepared a
white paper, which is online, about the use of storage
and residual blood spots. And that's now a little
behind the times, and so forth. So anyway, Jeff is
going to discuss new steps in the newborn consent --

NDS consent conversati on.
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DR. BOTKIN: Thank you, Dr. Howell.

So we had a two-day nmeeting in Salt Lake
this last week. And this was under the auspices of
t he Bioethics and Legal Working G oup of the Newborn
Screening Transl ational Network, which is funded by
the NICHD that M ke had tal ked about in sone detail
yest er day.

Certainly, my thanks to Any Hof fman and M ke
for their support for pulling this nmeeting together
and the ACMG, nore broadly, for their organizational
hel p.

A nunber of fol ks who are here today
participated in that neeting with us. Sara was able
to attend. Amy Hof f man, certainly,\Don Bai | ey, Nancy
Green, Ann Coneau, Beth Tarini, Natasha Bonhomme. And
we had about 30 fol ks who participated in this
meeting. And I'Il tell you a little bit nore
specifically about how this topic was franed.

The neeting itself was pronpted by a
specific NIH project that has been providing the
University of Utah with Cathy Swoboda, who's a

geneticist and neurologist, as the P.I. on this
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project. And it's to do a pilot newborn screening
project for spinal muscular atrophy. M piece of that
project with Cathy is to |look at the ethical and
regul atory issues. And so, we've got a couple of
activities that we're engaged with in that respect.

We're going to do focus groups with new
parents and young individuals about their attitudes,
about the perm ssion process for newborn screening
pilot. And separately -- although, in a rel ated
fashi on, the Bioethics and Legal Working G oup of the
Transl ati onal Network is also preparing a survey of
state health departnent IRBs on their attitudes about
how to oversee newborn screening pilot research.

So we really had an outsténding group of
fol ks who participated in this nmeeting. The goal was
to reach consensus on sonme of the key ethical and
regul atory issues and the conduct of popul ation-based
screening research. The central question was, under
certain circunmstances, m ght newborn screening pil ot
studies qualify for a waiver of traditional informed
perm ssion from parents. And by traditional inforned

perm ssion here, | nmean a signed consent form
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The concern traditionally has been that
parental perm ssion involving a signed consent form
can inmpair recruitnment and the tinmely conpletion of
popul ati on-based research. So here's the ethical
conundrum here. We have | ongstandi ng and strong
respect for parental decision making in clinical care
and research. Parents are asked to be decision makers
on behalf of their children. Research is voluntary
and altruistic.

At the sane tinme, popul ation-based research
is of critical inportance. This group understands the
need for additional data to make deci si ons about what
screening nmodalities are in the best interest of
children. And those popul ation scréening proj ects
need to go forward in order to collect those data. So
it's certainly in the best interest of children for
popul ati on-based research to go forward.

But if the consent process itself inpairs
the feasibility of those popul ati on-based research
projects, then you' ve got a conflict between our
tradi tional respect for parental authority and the

need to get this type of work done for the welfare of
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children. So that's the conundrum

So we canme to a couple of genera
conclusions here. And I'll explain the rest of the
process here in a mnute. But let me just articul ate
a couple of the conclusions fromthis group, to the
extent that we had some general consensus on sone of
t he points.

Cl early, strong support for evidence-based
newborn screening and research to support this goal.
Everybody believes this is essential to the field.

More specifically, we wanted to define what
a pilot study nmeans. There was sone debate and
di fference of opinion, at |east, at the beginning.

But | think for our purposes, we maﬁt to enphasi ze
that we're tal king about studies that m mc a newborn
screening system So you've got screening of
children, identifiable sanples, return of results to
ki ds who screened positive, and then, follow up.

Al t hough, for our purposes, the research
pi ece of this is the screening and the identification
of the kids. Whether they're subsequently enrolled in

a treatnent protocol or a long-termfollow up protoco
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woul d require separate consent for that phase of a
st udy.

When supporting evidence is inconplete for
the introduction of new tests on a state or uniform
panel, pilot studies should be conducted under a
research paradigm | think this sounds relatively
beni gn, but | think the notion here is use of state
public health emergency authority, for exanple, is
probably not the best way to inplenment newborn
screening tests.

And if we have the data in place and the
test is essential for the health and wel fare of kids,
that sort of authority, of course, makes sense. \Wen
you don't have the data, inplenentiﬁg tests in that
fashion is less than ideal

The group outlined circunstances -- oh,
fol ks are probably famliar with the waiver criteria
under the federal research regulations. |In order to
wai ve traditional infornmed consent, you need to neet
four criteria. The research has to be judged to be no
nore than mniml risk. There has to be no

abridgenents of the rights and wel fare of the
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participants otherwi se. The research has to be judge
i npracticable if traditional informed consent is used.
And research participants have to be inforned | ater
about the research, when appropriate.

So we wal ked through each of these criteria
in this particular context and drew the foll ow ng
general conclusions. W tried to outline
circunstances in which we felt pilot studies m ght
constitute mnimal risk and when they m ght constitute
greater than m nimal risk.

Criteria here or issues here were the
quality of the test itself, analytic validity, and the
clinical validity of the test, was there an avail able
treatment that appeared to be benef{cial for children,
what's the burden of the further diagnostic
procedures. |If the diagnostic procedures are
particul arly burdensonme and there's a risk that
there's a significant nunmber of false positive
children who woul d sustain those burdens of the
di agnostic eval uation, then that m ght well not be
considered a mnimal risk screening protocol

We di scussed the concept of the rights and
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wel fare in this context. M personal opinion is that
criterion has always been vague and hard to figure
out. But, particularly in this particular context,
what we di scussed was that screening for certain
sensitive conditions m ght make a pilot ineligible for
a waiver. So this could be culturally-sensitive, for
exanpl e.

If a community mi ght feel that a particul ar
screening nodality was sensitive, for whatever
reasons, then that m ght not quality in this
particular context. O if there are issues of
particul ar discrimnation or stigma that m ght be
associ ated with screening, that, again, mght be a
consi deration, under this category.\

| npracticability -- factors that weighed on
i npracticability have to do with things |ike the size
of the population that need to be screened. If we're
t al ki ng about screening 500 people, that's quite a bit
di fferent than 400, 000.

The SMA protocol that Cathy's designing
woul d engage both Utah and Col orado for a period of

three years. So we're tal king about 400, 000 chil dren.
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So the prospects of conducting a forml consent
process with 400,000 children over all the birth
facilities in two states is substantial.

So it's nunber of -- so it's size of the
popul ation and the nunber of birth facilities and the
number of individuals that nm ght be responsible for
obtaining infornmed consent. And what flows fromthat,
in certain circunstances, is that the birth facilities
may be engaged in research and, therefore, have to go
t hrough their own | RB approval. And so, California
had this experience.

A part of our project was to hear how
various pilot projects historically have addressed
this issue. And it's, frankly, beeﬁ all over the map.
Some have required witten consent process. O hers
have al |l owed an opt-out approach. Ohers have used
state authority to mandate initial screening.

A significant conversation focused on the
return of results. And not so nuch -- not at all,
actually, the positive results, since that's the point
of screening, but the negative results. Is it

et hically-necessary, appropriate to return negative
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results in this sort of context? What are the risks
associated with returning negative results, say,
t hrough primary care providers?

VWhat are the benefits to famlies? And what
are the rights involved? Do parents have a right to
that information? And what are the inplications for
the project in general?

It's a huge ampbunt of effort to get those
results out in an interpretable fashion. And that may
itself inmpair the ability of a project to be
successful. So no real consensus on that particular
i ssue, other than to highlight the inmportance of it.

Per haps nost inportant, a really high
priority placed on parental educatién and engagenent,
regardl ess of a decision about the perm ssion nodel.
So irrespective of whether you get a signature on a
paper or whether it's an opt-out nodel or exactly how
that's designed, significant enphasis on the
I nportance of making sure parents are aware that
there's a research protocol going on, to the best of a
program ability. And, at a mininmum certainly,

they'll have the ability to opt out, which is al ways
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one's prerogative in the research context.

General consensus, | think, that a waiver of
traditional informed consent may be appropriate, in
sone circumstances. | wouldn't say that everybody
agreed with that. But | think that the majority, and
per haps significant majority, felt that, in some
ci rcunst ances, a waiver of traditional inforned
perm ssion nmay be appropriate.

And then, an opt-out approach may be
appropriate, in sone circunstances. O a waiver of
written docunentation of consent may be appropriate,
in certain circunstances.

Agai n, under the assunption that there's a
meani ngf ul parental education and réadily-available
mechani snms to opt out. So the opt-out has to be
readily available. And | think opt-out requires
addi tional ethics attention, in general.

But | think, as we know, with many progranmns,
you can have an opt-out, but awareness of that is
virtually absent, because the ability is buried within
a brochure, and they have to go through a phone tree

during restricted hours in order to effectuate your
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ability to opt out. So we want this to be a readily-
avai l abl e option, if that is felt to be otherw se
appropri ate.

So those are general conclusions. Qur plan
is to declare a manuscript for publication with all of
the participants in the nmeeting as authors, with the
potenti al exception of Sara, given her conplicated
association with federal governnment.

(Laughter.)

DR. BOTKIN: And so, we hope to have this
prepared over the span of the next couple of nonths or
so. And we think this is such an inportant issue for
t he conduct of research in this domain that we hope
that this paper will have an inpact\on the field, and
particularly IRBs that have the responsibility of
overseei ng these types of proposals. Thank you.

DR. HOWELL: Well, thank you very nmuch,
Jeff.

Fred has comments. Then, Chris.

Fred?

DR. CHEN: Oh, thanks.

Thanks very much for that report. | wonder
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about i nplenentation beyond, sort of, publishing the
paper and, sort of, what the right avenue m ght be.
And that, certainly, conmes in context of another
question, which is, what about -- | believe we're
still in the coment period for the proposed

rul emaki ng, or the announcenent of proposed

rul emaki ng, around the changes to the common rule.

We | ooked at -- | assume you guys are well -
aware that -- are there some changes in that? | know
there were specific issues around genetic testing and
genetic, sort of, technologies that are there. But is
there a possible inplenmentation plan there and anot her
pat hway forward for the work of your group in
conjunction with the proposed rulenﬁking?

DR. BOTKIN: Actually, that's a great
questi on, because the announced notice of proposed
rul emaki ng woul d have significant inpact in this
domain. And that would prospectively acquired
speci nens for clinical purposes, if you're going to
use them for research purposes, would require a
written informed consent process. So that would

i npact this domain.
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| think I ots of us are planning on pushing
back vigorously against that. |It's unlikely to be
I mpl emented in the imediate future. Although sone
fol ks are saying that the end of the current
adm ni stration is a goal for getting those changes
passed. So they nmay be accel erated nore than the
others in the past. But we're acutely aware of those
changes and woul d have significant inplications in
this domai n.

Now, having said that, what they anticipate
as an informed consent process in that context is a
very sinple formwith a signature at the clinical
interface. So, you know, at |east from ny persona
perspective, that really fulfills tgaditional val ues
that we want to promote with informed consent. But it
is a signature on a piece of paper.

DR. HOWELL: Chris?

DR. KUS: | have sone concern in the sense
that, if | understand it, the idea is that this is
really piloting the screening test and short-term
foll owup and not including Iong-termfollow up. And,

| mean, | guess ny concern is that kind of perpetuates
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the idea -- | believe, newborn screening includes
| ong-term foll ow-up. And not to have sone sense of
that in the pilot is concerning.

DR. BOTKIN: Well, that's a great point.

And | think each project, of course, will have to be
desi gned around its own specific ains in that regard.

Wth respect to the SVMA project, | think we
are thinking about this -- or want to think about it
I n somewhat separate terns in that one can't presune
to get -- for example, if we should determ ne that,
for the SVMA project, an opt-out is appropriate at the
time of screening, that opt-out would not legitinmately
carry forward after the identification of affected
children and further study of those\kids.

And so, at that point, you would need to
obtain infornmed consent for whatever else was going to
be happening on a research basis. So for that reason,
we're thinking about, in this context, at |east, the
pilot study being just at the tinme of diagnosis when
you can actually engage those fam i es.

DR. HOWELL: Jeff, could you coment a

little bit nore specifically about the SMA project,
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exactly where that is and its novenent forward?

DR. BOTKIN: Well, we're in active
di scussions with both the state of Utah and Col orado
about the feasibility of the protocols. So the study
has been funded. But there are a nest of conplicated
issues in terms of sanple handling, this perm ssion
I ssue being a major one up front, and finalizing the
testing platformfor that.

The | aboratorians -- Steve Dobowal ski has
been active in the devel opment of this platformwth -
- it's a DNA-based platform And the current
information is that this is a test that's highly
sensitive and specific and that the test results give
you pretty clear information about {he type of SMA the
kids will have and the clinical inplications of the
testing.

So, at least at this point, the claimis
that this is a remarkably good test and cheap. So the
testing aspect doesn't look like it's going to be a
maj or barrier. At this point, the discussions about
the protocol for the screening itself, parental

perm ssion issues, transfer of sanple questions, et
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cetera. But it does seemclear that we -- that Cathy
woul d need basically the whole birth cohort of both
states over a three-year period in order to have
adequat e nunbers for subsequent foll ow up

DR. HOWELL: This, of course, is a very
interesting problemin that there's no specific
treatment avail abl e, but a nunmber of exciting things
on the horizon. And, of course, it's one of the
| eadi ng causes of death of infants bel ow one year of
age. So it's an inportant area to pursue.

DR. BOTKIN: Yeah. And | think Cathy would
claimtwo things. One is that if one aggressively
I mpl ements things like nutrition and bal antory
support, airway clearance prior to {he time of initial
weakness, that you can substantially inprove the
clinical outconme, just fromthose nore genera
measur es.

And she's al so hopeful that there's sone
phar macol ogi ¢ agents on the scene that nay be gene-
pronoters that may be potentially quite effective in
this context. The animl nodels, apparently, are

| ooki ng quite prom sing.
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DR. HOWELL: She's correct, | think,
clearly, on both of those counts, et cetera.

M ke has a comment.

DR. WATSON: At this point in tinme, there
were representatives of both the Institution of State
IRBs (off-m ke) at the nmeeting. They were actually
| ooki ng for guidance in how to (off-mke) aspects of
(of f-m ke), because they're very non-specific (off-

m ke) very conplex (off-mke). You know, they'd
wel come (of f-m ke) about hel ping them think about what
specific information (off-mke).

DR. BOTKIN: Yeah, | appreciate that. |
think that that's quite true. And the federa
regul ati ons governi ng research sinp{y weren't designed
with this, sort of, |arge popul ation-based research in
m nd. And so, | think folks particularly struggle in
this context. And | think there's certain barriers to
overcone with health departnments that don't
traditionally see research as a primry goal

It may be in sone circumstances nuch easier
to sinply say, "Infornmed consent is the way to go."

And if that doesn't nmke your project feasible, then
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it's unfortunate. So we want to try to support
deci sion making in that regard.

DR. HOWELL: This is a particularly
i nportant prototypic condition that the committee is
going to see a lot nore in the future, because you're
goi ng to have other conditions that you can have an
accurate diagnosis and have sone benefit that is nore
medi cal, and so forth, but still not what we would
call a specific treatnment. But they're on the
hori zon, and so forth. So | think that you're going
to see those.

DR. BOTKI N:  Yeabh.

DR. HOWELL: This will be an excellent one
to get all the things right as you &Dve al ong, and so
forth.

DR. BOTKIN: And | think related to that,
Cat hy enphasi zes that these kids deteriorate, and they
can't be rescued once those nerves -- once that nerve
function is gone.

DR. HOWELL: So there's abundant evidence
that in SMA Type |, you lose the notor neurons rapidly

in the first weeks of life. And she's published that.
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So it's a condition that, if you're going to treat it,
you have to be on the job very, very early.

We have a cadre of distinguished coll eagues
her e.

Dr. Nancy Green?

DR. GREEN. Good. Thank you.

And t hank you, Jeff, for including ne in
t hat neeting and providing your | eadership.

| wanted to make another point. | think
that there was consensus and consi derabl e di scussion
about in that nmeeting. And that had to do with the
fact that the previous pilots had really been
generated from state health departnents. You know, we
spent a |lot of time tal king about tﬁe California
experience. Lisa was involved with that, and Ann's
| eadership in Massachusetts.

But | think that the group noted that this
was somewhat different, because it really was |ed by
an academ c group with, you know, federal grants, et
cetera. And so, you know, there was consi derable
di scussi on about what the interaction was between the

academ ¢ resources and i npetus and | eadershi p and t hat
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whi ch the public health departnments, not only brought
to the table, but, in fact, you know, was a critical
component .

So | think there were, sort of, two itens of
consensus and, you know, for you to consider for your
report that | heard fromthe nmeeting. And one was
that, regardless of who | eads these projects, whether
they're, you know, generated fromthe public health
departnment or from an academ c source, that there
really needs to be a partnership, because the project
itself requires the infrastructure and activities and
resources of the public health departnment, so, really,
that there needs to be a partnership in these
projects. That's one point. \

And then, the other, sort of, that flows
fromthat is that whatever the project is, whatever
the pilot is, that it cannot -- that it nust support
the m ssion of the public health activities for
newborn screening and cannot interfere with the
m ssion for, you know, even, sort of, perception of
the public of the m ssion of public health newborn

screeni ng.
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DR. HOWELL: Thank you very much.

We have Dr. Ann Coneau.

DR. COVEAU. Thank you.

| wanted to congratulate Jeff on this
particular nmeeting in that the design of the neeting |
found particularly beautiful in that it really focused
on sonme of the bioethical issues in a very genera
term nol ogy. How do we handl e projects? And, as the
group di scussion was maturing, then entered into --

t he particul ar di scussion of SMA, which really tested
everybody's concl usions that they were drawing as we
wer e goi ng through the exercise.

And | think that there was a | ot of back and
forth that we're going to have to gé back and revisit.
Excuse ne. | wanted to reenphasi ze what Nancy j ust
brought up, the idea of the partnership.

And | think the one piece of consensus that
we did have was that if it walks |like a duck and talks
li ke a duck, if it |looks |ike newborn screening and
it's a pilot program then there is an extra |evel of
consi deration that we have to go forward to nmake sure

t hat the newborn screening programis not undern ned
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by the research and that the research can benefit the
newborn screening program To that extent, | think we
tal ked a | ot about opt-in nore so than opt out with
vari ous nmechani sns.

We tal ked -- when we got to that |evel of
detail, | think we were, kind of, all over the map on
opt-in, opt-out and is it for all projects, or is it
for the SMA project. So | think it was a great
meeting. Thanks.

DR. HOWELL: Thank you, Ann.

Now we' || hear from one our | argest and nost
active state. And that's Susan Tanksl ey.

DR. TANKSLEY: Hi. Susan Tanksley. [|I'm
fromthe Texas Departnent of State Health Servi ces.
And | wanted to share with you the experience of our
limted SCID pilot that we've had.

So we began enrolling, or trying to enroll,
hospitals and clinics and things into our study nonths
and nmont hs and nonths ago. |In October of |ast year,
we finally received our first specinmens. Since
Oct ober, we've received a total of 1,800 consents. So

anong t he about 200, 000 or nore kids that have been
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born in that time frame, we've only received consent
to screen 1,800 of those.

It's been a very, very difficult process.
And nost of the hospitals that consent have been, "Who
will do the consent"? So it beconmes a very expensive
process for the health care facilities.

| don't doubt that the informed consent is
i mportant. However, it will limt studies
considerably, if Texas is any indication.

DR. HOWELL: Thank you, Susan.

Anybody want to comment on Susan's words?

Jeff?

DR. BOTKIN: 1'd like to foll ow-up on that.

DR. HOWELL: Ckay. \

DR. BOTKI N: Repeating basically what she
said, fromanother |arge state. Wen we tried a
consent process, people got m ssed. People didn't get
of fered the consent when they wanted it. And that was
the big decision -- reason why we made the decision in
SCID. W would not have a consent. And we went to
|RB. We got a waiver of review, actually.

So, you know, what do you want to say is
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worse, a parent's rights being violated, or a kid
bei ng damaged? Because we're at the nmercy of the
hospi tal s.

DR. HOWELL: The experience in Texas and
California are sobering. And they're sobering for two
reasons. One, you're personal experience. And the
other thing, we're always interested in studies where
t he people live. And when you talk about Texas and
California, it's a substantial portion of the entire
country.

DR. BOTKI N:  Yeah.

DR. HOWELL: So those are very interesting
commentary. Did you all discuss these experiences at
your neeting? \

DR. BOTKIN: We did not discuss Texas. But
Lisa (inaudible) was with us on the phone and
presented the California data in sone detail. And I
will say Ann's (inaudible) there to speak for their
experience with the tandem nass experience in
Massachusetts that was an opt-in that waived
docunentation, if I'mcorrect. But you also had the

opportunity to have hospitals all defer to the health
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departnment so that you didn't have to go through
i ndi vi dual institutional.

FEMALE SPEAKER: Correct.

DR. BOTKIN:. |I'm sort of, (inaudible)
speaking for you. But --

FEMALE SPEAKER: It's a success story, to ny
mnd, is the nodel in Massachusetts of how we engaged
parents, gave them education, were able to go through
with a pilot program both for tandem nmass spec and
for Cystic Fibrosis, and having established that
particul ar mechanism were able to go forward with the
SCI D pil ot.

Parents and providers feel engaged. Again,
it's a waiver of traditional infornéd consent. But it
Is an opt-in. And it is -- parents have to be asked.
And the only docunmentation is when parents do not want
to participate. And parents get a copy of what it is
that they verbally said to the clinical provider who
I's asking for consent.

Fi ve-m nute process, accepted by the
hospitals. It works. And we don't have -- we have

very few complaints of, "I wasn't asked," or whatever.

93




10

11

12

13

14

15

16

17

18

19

20

21

22

And | think a ot of it was because, fromthe very
begi nni ng, our health departnent |IRB and our nedi cal
schools' IRB went forward with education of all of the
hospitals I RB

We engaged OHRP and t hen, brought the
hospitals in and said, "W have OHRP agreenent for
this particular kind of consent. You don't need to go
t hrough all of your individual institutional |RBs.
This is howit's going to be. |It's a state-w de
program We're going forward." And, you know, it's
been in place now since 1999.

DR. HOWELL: Don has a comment, and then,
Ned.

DR. BAILEY: So | just maﬁted to say | was
able to attend the neeting and really appreciate the
invitation to do that. That was a great discussion.

You know, | think this is an incredibly
i nportant series of topics that this conmttee wl
need to address in sonme nore systematic way. And I,
certainly, agree with Jeff's coments earlier that we
need to think about whether we want a separate

subcommittee, do we want to link with the MYCAS, but
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sone official designation of those responsibilities
for this commttee, | think's, very inportant.

It's, clearly, sonething where we have this
big intersection of ethics and data and the need to
know i nformation. And so, the data we've already
heard today we've got this big range from what, you
know, 2 or 3 percent of the people consenting in Texas
to our Fragile X project.

We're getting about 67 percent. In
Massachusetts, we're getting over 90 percent. So
there's an incredible range of what happens when you
ask for consent and in the ways that you ask for
consent .

And so -- and these could\be a synthesis of
data around, you know, what are we | earni ng when we do
do consent processes. And then, this conmttee, |
think, has a responsibility to make sone
recommendat i ons goi ng forward.

DR. HOWELL: And, Ned?

DR. CALONGE: So | just want the committee -
- and after the coments -- just continue to recognize

that states are actually idiosyncratic in their
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approach to these issues. So comng from you know,
the state, you know, New Hanpshire's notto is, "Live
Free or Die." And Colorado's is, "Live Free and Die."

(Laughter.)

DR. CALONGE: The fact that only a couple of
people said | wasn't asked, to me, just strikes fear
to my heart, because they know who their | egislator
is. And it ends in a bill that harns public health.
And | just spent eight years defending a | ot of those
activities. So | would just tell you that the state
solution won't work for every state. And even, states
that |l ook |ike they should be the sane, |ike Col orado
and Wom ng, are vastly different. So Wom ng all ows
no phil osophi cal exenptions for vacéines. And
Col orado prides itself on having philosophical
exemptions for vaccines. So just, as we go forward,
recogni ze that gathering data, using it carefully, and
under st andi ng that the public health term "whacko,"
iIs a real, you know, legitimte term

(Laughter.)

DR. CALONGE: Just recognize that those set

up interesting chall enges.
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DR. HOWELL: Al an?

DR. FLEI SCHVAN: Jeff, this sounds |ike an
extraordinarily inportant academ c exercise that
you've done and that it, certainly, be published. And
I would argue that this commttee could convene OHRP
al ong with the organi zati ons of health conm ssioners
and territorial |eaders |ike NACHO AASTO, NACHO, and
t hose ki nds of organizations, in a discussion of
rel evant issues so that all health | eaders across the
country woul d understand the range of variation.

This would help, as individual state |eaders
cone to their legislators to hear what Massachusetts
and Texas and Col orado are experiencing. So | would
think that we could do that. \

| would doubt that nerely having this
conmm ttee make recommendati ons about good practice is
actually going to nake change in this regard,
al t hough, that m ght be a good thing. But | think we
woul d need to do the educational activity, cross-

di sci pline, cross-policy, and acadenm c worl d.

DR. HOWELL: Becky?

DR. BUCKLEY: | think that the influence of
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this commttee is under-estimated, because | think
that one thing | learned fromthe past four years is
the inportance of (inaudible). Because there were so
many states several years ago that weren't screening
but for just this limted nunber of things.

Now, because of the recomendations of this
commttee, even though it's just a recommendati on,

t hey don't have to do what this commttee says. But
they followed suit.

And | think if this conmttee cane forward
with a stance on perform ng these prelimnary studies,
whi ch brings up the question of whether we should even
remove the word, "pilot,"” fromthe study and call it
sonething else like, "linmted study;" or, "initial
study,"” or sonething like that that would take the
research connotation out of it to get sone of these
t hi ngs i npl enent ed.

After hearing what happened in Texas, |
think that that's really unacceptable. | think that
we have to be able to nove forward. And if this
commttee were to come forward with a stance that

you're recomrending, then |I think that it would have a
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| ot of influence.

DR. HOWELL: | think, Jeff, the comments
that you've heard underline the inportance of what
you're doing. | think it's going to be critical.

Let me also remnd you that this commttee
has prepared a white paper that a summary of which is
publ i shed, of course. But the entire docunent, as you
recall, has been referred by the Secretary to the
I nt eragency Coordinating Conmttee, which is the group
of representatives fromall the federal agencies. And
they are charged with studying that paper and getting
back.

So that may -- there m ght also be sone
useful information com ng back fron{that | nt er agency
Coordinating Committee for you to consider. But |
think that it's critical that we figure out how to do
this. But it's also key that the states -- the really
big states that are big geographically and big
popul ation-wi se -- seemto have had the biggest
problens. And so, we'll need to | ook at that.

It's one thing to have a small state with a

smal | popul ati on. And then, you have a huge state
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with a very diverse population. [It's going to be very
di fferent.

| think Ned hit the nail on the head that if
ever you've seen one state, you've seen one state.

But let's remenber, as your comm ttee goes forward, to
focus on the states where the people are. And so,
because that's critical.

Are there further -- there are a lot -- we
could tal k about this for a long tine. |Is there
anything else critical?

M ke, do you have a critical comrent?

DR. WATSON: (Off-m ke) Medicaid program
(of f-m ke).

(Laughter.)

DR. WATSON: (Off-m ke.)

DR. HOWELL: Chris is going to have the
final word. O herw se, we m ght not get coffee.

DR. KUS: Well, | guess the question cones
up -- and we had the discussion about whether there
shoul d be anot her subcommittee or that kind of thing.
And | think this falls into that idea. So |I think we

shoul d make sure we tal k about that.
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DR. HOWELL: | think that, clearly, will be
on the agenda as you go forward. But | think that
convening -- Alan's comment also is very prudent about
conveni ng the decision nakers. And that m ght work
with Mke's thing, too.

Thank you very nuch, Jeff. You ve got a | ot
of work to do. And we're delighted that you're so
energetic and ready to go.

The Evi dence Review G oup, as you know --
we' ve heard about them already -- has really
established a wonderful tradition for evidence review
in rare disease. This group, as you know, has been
centered under JimPerrin's | eadership at Mass Gener al
with Jimand his group. And this yéar, however, the
group is moving to Duke, and nmy old home town, of
cour se.

And Dr. Alex Kenmper will be taking over
this. And so, Alex is going to tell us about noving
t he evidence process forward. And sone of us wll
consi der moving from Mass General to Duke going
forward, because sone may --

DR. KEMPER: Yeah, | have to say, go Bl ue
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Devi |l s.

Sorry about that, Dr. Bailey.

So hopefully -- there it goes. G eat.

Good norning, everyone. So yesterday, we
reviewed the past history of the External Evidence
Revi ew Group and the products devel oped. What 1'd
like to do this norning is tal k about our plans for
the future and to get your input and advice about how
to continue to nake this process even better.

So I'"'mgoing to be tal king generally about
what our plans are. And then, Dr. Lisa Prosser, who's
at the University of Mchigan, will be tal king about
using nodeling to further extend what we've done. So
" mgoing to touch on that just rea{ briefly.

Again, I'd |like to acknow edge the great
group of people that | have the pleasure of working
with within the work group, but also acknow edge the
special help that we've gotten from Dr. Copel and, from
Li sa Vasquez, and Alaina Harris, fromDr. Cal onge, who
al ways comes up with those really good ideas to make
us think deeper about what we're doing, and Dr. Scott

Grosse at the CDC, who's been very informative around
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sonme of the econom c issues that we've struggled wth.

So | think it's helpful to take a step back
and think about what the core principles are that we
have as we do these reviews. So we want themto be
conprehensive. | know Dr. Vockley, a little bit ago,
was concerned, for exanple, about a review that was
goi ng on, not done by us, around PKU where they were
restricting to studies that had 50 subjects or nore.

| have not | ooked at that, so | can't
conment on that directly. But | can tell you that we
really want to be as conprehensive as we can be and
try to |l eave no stone unturned. As we prepare these
reports, we do our best to be unbiased. W want to be
transparent in the way that the inférnation i's
presented. And we want to be fair in how the
material's presented so that we can inform your
deci si on maki ng.

So, as Dr. Perrin summari zed yest erday,
we' ve had a nunber of chall enges in devel opi ng these
reports. Most of these chall enges are not going to be
surprising to you. But | think that it's helpful to

just go back and enunerate what those are.
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So we've really struggled with inconsistent
case definitions across reports. So when you | ook at
a particular study of condition, it's hard to know
soneti mes whether or not they're really tal king about
the same thing or if they do have a good case
definition in the report, sonetinmes it's hard to
conmbi ne the information.

There is variable duration of follow up
across the reports. So some reports follow
i ndi viduals for very short periods of tinme, and
others, for long periods of tinme. Again, that's not
sur pri sing.

There is variations in the outcones that are
reported. And, related to that, préxy out come
measures are comon. So instead of information about
the health outcones that we really are interested in
at the end of the day, it can be changes in enzyne
| evel and that sort of thing. And so, you know, it's
sonetinmes a struggle to go fromthat to the real
health outcones in terns of inmprovenents of quality of
life.

There's significant know edge that's in case
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reports and case series, and, especially in this rare
di sease area, we don't want to exclude those. But the
traditional evidence process isn't really built for

t hese single case reports. And so, that's one area
where | think we've been fairly innovative. And we
can talk later, if you'd |like, about our plans going
into the future about this.

| ndi vi dual cases can appear in nultiple
reports, so that as you | ook at case -- individua
case reports and then, nerge into a case series or
even in the long-term-- the |onger-term studies.
Sonetines it's unclear if these are really the sane
peopl e or uni que individuals.

And then, finally, soneth{ng t hat we
struggle with is the harns of screening and the harns
of treatnment seem underreported, just oftentines not
there in the literature. So in terns of inproving the
process, there are a nunber of venues that we've
t aken.

One is that we had a one-day neeting back in
April with experts in evidence eval uation, including

i ndi vi duals who worked with the U S. Preventive
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Services Task Force and HI Q and other [|arge
systematic review efforts. And that was convened in
April of 2011.

The Institute of Medicine rel eased standards
for the conduct of high-quality systematic evidence
reviews. It's actually a fairly |long and
conprehensi ve and wel |l -directed docunent. |If
anybody's really interested, the Web site is |isted.

And then, we've | ooked at the HRQ Met hods
Gui de for effectiveness and conparative effectiveness
reviews, which is revised on a fairly regul ar basis.
And |'ve listed the URL for the nost recent revision,
whi ch was August 2011.

So in terms of incorporat{ng new processes
and maki ng the system better, there are a coupl e of
domains that I want to talk about. The first is
refining the devel opnent of the work plan, including
i ssues related to case definition, the analytic
framewor k, and the key question devel opnent process.
Next is related to inproving the process of data
abstraction. And that ties, again, to conpl eteness

and transparency.
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And one of the issues, | think, that we need
to plan into the process is allowi ng for future
updat es as new evi dence becones available. It's very
clear in all these conditions that there's very rapid
advances. And so, | think that, you know, we need to
t hi nk about the evidence reviews |ike a |oaf of bread.
There needs to be a fresh buy or a sell by date.

(Laughter.)

DR. KEMPER: And, unlike bread that |
normal |y buy, there needs to be an easy way to update
the process. | can't carry the anal ogy on any further
on the spot. If 1'd prepared better.

"Il talk sonme about data synthesis and
presentation, including further staﬁdardization of the
report. Dr. Prosser is going to talk about adding
quantitative synthesis to the process through
nodel i ng.

And, you know, Dr. Bail ey nade sone very
i nteresting comrents yesterday about the presentation
and gui dance that we can give. And |I'm going to add
some comments later. And maybe Dr. Bail ey can expand

on it to help us with our thinking.
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And then, last things is a separate issue,
but I think we ought to discuss here, which is
assisting the commttee with the collection of m ssing
data, things that come up a lot, like workforce or
general infrastructure issues. So in terns of
refining the process of the work plan, thus far, al
projects that we've done, all the reports that we've
devel oped for you all have used a simlar analytic
framework. | put the one up there for congenital
heart disease. But they're all fairly simlar.

And we used the analytic framework to
devel op the key questions that we're going to use in
the process of the report. And then, we devel oped
case definitions fromthe noninatioﬁ form

Now, nmore recently, we've been working with
experts to really tighten up the case definition. But
I think that there's sonme things that we could do
better in the future.

First of all, I think that we ought to
tailor the analytic framework right up front to nake
it nore clear what we're doing. So, for exanple, the

time horizon -- and when | tal k about the tine
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horizon, |1'mtalking about how | ong do we want to
foll ow people out for the benefits of screening.

Are we going to | ook at what happens in the
first fewyears of life? O is this a -- you know,
are we trying to really |l ook at things that happen
much later in life? | think this tinme horizon issue
has really become inportant in the conversations that
we' ve had around screening for hyperbilirubinenm a or
kerni cterus.

Anot her thing that we have to think about up
front is the conparator. So, as we do these reports,
are we conparing to newborn screening, to what's
usual 'y happening in clinical care?

So, for exanple, with the\bilirubin report,
you know, there are a fair amount. | don't know the
nunmbers. But there are a fair nunber of nurseries
where children are already screening, getting screened
for bilirubin at the time of discharge versus no
screening at all. And | think that how we make those
deci sions inpacts how the report |ooks. And then,
think that we need to make sure that we are very

specific up front about the kind of outcones that
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we' re | ooking at.

Now, | tal ked a nonment ago about the case
definition devel opnent and how inportant it is. And
we' ve been using an outside expert panel to help us
refine it. | think that was crucially inportant
around the critical congenital heart disease issue,
just because it was such a w de range of conditions.
But | think, in general, we need to rely on experts.

And then, we need to make sure that the
analytic framework is specifically addressed to these

i ssues, including spelling out the key questions in

gory detail, having a prelimnary, but well-defined
search strategy, which we will continue to develop in
partnership with our medical |ibrarians and | ooking at

a w de array of databases, including MEDLI NE, EMBASE,
COCHRAN.

One of the places that |1've actually begun
now to find some information, interesting information,
for other domains has been in clinicaltrials.gov,
which is a registry of trials. And then, finally,
proceedi ng to specific neetings or other potential

pl aces as the particular topic cone up. W'IIl have to
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refine that better.

We need to be clear about the expected rules
for study design inclusion. And | have witten up
here, which will probably be everything. Again, these
are rare conditions, and we can't be too restrictive
on study design. And then, what we've done before and
will continue to do is a prelimnary |ist of experts
that were interested.

Now, one of the things that | would like
i nput fromyou all, when we're done, is issues about
the transition fromthe work plan to beginning the
evidence. | think that, if we devel op these nore
formal and wel | -descri bed work plans, as we do with
t he other ARC reports that we develép for the EPC,
maki ng sure that we get peer review fromthose
experts, | have a technical panel here. But
sonetimes, these people are also referred to as key
i nformants, people that are know edgeabl e about the
ar ea.

|"ve witten up here a public comrent
period. So it's comon in the evidence-based reports

t hat we develop for ARC. And it's now actually in the
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Institute of Medicine guidelines around systematic
reviews -- is that there should be a period of -- that
t hese work plans should be open for public comrent.

Now, of course, just because, you know,
sonebody, you know, says sonething during the public
comment period, we don't have to change the work group
work. But | do think that you can gain sone
interesting information and just be -- you know, we
need to keep -- if we went this way, we would need to,
you know, be careful to keep track of the comrents and
our responses to them

And then, the other thing that |1've spoken
to sonme people in here about is the role of |iaisons
fromthe Advisory Conmttee to the éxternal Evi dence
Revi ew Work Group, just to nake sure that the product
that we plan to devel op neets with what the Advisory
Commttee would like to get at the end of the day.
You know, the challenge here, of course -- and, you
know, sone people have raised this as an issue -- is
that we need to make sure that the Evidence Review
Group, you know, remains external. W don't want to

be overly influenced by any of these individuals.
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But | do think, personally, that we could
benefit from having that |iaison between what we're --
bet ween us and the full Advisory Commttee. | think
that that also m ght have positive downstream effects,
because these reports that we develop are | ong and
often conplicated, just by nature of the beast. And I
think that, by having that kind of interaction,
think that the reports thensel ves m ght be very well -
- or at least | should say better understood at the
time that they are presented to the Advisory
Comm ttee.

So nmoving on to the next topic, is related
to inmproving data extraction. So the devel opnent of
t he evidence tabl es can be challeng{ng, because they
study heterogeneity, and, especially as we include
nore and nore case studi es and, you know, these case
reports, that kind of thing.

And the other thing is traditionally, this
data extraction requires nmultiple rounds of data
extraction, |ooking at articles over and over and over
again as you better understand things, especially in

t hese conplicated areas. And that can introduce
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error.

And then, the other thing, as | said before,
it's inportant to maintain the tables in a way that
all ows for easy updating. And the traditional way
that we've been doing it so far, in either Excel or
Word, leads to a process where it's difficult to
mai ntain the tables and it's difficult to conme back at
sone point in the future to reeval uate what was done
in the process of updating things.

So one of the things that we've noved to, in
the evidence reports that we develop for ARC, is using
a particular software programcalled Distiller. And
I f anybody's interested, they can go to the Wb site,
systematic-review. net. And they ha&e a denmo on there
as well. It's really nice, because it's Wb-based.

It tracks all the reports, all the articles
that we find and also facilitates reviews into forns
t hat you can develop. So we can devel op, you know.
the itens that we want to extract fromthese reports
and have it automatically popul ate evi dence tables
that you can also slice and dice in a mllion

di fferent ways, especially if you want to do things
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i ke nmeta-anal ysis.

You know, we should only be so |lucky to have
enough data to do neta-analysis. But in case that
COMes up.

The other thing that's nice is it develops a
wi de range of reports about things |like the
reliability between different reviewers. It keeps
track of reasons for exclusion, helps with quality
scoring, and, again, the evidence tables, as | talked
about .

And it inproves the efficiency and, | do
bel i eve, the accuracy of the process. So this is
sonmething that we're going to be noving to.

In terms of the data syntﬁesis and the
presentation, | think that, as we develop nmore well -
explicated key questions and we use this software for
devel opi ng the evidence tables, we're just going to be
able to provide nore detail. And it's also going to
all ow us to expand the grading and eval uati on of
i ndi vi dual studies and the body of evidence as a whole
for each of the key questions.

And so, as before, issues that we're
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interested in is the risk of bias in any particul ar
study, the consistency, both within the study, if it

i nvol ves nore than one subject, but also, very

i nportantly, the consistency across studies, issues of
precision -- so how tight are our point estinates.
Agai n, oftentines, our point estimtes are broad, but
| think that it's inmportant for us to be able to | ook
at this issue of precision.

The directness -- and that gets to the issue
of how well does any particular study, or the body of
evi dence as a whol e, address each individual key
question. And then, the issues of reporting bias --
remenber, before, | said that oftentines, information
about harms and that kind of thing ére not fair. By
devel opi ng these nore rigorous evidence tables, we'l
be able to manipulate themin a way, | think, to
better get a sense of reporting bias across a nunber
of different dommins.

Dr. Prosser, in just a few m nutes, is going
to be tal ki ng about decision nodeling. And just to,
sort of, whet your appetite for what Dr. Prosser is

going to say, this decision nodeling is a way to
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provide a quantitative assessnent of the findings.

They can be linked directly to the analytic
framework. It's a nice way to conpl enent the
narrative summary and evidence tables. And it can
address areas of uncertainty to help informthe
deci si on maki ng process.

And then, as Dr. Bailey, | think, talked
about before, it can also help to identify inportant
areas for new research. So if you found that there's
one particular thing that the decision really weighed
on, you can target investnents in future studies to
really, you know, inprove the precision around
what ever that particular question is.

You know, | actually read\this very
interesting |ine about nodeling last night -- is that,
you know, these nodels are really sinplifications of
what's out there. | don't want you to think that
every nuance is going to be in here. But the idea of
this nodeling is it really captures the key
conmponents.

And the line that | read that | thought was,

kind of, clever is, "It's the lie that |ets you see
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the truth.” So I think you'll see that nore as Dr.
Prosser talks.

So, as with the work plan, | think that, as
we develop the initial report, there is, again, this
opportunity for further peer review. Again, that fits
with the recomrendations fromthe Institute of
Medi ci ne around how these things are conducted, which
could include a public coment period and then, again,
review by the liaisons fromthe Advisory Conmttee.

And |I'm going to enphasi ze, again, this need
to protect the evidence review from external pressure.
Again, we want to be transparent and fair and al
t hose good things that | tal ked about before.

You know, |I'm going to go\back and just talk
about -- you know, | think there is roomfor
di scussi on, too, about the types of reports. So, you
know, so far, we've generated the big, full systematic
reviews that have helped to informthe decision making
here. But there is also opportunity to devel op ot her
products like, you know, what Dr. Bailey was el uding
to, and also a shorter sunmary that could be nore

accessible to the general public as well.
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And that's sonmething that we started doing
with other reports that we've generated fromthe EPCs
for our ARC-funded work. And, again, that would be,
you know, a decision for you all to nake.

Now, finally, the last thing I'd like to
tal k about is this issue of mssing data. So there
are al ways gaps of significant interest to the
Advi sory Committee. These things are, you know,
difficult to find in the published literature. And
they're just not reliably available in the greater
literature: things |ike workforce and infrastructure
and econom ¢ dat a.

Now, nmost of us al so consider ourselves to
be health services researchers in addition to evidence
revi ewol ogi sts. There's probably a better term for
that. 1'Il defer to Dr. Cal onge, who probably knows.

But | think that, as part of these reports,
we can develop strategies to collect this information.
O, if that's sonmething that, you know, dependi ng upon
what the scope of work is, that's sonething that you'd
want us to be nore involved in, you know, we'd be

happy to tal k about that as well. And, again, you
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know, those next steps really depend upon the
particul ar condition and what's needed and that kind
of thing.

So our next steps are to work with nenbers
of the Advisory Commttee to formalize the processes
that | just tal ked about. | think I threw out a | ot
of things for the Advisory Commttee to grapple over.

And, again, | don't expect, in the next few
m nutes, for that all to be resolved. But I do think
that we need to conme to, you know, sone concl usions
around those issues.

| should nention that the review that's
being led by Dr. Perrin at MGA around
hyperbilirubinema is comng to a cénclusion. But
it's going to include new decision nmodeling. |It's
being led by Dr. Prosser. And |, certainly, |earned a
tremendous anmount from watching her wal k through these
very conplicated issues.

And, of course, | want to rem nd everyone
that, of course, we |look forward to nore nom nated
conditions. So we're here for you. And | think --

yep, that's it. 1'd like to --
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DR. HOWELL: Thank you very nuch, Al ex.

Just a brief comment from Al an?

DR. FLEI SCHVAN: Al ex, would you put up the
slide on the three issues in data that you're
recommendi ng? That one.

DR. KEMPER: That one? Ckay.

DR. FLEI SCHVAN:  Yeah. | woul d counsel the
commttee that, while Alex wants to nove the work for
the commttee to be closer to the kinds of things
she's doing for the ARC projects, | would counsel
preci sely the opposite direction.

This is a federal Advisory Committee that
you and Ji m have done spectacular work in being
external work group for. | think yéu shoul d not have
public comment. | think you should not have |iaisons
of menmbers of the Advisory Conmttee to relate to,
because | think that that precisely changes the role
of the federal Advisory Committee's relationship to
this external work group.

And | would be happy to discuss that at sone
l ength with the commttee and with you. And it

doesn't decrease nmy admiration for the superb work
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that you've done in the past and will do in the
future. | think the process should not reflect your
advice to an agency as conpared to an advice to this
federal Advisory Committee.

DR. DOUGHERTY: Just to clarify that the
U.S. Preventive Services Task Force is not a federal
agency. But it's an independent task force, nuch |ike
this commttee, that is staffed by the agency. So
there's not that much difference. And Ned nay want to
make nore --

DR. HOWELL: Well, this conmttee, of
course, is an established federal Advisory Conmttee.

DR. DOUGHERTY: So is the U.S. Preventive
Servi ces Task Force. \

DR. HOWELL: Well, okay.

DR. DOUGHERTY: So -- well, it doesn't --
it's alittle different.

DR. CALONGE: Sone of us believe it's
different in |arge ways. The designation of a FAC
fact carries with it a lot of benefits and a | ot of
constraints. And | think that not being a FACis an

advantage in a lot of ways to the task force and a
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di sadvant age i n ot hers.

And there was a nove, of course, in the ACA
to make it a FAC, that because of where that was
i ntroduced didn't end up in the final bill. So it's a
very interesting issue that would bore nost people in
the room

But | did want to tal k about Al an's
comments. So | think the issue about the Advisory
Committee is one that | didn't quite think about. |
do have concerns that the total separation of the
comm ttee menbership fromthe evidence review |l eads to
sone di sconnects when the evidence review is presented
and the comm ttee works through the process of
transl ating the synthesized evidencé into a
recomrendation. And so, | understand your concerns.

And | think continuing to | ook for a way to
make sure that comm ttee menbership is invol ved enough
so that we don't have that disconnect is an inportant

i ssue. So | see both sides.

And, you know, sharing the -- or being on
the evidence review calls -- which, thank you for
inviting me, and | felt commtted to that -- | think
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hel ped anchor the work of the Synthesis Commttee to
make sure that the product that cones out neets the

needs of the Advisory Committee so that all the i's

are dotted and the t's are crossed.

And so, thinking about how to make sure we
have that |inkage while avoiding the potenti al
i nfluence or bias that could be introduced by
member ship or involvenment with the commttee is just
sonmet hing we'd have to work through. Both EGAP and
t he USPSTF have nenbers on those groups that -- and,
actually, in the comunity guide as well -- have
members on the Evidence Review G oups that serve in a
Techni cal Advisory Panel, or the TAP, role and
provi des that |inkage. And so, figdring out a way to
do that w thout introducing influence or bias that's
untoward is, | think, a critical issue.

DR. HOWELL: Joe?

DR. BOCCHINI: | was going to bring this up
in nmy discussion as well about how the work group
shoul d be forned to address non nated subjects,
because | think my experience on ACI P has been very

simlar, that the work group is in part formed by
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menmber shi p, nenbers of the ACIP as well as, then,
experts in the area, appropriate liaisons, that may be
interested in the subject and then, individuals who
bring evidence who are external to CDC and nmay be even
internal with CDC

And | felt that that really, really
significantly inforns the commttee or the ACIP,
because, as the evidence review takes place or the
evi dence beconmes avail able, the liaisons or the
i ndividuals on the committee can informthe entire
commttee of the progress, get feedback. The evidence
peopl e get the feedback as well. And it really keeps
the commttee much nore engaged in the discussion.

So when the time cones fog maki ng a
recommendati on, actually, the subcommttee, or the
Evi dence Review Committee, really works with the
menbers of the commttee to bring forward
recommendati ons that, then, are reviewed by the
comm ttee and then, either nodified or changed before
a vote occurs. So | think it's a process we ought to
consi der, because | think it may informthe process

much better as you go al ong.
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DR. HOWELL: Al an?

DR. FLEI SCHVAN: The processes that we've
dealt with over the | ast seven years are
extraordinarily inportant clinically and in public
heal th and have a political underpinning. And the
advocacy communities have played a role, both in the
desire to nore forward varying disorders into
nom nation as well as in the effect of the public
coment peri od.

That's very good. It's very inportant. And
it's very real. And | would just be thoughtful, as an
outsider to the commttee, that we have, around the
comm ttee nmenbership, people with varying expertise,
very different than sonme of the very focused ki nds of
experts that sit on sonme of the other kinds of
commttees. And they bring a very inportant aspect to
the discussions at this commttee, very inportant.

And that's part of the federal Advisory Conmttee
goal .

If there were experts -- and | woul d never

be anmong them -- who are evidence-based experts or --

what was the other term you used?

126




10

11

12

13

14

15

16

17

18

19

20

21

22

DR. KEMPER: Any evi denceol ogi sts.

DR. FLEI SCHVAN: Any evi denceol ogi sts.

(Laughter.)

DR. FLEI SCHVAN: | woul d not be anong those.
The question would be whet her people would defer to
t hose experts who were, you know, nore know edgeabl e
and liaisons. So they really were in that process.
And | think the nessiness of having to teach those of
us who aren't evidenceol ogi sts about this process is
actually a good thing in this commttee.

So | just -- you know, | understand what the
goal that you're trying to acconplish is. But | just
caution that that may actually have a negative inpact.

DR. HOWELL: Dr. Homer haé a conment.

DR. HOVER: Yes, thank you.

Just in past roles as Chair of the Conmttee
on Quality Inprovenent at the American Acadeny of
Pedi atrics, where we had evidence panels, and then, as
a menber of the U S. Preventive Service Task Force, |
do think having a |iaison between the conmttee which
needs to use the information to make recomendati ons

and the evidence groups, sinply in terms of fram ng
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t he questions, but fully, then, standing back for the
actual execution for the review, is very hel pful.

Because, one, we have -- at the Commttee on
Quality Improvenent at the AAP, we did have the
experience of receiving the report, which did not
necessarily address the questions we needed nost
addressed. So it was really in framng those
questions that was nost hel pful.

Simlarly, | do think, precisely because of
the inportant role of the advocacy community for this
commttee's work, that having the opportunity for the
public to comment on the questions, which is, again,
simlar to what's being done in the conparative
ef fectiveness process now t hat it's\been est abl i shed
for the groups, is, | think, very appropriate and has
t he potential to allow greater buy-in fromthose
communi ti es when the final report conmes out, not in
t he process itself of evidence review, fornulation of
synthesis. That's a technical task.

But formulating the questions, | think, is
very inportant. Thank you.

DR. HOWELL: Thank you.
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Ned?

DR. CALONGE: So just to follow up on those
comrents, so | think, Alan, one of the real inportant
things is some ground rules for the role of a
comm ttee nmenber on that. And | would hope that Jim
and Al ex and Al ex and Lisa would say that, you know,
as | join those calls, once they got into is this good
evi dence or not evidence or those, that's where | saw
ny role ended, and | wasn't there to influence the
work. So that was a ground rule, is really providing
what Dr. Homer was tal king about.

| think the challenge is that, then, Al ex
needs to realize that it's natural for us, as experts,
totry to cross over that |ine every now and t hen.

And the way it worked with the task force is that

evi dence fol ks would call up the Chair and say,
"You've got to reign this person in, because they're
overstepping their bounds.” And the Chair has to step
up and do that.

So there are ways to protect against bias
i nfluence of nmenmbership. So | wanted to say just

t hat .
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DR. KEMPER: Sure. And if | could just
expand on that, that's why | think it's really
| mportant, too, that we have, like, a witten docunent
that outlines all these steps and how we're going to
do t hings.

| don't think it -- | nean, it can't be as
big as the ARC manual. And nor would we want to
repeat nost of that stuff. But | think that having a
process that's witten down that everyone can | ook at
and know, you know, if we do do this liaison thing, or
there is a public comment period, that we would know
what the expectations are for how that's used.

Agai n, nmost of the -- | probably actually
woul d never have conme up on ny own Qﬂth this idea of a
public comment period, either during the devel opnent
of the questions or afterwards, have the | OM report
not conme out in the process of all this, which
recommended it. So | think that we just need to nake
a decision one way or another. But I'mfine wth what
the comm ttee recommends.

DR. CALONGE: Right. And nmy only -- and so,

" mnot going to speak for or against. | think
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transparency is always inportant. And it actually
hel ps the acceptability of your work noving forward.

The only thing about public comment period
is you have to resource it.

DR. KEMPER: Right. So that's, | know, a
bi g probl em

DR. CALONGE: And | think you need to
realize that once you all ow people to make comments,
they will. And you have to sonehow address them  So,
as we put in a comment period for the USPSTF, we
qui ckly realized that probably a blind e-mail box
wasn't a good idea. And we're actually going to have
to read those coments, synthesize them address them
and -- what are you | aughing at, Je{f? | thought it
was a great idea. But --

(Laughter.)

DR. CALONGE: -- it didn't seemtransparent
or respectful. So actually figuring out how to deal
with the comments, synthesize them respond to themin
a substantial way w thout allow ng themto bias
science of the review is just (inaudible). And that's

exactly what we did as we posted the key questions and
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the analytic framework and then allowed folks to
comrent on those.

DR. HOWELL: Al ex, thank you very nmuch.

Carol e, one very brief comrent, because
we' re about ready to | eave.

DR. GREENE: Perhaps a naive comment. Sone
of the need for input seens to be related to
devel opi ng the question. Perhaps | don't understand.
But | thought we have a very strict formt where we
know what the questions are for each review.

DR. KEMPER: Well, let me just go back. So
we do have this analytic framework. | didn't list the
key questions. But each of the key questions devel ops
directly fromthis. \

So, you know, does the -- you know, is there
direct evidence that the screening test |leads to a
better outcome? But even within those, those
questions need to be carefully crafted so that we know
what tinme horizon we're |ooking at, what particul ar
out comes are we |looking for. You know, we just really
need a roadmap to make sure that we capture the

evi dence appropriately.
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And, you know, | think internally we've done
a good job of comng up with the questions. And,
certainly, we've gotten, you know, hel pful feedback
about the questions as we've gone into the process. |
just think that we need to be explicit about how t hose
questions are devel oped, because, you know, as, kind
of, Dr. Honmer eluded to, if you're off a little bit by
t he questions, then you'll end up off in the
(1 naudi bl e).

DR. HOWELL: Thank you very nuch, Al ex.

We're going to take a break. And we wll

return at 11: 20, et cetera.

And we will hear fromyou and Lisa after the
br eak. \

DR. KEMPER: Thank you.

DR. HOWELL: And everything has to be a bit
shorter.

(Break.)

DR. HOWELL: -- Lisa Prosser are going to

start with their duo, et cetera.
But, Alex, are you going to speak first, or

is Lisa going to?
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DR. PROSSER: 1'Il start going until we put
up the correct presentation here. |It's the next one,
Evi dence Eval uati on and Met hods Work Group.

FEMALE SPEAKER: (Off-mike.)

DR. PROSSER: Prosser.

DR. HOWELL: Looks prom sing. Here you go.

DR. PROSSER: Ah-ha, great, perfect.
Terrific. Thank you. Great.

So, as Dr. Kenper nentioned earlier this
norni ng, there have been a lot of limtations in
review ng the actual evidence for assessing the val ues
of addi ng new conditions to the panel. So |'m going
to start talking just a little bit about sone of the
limtations of evidence revieM/mAth\respect to the
Met hods Work Group neeting that we had in April.

"1l give a brief introduction to decision
anal ysis and then go into a case study in which we
applied a decision analysis nodeling approach to
newborn screening for MCADD and then, tal k about how
we plan to apply this for hyperbilirubinenma. And I
know t hat the decision analysis is very famliar to

sone of you and not famliar at all to sone of you.
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| encourage you to, please, junp in with
questions along the way. This can be an interactive
presentation. There will also be tine at the end to
have sonme di scussi on and questions as wel|.

So the Methods Working Group that was
convened in April was charged with considering new
evi dence revi ew nmet hods that we could bring to the
tabl e here to suppl enent what we've been doing in the
Evi dence Review Goup. And, in particular, if you
consi der nmodeling to assist in evidence synthesis and
generation so that we could take the sparse data that
we often have for conditions being considered for
addition to the panel and use decision nodeling as a
nmet hod for evidence synthesis to prévide addi ti onal
information to the commttee for consideration.

And we defined it at that neeting that
nodel i ng woul d be an appropriate approach to
i ncorporate into the evidence review process here and
that we would apply this to hyperbilirubinema as a
case study. So this application to hyperbilirubinenm a
IS expected to create a process or a framework that we

can use for evaluating conditions noving forward.

135




10

11

12

13

14

15

16

17

18

19

20

21

22

And one comment there, just -- there were a
number of representatives at that neeting that have
been involved with evidence review in different
formats at the U.S. Preventive Services Task Force, at
ARC, from ot her decision making bodies. And the
recognition there was very clear that the way that
deci si on nodel i ng has been used in other contracts is
different fromhowit's going to be used here, that,

I n general, decision analysis nodeling -- and |"']

tal k about this a little bit nore in the MCADD case
study -- is used as a backbone or a structure for

devel opi ng cost-effectiveness anal yses. But here,

we' re using that backbone, the decision analysis
nodel , to project health outconmes aé a stand-al one and
are not planning to nove at this point into the arena
of cost-effectiveness anal ysis.

So decision analysis is just a systematic
approach to decision maki ng under conditions of
uncertainty and provides a framework for eval uating
all the alternatives that are available. So in this
case, it would be universal screening versus not

screening or, for sonme conditions, potentially it
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m ght be -- another alternative m ght be targeted
screening for certain conditions.

And so, it requires explicit consideration
of each aspect of the decision problem So defining
the full set of alternatives, identifying choices
regarding the tinmng of inplenmentation, specifying the
uncertainties involved. So if there are data that we
don't have or downstream outcones that are uncertain,
that we specify that up front so that we know where
t he areas of uncertainty are. Assigning relative
values to the full set of possible outcomes, and then,
using all this information to identify which
alternative is projected to result in the maxi num
benefit, as well as characteri zing {he uncertainty
associ ated with that projection.

So what we expect to get fromthe process
here is not one answer, but a range of potenti al

outconmes. So we won't be able to say, you know, this

type of screening will result -- or screening for
hyperbilirubinema will save X nunber of |ives or
prevent X number of cases of CBE. But what we'll be

able to do is put a range around that so that there is
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sone information about what the |evel of projected
outconmes are relative to no screening, or, in this
case, relative to current practice.

The advant ages of nobdeling is that we can
take what data we do have, and we can evaluate both
exi sting and untested alternatives. So we can
si mul at e head-to- head conpari sons.

So if we were tal king about a situation
whi ch we have -- we're |ooking at conparing two drugs,
the drug A and drug B, we m ght have random zed
clinical trial data in which drug A has been conpared
to placebo, drug B has been conpared to placebo. W
can take all those data, put theminto a decision
anal ysis nmodel. And then, we conpage t hose three
al ternatives, drug A, drug B, and pl acebo, so that we
can then get the relative value of drug A and drug B.

It requires an explicit definition of the
assunptions, which is particularly inmportant in the
case of newborn screening in that it provides a
docunment ati on and transparency in the decision making
process that the commttee -- and then, once it goes

to the public, is available in terms of providing
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i nformation, not just on what evidence was reviewed,
but what potentially other additional assunptions were
made with respect to long-termeffectiveness, |ong-
term outconmes for which we have no data, but that did
feed back into the policy decision.

As Dr. Kenper nentioned earlier, we can use
this, once we have a nmodel up and running, to identify
whi ch paraneters are really driving the nodel. And
so, that will be a place to identify and target for
future research

And, with all cases of decision analysis
nodel i ng, one of the primary benefits is that we can
take data from say, a random zed clinical trial that
only lasted three or five years and\extent that into
the future so that we can project what the |long-term
data woul d be, and, in this case, over a lifetine, for

a newborn that's been screened at birth.

What we don't have here -- and we'll talk
about this during this presentation -- is that we
don't have random zed clinical data. So we'll be

maki ng those projections, based on what avail abl e data

we have, suppl enented by expert opinion.
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So deci sion analysis nodeling can provide
insight into conparative effectiveness. And | use
that term because here we're not going to be using the
deci sion analysis nodeling to | ook at the cost
ef fectiveness of different screening options, but to
project health outcomes. And that's really one of the
key marks of conparative effectiveness research, is
under st andi ng what |ong-term health outconmes are.
Whereas here, we typically only have short-term health
out cones.

So it's going to be particularly inportant
for child' s health policy by providing supports for
projecting long-termoutcones. And | think we'll see
that nore, not just here | ooking at\nemborn screeni ng,
but at other issues around child health interventions,
where we're trying to project long-termhealth
out conmes and understand what the long-termresults
are.

So, in general, cost-effectiveness results
and the acconpanyi ng deci sion anal ysis nodel s that
have been used to devel op those data are being used

increasingly. And one particular place that that's
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happened here in the States is ACIP, the Advisory
Committee for Imrunization Practices, where the
consi deration of economc information is one of the
stated areas of evidence that they consider fornmally
in their decision making process.

Now, other places here in the States we know
that that hasn't been the case. So |I think that it's
open to the committee and further deliberations as to
what role cost effectiveness will play here in the
commttee. There have certainly been a | ot of
questions around cost. And we have been review ng the
evidence, if there are published papers, to include
that in the evidence review

VWhen we go forward with tﬁe deci si on
anal ysi s nodel i ng approach, we will have the
opportunity there to potentially incorporate costs
into that decision analysis nodel and project cost-
effectiveness information. But that will take anot her
| evel of data collection beyond what we're doi ng here
for the decision analysis nodeling.

So the general approach here is to

i ncorporate nodeling into the evidence review process
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by using sinple nodels to project health outcones.
And we're not planning to go to cost-effectiveness
anal ysis yet, although that will be possible in the
| onger term So the initial goal is to use a nodel to
project health benefits and potential harm

So before | go into the case study, let ne
just pause for a nonment. Are there any questions or
comment s about nodeling so far? Okay, great.

So I"'mgoing to launch into a case study
t hat gives an exanple of how we've used deci sion
anal ysis nodeling in the past. So this was a study
that we started back in the early 2000s. So sone of
the data that you see here will not be rel evant today.

As Dr. Kenper nentioned, you know,
everything we do here in newborn screening i s nmoving
so quickly, it really has an expiration date. So sone
of this could have been updated nore recently. But it
gi ves an exanple of, you know, how we can use these
nodel s to project |ong-term outcones.

So this was a decision analysis nodel that
was created to | ook at the expansion of newborn

screeni ng progranms when tandem nass spec was
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i ntroduced. And the question, as everyone here, |I'm
sure, knows, was that the increnental test costs were
extremely low. But at the tinme, the total costs of
foll ow-up and screening were not particularly well -
characterized.

And there was potentially this higher
I nci dence at that tinme. Now we know what that | ooks
like in practice with newborn screening. So we wanted
to use a decision analysis nodel, both to estimate the
costs, not just the incremental test costs, but the
costs of follow up and screening as well as the costs
-- the long-termcosts of treatnment for MCADD

"' mnot going to go through this slide in
any detail, except to say that, you\knomn t he
condition met the criteria that it was a condition
that could be screened for and that early
identification and treatnment resulted in prevention of
negative health outconmes over the |long term and that
the incidence here is the rate that we were working
with that, you know, seven or eight years ago, before
there was |ifetinme screening here in the States.

So this slide shows a schematic of a
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deci sion anal ytic nodel used to estimte projected
heal t h outcones for newborn screening for MCADD. So
this is a very sinplified nodel here. W have three
different types of inputs into the nodel.

We have costs. We have probabilities for
each of the different outcomes along the way. And we
have health date values. So in this nodel, we are
proj ecting econoni c outcomes as well.

So we put all these inputs into the nodel.
And then, we can project both health outcones, short-
term screening outcones, the nunber of false
positives, how many kids required follow up, both
clinical outcones, the nunmber of cases identified,
number of hospitalizations, both under a no-screening
option and screening, so how many hospitalizations
were averted, how many deaths were averted, under-
screening versus no screening as well as the economc
out cones.

So we could |l ook at the costs. The total
cost of screening, including both increnmental test
costs as well as costs of further followup until

resolution of a presuned diagnosis or a true positive
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as well as qualities.

| won't talk much here about quality-
adjusted life here, except to say that that is an
econom ¢ end point for translating clinical outcomes
into a common netric. A quality-adjusted life here
can be thought of as roughly equivalent to a year in
perfect health. And so, that was one of the other
econom ¢ outcomes that we were | ooking at in the MCADD
anal ysi s.

Now, you know, many people | ook at these
nodel s and just think it's a black box, that what
happens in there is not transparent. And the intent
here is to nake sure that this is a conpletely
transparent process. \

So I'mgoing to go through the newborn

screening MCADD nodel in a little bit nmore detail and
then, nove into the exanple for hyperbilirubinem a.
But again, you know, the overall goal and intent here
is to make sure that this process is as transparent as
possi bl e, that there is understandi ng and agreenment in
terms of what assunptions, what outcones, the inputs

that we're using for the decision analysis nodel to
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generate additional data for the commttee.

So within the newborn screening sinulation
nodel , there are two sub-nodels, one that sinulates a
hypot heti cal cohort of newborns goi ng through newborn
screening and an identical cohort that goes through
anot her sub-nodel in which they don't experience
screening, but they're identified by a clinical
i dentification.

So this slide here shows a slide schematic
of the newborn screening program sub-nmodel. So the
newborn woul d undergo a screening test. There woul d
be either a normal result with no further foll ow up,
sone probability of an inadequate sanple, or they
m ght repeat test for some other reéson.

Anot her probability is that there's an out-
of -range val ue, and they would require a repeat sanple
until they're either referred to a pediatrician at a
nmet abol ic center or they were resolved, in the first
part of the screening sub-nodel, by the end of the
first year. And one inportant thing is that we have
to identify timng for all of the points that are

included in the decision tree of the decision analysis
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nodel .

Either result is a false positive, presuned
di agnosi s, or true positive. And then, newborns that
were identified with MCADD in the nodel, then noved
into the lifetime MCADD sub-nodel of screening.

Now, so each of these arrows represents
probability that it was either devel oped by review ng
the literature or with assistance from an expert
panel. And that's inportant to keep in m nd.

So for this nodel, this is a probabilistic
nodel . And each of these arrows was defined by a
probability distribution. So there was a nost |ikely
val ue and then, a range of distributions defined by a
confidence intervals so that when mé ran the nodel, it
wasn't based just on one value, but that we were
pulling fromthat distribution so that we could create
confidence intervals around all the projected health
out cones.

In this nmodel, it was a cost census nodel,
so each of these health dates was evaluated with a
cost. And, again, there was a range in terns of the

costs that were included in the nodel as well as the
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health date value. Here we've ranked all of the

heal th outcones using health utilities used to drive
quality. So they were all rated on a scale from zero
to one.

So newborns that (inaudible) the newborn
screeni ng sub-nodel that were identified as having
MCADD t hen were sinulated through the rest of their
lifetinme. And this part of the npdel was relatively
si npl e.

They could either -- in each year of life,
they could either remain normal. They coul d have,
say, sone probability of intellectual disability or
devel opnental delay. O they could die, either from
MCADD or from another -- from any o{her di sorder.

They al so faced a probability of a short-
term hospitalization each year. So we tracked these
t hroughout the lifetime of the nodel so that we're
able to conpare the newborns screened hypotheti cal
cohort to the unscreened cohort in terns of
hospitalizations as well.

So this slide shows a sub-set of sonme of the

proj ected outconmes fromthe nodel. So in the second
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columm, clinical identification, there is a
hypot heti cal cohort of 100,000 kids. And we
identified in their 5.88 children with MCADD. The
number in parenthesis is the confidence interval
around -- or, sorry, the standard error around that
projected estimate. Of course, there aren't any fal se
positive screens on the clinical identification side.

Here we're al so projecting costs and
quality-adjusted life here in order to calculate the
cost effectiveness of screening versus clinical
identification. So, in the screening arm here, we
proj ected an additional number of cases with MCADD to
refl ect what had been available at the tinme in terns
of pilot data from Massachusetts and from ot her
countries.

The nodel projected that there would be 20
fal se positive kids -- 20 kids that were identified
t hat would end up having false positives. And that's
sonet hing that we could vary and | ook at with
sensitivity anal ysis.

The costs -- here this is the total cost for

the screening arm And we're also able to track that
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and to deconpose that into the costs associated with
testing, the costs associated with short-term foll ow
up, and the costs associated with |ong-termtreatnent.
But that's not shown here. Again, also with the

proj ected cost data, there are also confidence
intervals associated with those that we can understand
the uncertainty around those nunbers.

To cal cul ate the cost-effectiveness ratio,
or the costs and nunbers of quality-adjusted life
years that were gained from screening versus clinica
identification, that cal cul ati on was about $21, 000 per
quality. So MCADD -- screening for MCADD was not
cost-savi ng, but would be considered cost-effective by
many netrics. \

There's a | ot of debate about exactly where
that threshold is. How do you decide if sonething' s
cost-effective or not? And that varies by different
characteristics and may be sonething that the
commttee will consider here along the way.

There is energing evidence, just as a side
note, that the threshold is probably different for

preventive prograns than for identified treatnents.
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And so, that's a thing that could be considered al ong
t he way.

But so our primary end points of this nodel
is the cost-effectiveness ratio. So base case,
$21, 000 per quality-adjusted |life year gained. But
what's really inportant here is to be able to | ook at
sone of the projected |ong-term outcones.

So what we're able to do with this nodel is
we're able to project, throughout the |life course. So
for the 100,000 cohort of hypothetical newborns, we
can see, over tinme, what the cunul ative nunmber of
deat hs are, over time, so what the increnental deaths
averted at each tine point is as well as the nunmber of
cases that ended up with having intéllectual
di sability.

One of the very interesting things fromthis
nodel is that, in our earlier runs, we found that the
number of hospitalizations was actually higher under
screening than under no screening. And so, at first,
we were concerned about that, because our initial
hypot hesis was that youth screening would be

preventi ng negative health outcones.
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But what was happening -- and we were able
to see that by | ooking nore closely at the projected
outconmes in the nodel -- is that, as we're saving kids
fromdying, that they're then at risk for
hospitalizations. So the nunber of hospitalizations
was actually higher under the screening option. But
still, the cost effectiveness | ooked favorable.

Then, in terms of thinking about what this
can potentially provide for the conmttee here is
really in terms of sensitivity analysis. So when we
varied the different inputs into the nodel, what does
that do in terns of changing the outcones that we're
| ooki ng at?

So here the base case -- énd " mgoing to
use cost-effectiveness ratio here, because that was
the primary end point for this nodel. But for
hyperbilirubinem a, we'll be tal king about specific
heal t h out comes.

So if we changed the cost of the initial
screen and varied it all the way up to $50, which is
about seven or eight tinmes what we had assuned in the

initial base case analysis, it really changes the cost
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ef fectiveness. So that was one of the few paraneters
that we found that the analysis was very sensitive to.

So nost of the other paraneters that we
varied in the nodel had very little effect on the
outconme of cost-effectiveness ratios and really
varied, you know, within a few thousand dollars from
the initial result, which we would view as being
essentially unchanged, but very robust to changes to
the i nput paranmeters. So, for exanple, when we
changed -- when we used either higher event rates, so
probability of hospitalization, probability of dying
due to MCADD -- when we varied those fromthe top of
the confidence interval to the bottom of the
confidence interval, the range of cﬁange in the cost-
effectiveness ratio was only $18,000 to $32, 000, which
is still very sinmlar cost-effectiveness ratio. And,
agai n, when we changed the specificity of the test,
there was very little difference in the cost-
ef fectiveness rati o.

So this will really be the key part of what
we can do when we take the evidence that's avail able

inthe literature so far and to use it as inputs into
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a nodel supplemented by expert opinion to create sone
proj ected health outcones, but really to create those
ranges around the projected health outconmes. So for
MCADD, we are able to project the screening tests and
foll owup results, short-term outconmes, projected
number of kids with the condition, cases of

devel opnent al del ay, hospitalizations, and deaths.
We're also able to project costs, both in the short-
term and over the long-term as well as quality-
adjusted life years.

And, in general, the results were sensitive
to just cause. But at that time, there was a big
question around, you know, what woul d happen if the
fal se positive rate was not what it\mas originally
anticipated to be, if it were nuch higher. And it
turned out that that didn't really change the cost-
effectiveness ratio at all

So we're now t hinking about applying this to
hyperbilirubinema. So the plan here is to create a
si npl e deci sion analysis nodel to use the evidence
t hat we have and to use the nodel as a way to

synt hesize this evidence into tangible health
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out cones, both short-termand |ong-term

We're part-way along this process so far.
And when we think about putting this into a nodel,
there are a nunber of inputs that we really have very
little or no data on. And what we'll be doing is
working with the expert panel.

We' ve al ready had one conference call wth
themin which we have reviewed the structure of the
nodel . The next conference call or two will be to
suppl ement the data that we have to devel op
assunptions around the m ssing data that we need to
actually run the nodel. And then, we'll be able to
proj ect short and | ong-term health outcones.

So for hyperbilirubinenmia, there will be a

screeni ng sub-nodel. And then, the conparison will be
the clinical assessnent sub-nodel, which will reflect

current practice. And this is a pretty sinmplified --
so this is a sinple nodel here.

It's much sinpler than even what we have
right now as a draft nodel. [It'lI|l probably be a
little bit nmore conplex than this. But the intent is

to be as transparent as possible and nake sure that
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each of these steps is docunented and vetted by the
expert panel as well as with input fromthe conmttee,
if there is a liaison, depending how t hat process
proceeds.

But what's inportant here is that we'll be
wor ki ng through a different process than the way that
nodel s have been used for, say, the U S. Preventive
Services Task Force or for ACIP, where those nodels
have been built on data fromrandom zed cli nical
trials, fromlarge cohort studies, fromretrospective
dat abases. And there, the validation of the nodels
has hi nged on matching to actual data that's avail able
and then, projecting beyond that.

Wher eas, here, it's a dif{erent deci si on
nodel i ng approach that's really geared towards a
nmet hod for evidence synthesis. So it's an alternative
to neta-anal ysis, because we don't have the evidence
base that's needed here to do any kind of formal neta-
analysis. So this can be viewed as an alternative way
to synthesize the evidence conpared to an neta-
anal ysi s approach.

So for hyperbilirubinem a, an inportant part
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of the process of nodeling will be to process what's
happeni ng right now practice, because that will be the
conparator for the analysis. So this is where there
is considerable variation across the country. And,
again, there are not very good data on what proportion
of kids are being tested and with what screening

appr oach.

And so, what we'll have here is not just
possi bl e options or a range for each of the paraneters
in the nodel. But we'll actually have different
scenarios so that we can | ook at, you know, if X
percent of kids are currently undergoing screening.
And we can vary that range from you know, O to 100
percent. And we can | ook at differént scenarios to
provide that information. That'll be an inportant
part of this assessnment.

So just one last coment here. So one of
the things that we've started tal king about and that
will also be a very inportant part of this nodel is to
tal k about how we define the cohort, what sub-groups
are included in the cohort, that the data will differ,

dependi ng on the age of the newborn. And so, we'll
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probably have a couple of different anal yses based on
whet her we're tal king about healthy, full-term baby or
we're tal king about children with other
characteristics. And we'll have to stratify the nopde
by sub-groups.

The ot her piece that has not been integrated
yet, but is that there also needs to be very specific
timng for each of these branches in the nodel. And
that will be incorporated here.

So the intent is to be able to project
heal t h outcones, both screening outconmes, short-term
out conmes, | ong-term outconmes, conparing clinical
assessnment to universal screening. And what we'll be
able to provide is, kind of, a base\case estimate as
wel | as a range over which those estimates are likely
to vary.

We're not planning, at this point, to go
into cost-effectiveness analysis. One of the other
chal | enges for newborn screening conditions is, not
just is there very little evidence on effectiveness of
treatments or incidence rates, but there's also very

little data out there on the econom c side.
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And we al so don't have the sanme ability to
use existing data for these conditions, because
they're so rare, as we do for sonething |like asthm,

di abetes, or nultiple sclerosis, where it's relatively
easy to take a retrospective clains database and go in
and estimte costs for different types of treatnment or
annual costs for a condition. That we tend not to
have that data for conditions that are being

consi dered for newborn screening.

And we al so don't have the ability to go
into these retrospective databases to do that as well.
So if we want to nove towards evaluating the cost
effectiveness, that's sonething that would Iikely
require primary data collection. \

So in terns of anticipated findings, the
intent is to be able to project health outcones and
t he associ ated uncertainty for the health outcones, as
they're defined. W have a |list now that's being
augnmented in our discussions with the expert panel.
We'll be able to identify the key paraneters, so which
are the ones that are really driving the analysis, and

al so to provide inproved transparency for assunptions
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on health benefits and potential risks of screening
and treatnment.

So, at this point, I'mgoing to open it up
for questions, discussion, coments.

DR. HOWELL: Jeff?

DR. BOTKIN: Yeah, thank you. Very
I nteresting.

And | had a specific question about the
MCADD nodel i ng and how you deal with circunstances in
whi ch you have a spectrum of disease.

DR. PROSSER: Yeah.

DR. BOTKIN: So you have kids who are true
positives identified by screening, but may never have
been identified clinically. 1In othér wor ds, they have
-- and | don't know what current thinking is on MCADD
whet her that's a significant percentage of that
popul ation. But it's not a false positive.

DR. PROSSER: Yeah.

DR. BOTKIN: But it's also not really a true
positive, either. So what sort of assunptions were
made about that phenonena?

DR. PROSSER: Right. So that's a really
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ni ce exanple of where nodeling can provide usefu

i nformati on, because what we did is we included those
kids in the nodel. And then, we were able to vary our
assunpti ons around what happened to them So we were
able to assune that either they were identified and
woul d never have had any synptons in the absence of
screening. But they received treatnent, but really
received no benefit. So they were just added costs in
t he nodel .

O we could also include themin the nodel
as having synptomatic and had that woul d not have been
identified through clinical identification for
what ever reason. Maybe they died very early on, and
it was m sclassified. \

And so, by being able to vary that, it
didn't nake any difference in ternms of the cost-
ef fectiveness results. But we were able to vary that
assunption. So we were able to include that in the
nodel .

DR. HOWELL: Gerry?

DR. VOCKLEY: Thank you.

| have sone questions about the MCADD
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assunptions that | think are probably best left to
of fline, because it seens to ne that, based on the
historic literature, there are probably some costs
that aren't being captured.

DR. PROSSER: Yeah.

DR. VOCKLEY: But | think the nore inportant
question or coment is that, you know, | think you
have a very good opportunity here to go back and | ook
at sonme of the better-characterized screening
di sorders right now and say, "Okay, what do we know,
based on 10 or 20 years worth of experience for
particul ar di seases that fall into different
categories"? And the cynic would say, "MCADD s a bad
exampl e, because if you don't find {t, you drop dead,
and you don’t cost the system anything." So, you
know, it's cost effective not to screen.

DR. PROSSER: Not cost effective.

DR. VOCKLEY: It's not cost effective to
screen.

DR. PROSSER: Ckay.

DR. VOCKLEY: | said it in a double-negative

there. And so, if you could pull out data on
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di sorders where there are nmore chronic clinica

ef fects, you could really, sort of, validate your
nodel going forward for something |ike

hyper bi | i rubi nem a, where the effect is not death, but
di sability.

DR. PROSSER: Yes.

DR. VOCKLEY: And really show how wel |l it
fits with a couple of real-world nodels and validate
it pretty nicely for going forward. So I think you've
got sone great opportunities here.

DR. PROSSER: That's a good point. And |I'd
li ke to address this question around cost-saving
versus cost-effective.

So, you know, if we're Ioéking at a
situation in which there's i nmedi ate death, we don't
necessarily assune that that's going to be cost-
saving. VWhat we're really interested, when we're
doi ng cost-saving analysis, is |looking at the relative
value of that. And so, we're never |ooking just at
costs, but at what the health is that is being
purchased for that.

So, you know, we're purchasing life years by

163




10

11

12

13

14

15

16

17

18

19

20

21

22

i nvesting in a technol ogy that saves lives. So just
to -- as a side note, that your cost saving does not
equal cost effective. That, you know, nobst health

i nterventions are not cost-saving. But we still
choose to invest in them

But what we want to know i s whet her they
provi de the value that we're |ooking for, if they're
cost effective or not. But we're not |ooking at just
m nim zing costs, because that's only half of the
equation. We want to know what we're getting for that
I nvest ment .

DR. CHEN: Yes. You nentioned the well -
known issue of tinme variability in ternms of risk for
hyper bi |l i rubi nem a. And so, how, aétually, do you
envi sion that, going into the, sort of, risk nodeling
in the decision anal ysis?

DR. PROSSER: So what we will probably be
doing is identifying specific time points for the base
case analysis. And then, we can vary those.

DR. CHEN: Okay.

DR. PROSSER: So assunming that all kids are

screened at 6 hours or 12 hours or 24 hours, and then,
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we can vary that and see how it changes the results.

DR. CHEN: Uh-huh. And I'Il just ask the
other. There's a significant racial/ethnic variable
as well in hyperbilirubinema that will also need to
be --

DR. PROSSER: Right. Right. And that goes
to ny comment about that. We'Ill have to stratify the
cohort, because there are a | ot of other variables
that go in there. Yeah.

DR. HOWELL: Dr. Homer?

DR. HOVER: | just nention -- you may have
covered this, and I m ght have just mssed it. But on
the hyperbilirubinem a case, since what we're
screening for is hyperbilirubinenia\and t he outcone
we're interested in is, obviously, encephal opathy,
devel opnent al delay --

DR. PROSSER: Ri ght .

DR. HOVER: And the |linkage between those
two remains enigmtic. So how are you going to nodel
t he uncertainty around that |inkage? Because that's
al ways been the bug-a-boo when we've done the evidence

reviews around that topic.
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DR. PROSSER: So that's where we'll make an
assunpti on about what that translation is, you know,
how good of a marker it is for ABE and then, CBE. And
we'll have to vary that. And there nmay be a | ot of
variability around that particul ar assunption.

DR. KEMPER: So the purpose of this nodeling
is not to replace the full report. But it's additive.
And it's going to point out, | think, specifically, in
this case, where the inportant gaps are.

Because, you're right. There are really
preci ous few data around the relationship between
hyper bi | i rubi nemi a and acute bilirubin encephal opat hy
and kernicterus. | think we can make reasonabl e
guesses and put boundaries around mﬁat t hose are to
get a sense of what's going on. But it's inportant to
remenber that this nodel -- you know, none of this
nodel i ng stuff is replacing what's happening with the
evi dence reports. It's just another way of | ooking at
it. And | think back to issues when we were | ooking
at critical congenital heart disease, how nice it
woul d have been to have this kind of nodeling, because

of the questions that cone up around, you k now, how
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many babies are you really going to find, what's going
to be the false positive rate, what's going to be the
| ong-term benefits of doing that.

You know, we have all that material in the
full report. But it's not as clear as it would have
been with this kind of nodeling. So they go together,
ki nd of, hand-in-gl ove.

DR. HOWELL: Lisa, thank you very nmuch.

DR. PROSSER: Thank you

DR. HOWELL: And we'll look forward to
seei ng your w sdom

We are now going to nove to conmmittee-
rel ated work, preparing for the transition. And Joe
Bocchini, who is the incom ng conni{tee Chair, wll
presi de over this discussion.

DR. BOCCHI NI : Well, first, | want to thank
all for the opportunity to take on the task of running
this commttee. | think that, as | |ook around, with
the expertise around this table and in the gallery
there in the field of genetics and the newborn
screening and at the acconplishnents that Dr. Howel |l

and M chelle Puryear made in this |limted period of
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time, | think it's a daunting task to follow them
And |'m assum ng that anybody who is involved with
newborn screening would | ook at this opportunity and
be very nervous about doing it. So |I'm assun ng that
what the HRSA did was said, "Well, let's give it to
the infectious disease guy."

(Laughter.)

DR. BOCCHI NI : Maybe he doesn't understand
enough to know what dilenmm he's (inaudible).

(Laughter.)

FEMALE SPEAKER: That was the Secretary's
choi ce.

DR. BOCCHINI: So | believe with the
strength of the commttee and with QMat Rod and
Mchelle did to get it organized and have it run, that
this will be a successful transition. So I,
certainly, think that we could make it work.

My task today was to give sone ideas about
where the conmttee is and where we need to go. And I
think that it's been prefaced very nicely by the work
that's been done by the subcomm ttees and by the prior

presentati ons of others, who have really, you know,
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| aid out sonme of the issues that are before the
commttee and sonme of the things that we really need
to think about as we go forward.

So, actually, what | did was very simlar to
what sonme of the other presenters did. And that is |
went back to the initiation of the establishnment of
this commttee and | ooked at the charter and the
duties. | want to just quickly review sone of those
and then, see how that led to some of the things that
|"mgoing to then bring forward to the committee.

As you | earned earlier, or were rem nded
earlier, this commttee was chartered in 2003 with
Section 1111 of the Public Health Services Act. And
the charter was updated in the Newbérn Screeni ng Saves
Li ves Act of 2008. It was in the reauthorization of
the Public Health Service Act that year.

But what it did was extended the operation
of this committee for a five-year period beginning in
April of 2008. And so, reauthorization of this
commttee is actually required in 2013.

The objective and scope of activities of

this commttee has been nmenti oned before, but 'l
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just reviewit. The commttee provides advice to the
Secretary about aspects of newborn and chil dhood
screening and technical information for the
devel opnent of policies and priorities that wll
enhance the ability of the state and |ocal health
agencies to provide for newborn and child screening,
counseling, health care services for newborns, and
children having or at risk for heritable disorders.

And | think that in the subm ssion of the
report to Congress this year, it was nmentioned in the
commttee's report that the focus has been primarily
on newborn screening, because that was the area where
the greatest inpact could have been, but not that we
were limted to newborn screening. \And | think sone
of these issues have cone up in discussion before
about advancing the work of this conmttee to other
areas. And | think that, clearly, it's within the
maj or objective of the committee and scope of its
activities to do so.

The duties were three-fold: to establish
the bylaws, to specify the commttee's operation

procedures. And it's very clear that that's been
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done. And the work of the Evidence Review Commttee
and others, clearly, show that the committee' s very
aggressive in |looking at the ways it should | ook at
information and the way it should operate. And,
clearly, we're reviewi ng that as we're goi ng al ong.

Revi ew and report regularly on newborn and
chi | dhood screening practices, and recommend
i nprovenents in the national newborn and chil dhood
screening progranms. And, clearly, that's what the
committee has done.

There are a nunmber of activities that are
also -- were placed in the Public Health Service -- or
reaut hori zati on Act in 2008 that have an inpact and
conpl enent the work of this connittée. Section 1112
established the cl earinghouse for newborn screening,
1113, the program for |aboratory quality, which we've
heard about at this -- earlier in this neeting, 1114,
establish the Interagency Coordinating Conmttee on
Newborn and Child Screening, and 1116, establish the
Hunter Kelly Newborn Screeni ng Research Program at
NI CHD.

And all of those we've heard about during
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this nmeeting. And, clearly, they' re noving ahead and
devel oping things that, clearly, will have an inpact

on what this commttee does and informthe commttee

and the committee, in turn, provide advice for those

proj ect s.

Section 1109 was originally in the
Children's Health Act of 2000. And it established the
grant prograns that exist to inmprove the ability of
states to provide newborn and child screening for
heritabl e disorders. And this conmmttee provides
advi ce and recomendations to the Secretary concerning
t hose grants and projects, which are awarded -- or
funded under this section and the technical
information for the devel opnent of ﬁolicies and
priorities for the adm nistration of these grants
under that section.

Now, there are a nunber of specific duties
that are outlined in the Newborn Screening Act of 2008
that further provide an outline to what the
commttee's duties are. One was to make systenic
evi dence- based, and peer-revi ewed recomendati ons t hat

i nclude the heritable disorders that have the
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potential to significantly inpact public health, for
whi ch all newborns should be screened, including
secondary conditions that my be identified as a
result of |aboratory methods used for screening.

And, clearly, this is where the commttee
has been remarkably successful in advancing a
st andar di zed uni form panel and now has nmade additi onal
recommendat i ons, which have been inproved for
additions to that universal panel.

Anot her duty was to devel op a nodel deci sion
matri x for newborn screening expansion, including an
eval uati on of the potential public health inpact of
such expansion, and periodically evaluate and update
t he recommended uni f orm screeni ng pénel as
appropri ate, based on such a decision matrix. And I
think it's very clear that the decision matrix has
been made for newborn screening expansion. W're
nodi fyi ng or | ooking at ways to strengthen the
evi dence on which that's based.

But | highlighted these two areas, because |
think these are areas that | think we've had sone

di scussi on about, but, clearly, are things that we
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potentially could focus nore on, which would be the
public health inpact for the individual expansion.
That's been discussed in some detail already.

And then, the issue about going back and
reeval uati ng and updati ng what we've done, | think, is
really inmportant. | think npst policies are subject
to revision.

The Anmerican Acadeny of Pediatrics -- every
policy that's made has a five-year life span. At the
end of that five-year life span, it's either revised,
retired, or reaffirmed. And | think that that's --
ot her agencies -- | know AAFP has a sim |l ar policy,
and CDC.

The ACIP has a simlar po{icy about revising
docunents over a period of tinme. And this commttee
needs to consider review ng and then, updating or
nodi fyi ng things, based on either a time period as
wel | as based on new dat a.

Now, other duties include considering ways
to ensure that all states attain the capacity to
screen for conditions chosen. And in sone way, that

hel ps to inform how to provide grants through Section
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1109, al so provide reconmendati ons, advice, or
information as may be necessary to enhance, expand, or
i nprove the ability of the Secretary to reduce the
nortality or norbidity from heritable disorders, which
may include -- and | think this is sone of the --
t hese are some of the things that we came up today,
and, certainly, came up in each of the subcomm ttees.

Fol l ow-up activities, including nmaking rapid
di agnosis in short-term and those that ascertain | ong-
term case nmanagenent outcomes, and appropriate access
to services -- this, certainly, speaks to the report
on one of the comm ttees.

| mpl ementation -- that became a big issue in
two of the subcommttees for us to {hink about. And |
think, clearly, it's under the purview of this
comrittee to | ook at that and to nake recomendati ons
concerning that for nonitoring evaluation for newborn
screening activities, including diagnhosis, screening,
foll owup, and treatnent activities, and then,
di agnostic and ot her technol ogy used in screening.

Addi tional things are availability and

reporting of testing for conditions for which there's
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no existing treatnent and conditions not included in
t he recommended uni form screeni ng panel that are
treatable with FDA-approved products or other safe
treatments as determ ned by scientific evidence and
peer review. And this, certainly, could lead us to
sone of the things that Ned raised about the
possibility of |ooking at things that m ght not be
consi dered for universal screening, but nm ght be
targeted for specific things or specific individuals.

And t hen, devel oping m nimal standards and
related policies and procedures used by state newborn
screeni ng programs such as | anguage, terninol ogy,
standardi zing case definitions, et cetera.

The commttee al so has a duty to recomend
qual ity assurance oversight and eval uati on of
screening -- the state screening prograns, ensuring
that tests, technol ogi es used neet established
standards. And this, certainly, was brought up in the
Laboratory Eval uations Comm ttee.

And public and provider awareness and
education, certainly, has been an ongoing effort by

this commttee, and the subcomittee there has nmade
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numer ous contributions. And then, |ooking at costs
and effectiveness of newborn screening and nmedi ca

val uation systens and intervention prograns conducted
by state-based prograns.

And | think that's, clearly, sonething that
the committee will need to address. That's,
certainly, beconme very inportant in a nunber of areas
and, clearly, for recommendati ons that we make, |
think cost effectiveness is now going to have to be an
i nportant part of each of the decisions that the
comm ttee makes.

The committee, also under its charter, has
the responsibility for identification of, causes of
public health inmpacts of, and risk {actors for
heritabl e di sorders and the coordination of
surveillance activities, including standardi zed data
col l ection, reporting, harnonization of |ab
definitions for heritable disorders, testing results,
and confirmatory testing and verification of positive
results. And, again, that was spoke to directly by
the Laboratory G oup.

The comm ttee has a number of reporting
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requi rements. After three years of existence, it
needed to publish a report to Congress, and subsequent
to that, is responsible for an annual report on peer-
revi ewed newborn screeni ng gui delines, including
followup and treatnent. This commttee reviewed and
contributed to that report that was subnmitted this
year -- submtted to Congress, the Secretary, and the
I CC as well as to state departnments of health.

Now, in ternms of subcomm ttees, the Advisory
Committee has three standing subconmttees. W' ve
heard fromthe three of them Foll ow Up and
Treatment, Education and Trai ni ng, Laboratory
St andards and Procedures.

And, at Sara's request, tﬁe commttees did
consider their current status and the future. And I
t hink we had sone very good suggestions from each of
the three commttees on how they should interact,
better way to interact for the Chairs, and then, going
forward, either nodification of title and issues that
are | ooked up at each conmttee, and then, perhaps
even establishment of an Inplenmentation Commttee.

And | think those are things that Sara and | will have
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to |l ook at and start to consider whether -- how we can
fit those recommendations in in a snmooth way and have
the neeting continue in such an effective way by
addi ng those paraneters.

Current working groups -- we have the (off-
m ke) and then, (off-m ke) and specific topic-related
groups (off-m ke) and eval uati on methods. And these
are working through their processes. And, obviously,
addi ti onal working groups will be needed, sone of
whi ch may have been, sort of, the seeds planted today
for the devel opnent of subsequent comm ttees and
comm ttee assignnents.

So here are sone of the thoughts that | had
about what are the current needs thét require being
addressed or to be considered. And one of the things,
based on the transition of nenmbership, we have no
menbers now in the Nom nations and Prioritization
Working Group. So we'll have to repopul ate that
group. So we'll have to assign nenbers to that group

We need to review the structure and function
of each of the current standing work groups. | think

that's already a process that's been started. And
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then, we need to prepare for the reauthorization in
2013.

And | think that, by review of |egislation
and our charter, we need to determ ne whether our
standard operating procedures and all of our commttee
activities match those, the duties that are outlined
in the charter. And if not, we'll |ook at ways that
we can do that so we could nmeet our requirenents for
2013.

| think we have an excellent matrix for --
and we're nodifying it for devel opnent of worKking
t hrough nomi nations. But | think that the public
heal th inmpact that | was tal king about earlier -- |
think we need to have a fornal natr{x for eval uation
of public health inpact. Sonme of them have already
been outlined in previous discussions.

Benefits are inportant. Cost effectiveness,
as we said -- | think that, as we | ook towards
nodeling, | think, in addition to nodeling health
out conmes, we need to begin to | ook at nodeling cost
ef fectiveness. And that may nean the need to

i ncorporate health econom sts into the process so that
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t hat can be done.

We need to | ook at technical aspects,
| aboratory capacity, provider capacity. So we need to
know how states can include or inplenment the things
that we're tal king about. And, sort of, to frane
that, | took two things fromthe Secretary's letter to
Dr. Howell on the critical congenital heart disease to
show that the Secretary's interested in this conmttee
doi ng those as well.

This is a paragraph from-- or a sentence
from one of her paragraphs. "In addition, |'m
requesting that the conmttee collaborate with HRSA to
conpl ete a thorough evaluation of the potential public
heal t h i npact of universal screeniné for CCHD, as
required by the authorizing statute, Section 1111."

So she thinks that this is our responsibility. And
so, | think this is sonmething we need to address. And
| think it fits with what we're doing.

In addition, later in the letter, she
i ndi cates, "Specifically, it would be beneficial to
states, health care facilities, and individual

clinicians to have the Advisory Committee and ot her
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public health experts partner with HRSA to provide

i nformati on about a nunber of issues, including, but
not limted to, the following: what will be the

i npact on state health departnents, including staffing
needs to inplenment this progran®?”

"What are the roles of the state health
departments? What capacity is present to ensure that
all babies are screened and the results are
comruni cated to providers, including assuring that
those not screened at birth receive a screen?"

"' m sure some of this is directed to the
fact that this is point of care testing and not being
done in a state laboratory. But | think it's, sort
of, a nmodel for us for us to considér t hese ki nds of
I ssues when we | ook at adding things to the newborn
screeni ng, whether they be point of care or whether
they be in the | aboratory or whether they be new
technol ogies to nodify what's bei ng done.

So I think the other thing that came up that
| think relates to these issues was foll ow up on
policy decisions; inplenmentation issues; surveillance

i ssues, since that, clearly, is in our purview,
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pati ent outconme data; and | ooking at the effects of
t he decisions that have been made in terns of

di agnosi s, short and | ong-term case managenment

out conmes, and whet her there's appropriate access to
services for the patients that are identified. And
t hen, overall evaluation of program-- |'ve already
di scussed the possibility of planned policy reviews.
| think that woul d be inportant.

And, certainly, our annual report gives an
opportunity to do that. But, in addition, going back
to the states with specific recommendati ons, based on
what ' s happened as a result of the initiation of
policies, would be very inportant.

And we've al ready tal ked {n sone detail
about this. | think this was a great opportunity to
review the structure and function of our working
groups. But also, it's an opportunity for us to | ook
at how we structure a working group for individual
nom nat ed di sorders that we accept for review

We' ve had sone di scussion about that and how
that should proceed. And I think that m ght be

sonething that the committee | ooks at in detail.
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What's the makeup of those comm ttees? What
shoul d be the standard operating procedures? What's
our interactions with the Evidence Revi ew Teanf?

What's a work product that we would |ike the working
group to bring forward?

And what's the format of that? And how
should the interaction be with the conmttee as the
data's evaluated? And how does the commttee becone
I nformed about the issues so that, at the tinme of
presentation, an appropriate discussion and then,
deci sion made for a vote? So | think that's a process
that we need to | ook at.

And then, an additional thing -- and | think
Jeff's report on the neeting that més held in Utah is
potentially an exanple of this. That there are groups
outside of the conmmttee that do things that nay
enhance the work of the commttee. And, in many
cases, they come to the committee with those details.
And, in sone, they may even ask for support fromthe
comm ttee.

And so, | think the conmttee needs to

consi der what should be the process of review of those
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products. Is it such a thing so that, for Jeff's
group, could it be that the commttee would then
ei ther endorse that or support it or even approve that
as part of the SOP of our commttee and then, maybe
potentially dissem nate that. So |I think that it
m ght be inportant for us to start thinking about how
we can enhance the role of the commttee or help
ot hers who are working in a simlar field by being
i nvol ved in the devel opnent of those products or at
| east supporting or endorsing them

So that's ny summary, after |ooking at what
the rules were and considerations of what's been going
on in my tenure on the committee. And I think that
t he success of this commttee is, c{early, based upon
t he people who are around this table.

| think we have five excell ent new nembers
who will join this table next tinme. And so, | think
goi ng forward, we have the expertise to continue at
the rate that Rod has set. And | hope we can do that,
because | think that's where the benefit is for the
wonmen and children of this country. So I'll stop

there and see if there are any questions.
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DR. HOWELL: Thank you very nuch, Joe.

Ned?

DR. CALONGE: (Of-mke.) Thank you, Rod.

Joe, that was fantastic, quite a great
sunmmary. And | will tell you, it's been interesting
to sit next to Joe Bocchini and watch him actually
capture the concepts as they flew by fromcomittee
members and then, integrate them both in terns of
t hings you' d already been thinking of and things you
heard. That was really fantastic.

My question has to do with the
reaut horization. And is there a specific process?
O, | nmean, | can't believe there's, like, a formto
fill out. But, |I nmean, really, to {he degree of
i dentifying those processes that need to occur and
dedi cati ng, you know, the work of your other nenbers
to help you get that done, because 2013 will be here
before you know it.

DR. HOWELL: Right.

Sara, can you comment on that?

DR. COPELAND: Yes. I'll just -- am|l on?

DR. HOWELL: No.
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DR. COPELAND: No? Qur O fice of
Legislation is already aware. 1've already put it on
the agenda for -- it's called an A-19 process. And we
are starting it --

(Laughter.)

DR. COPELAND: Part of it -- but part of it
is definitely maki ng sure that our charter is in |line
with the legislation and the duties and maki ng sure
that there's as little controversy as possible.

Ot herwise, we run the risk of running -- it being,
i ke, (inaudible) genetics and health -- GHS, so

| osing our authority to do this. So | want to make
sure that we've dotted all of our i's and crossed al
of our t's. \

DR. HOWELL: Jeff?

DR. BOTKIN: | guess I, kind of, have a
broad question about the charter and even our nane. |
nmean, the heritable condition phrase is in there. But
that hasn't |imted us from |l ooking at congenital
heart di sease, which is congenital, but not heritable,
and hyperbilirubinem a, that only sone causes of which

woul d be heritable.
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So are we satisfied with that state of
affairs? | nmean, can we nove on to infectious
di seases and things of that sort if they're proposed
for analysis? O do we, sort of, perhaps need to
rethink the charter in that respect? O is that thin
ice?

DR. BOCCHINI: Well, I think we've already
done that. So |I think -- | would think, and | woul d
hope that congenital infection would be under the
purview of this commttee, if and when we have an
opportunity to nmake a specific diagnosis. It's a
conmon problem with serious sequel ae.

There is a potential for enmerging treatnents
for CW, the npbst conmon one. And {oxiplasna we
al ready have therapy for. So |I would hope it would be
under the purview of the commttee. | think we've
gone beyond heritable. So for congenital heart
di sease, as you said, we've --

DR. HOWELL: We've had consi derable
di scussion offline about CW already. And that wll
continue to cone up. And we participated in a neeting

at the CDC sone years ago about the possibility of
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newborn screening for CW, obviously, because of its
relationship to severe hearing | oss.

Gerry?

DR. VOCKLEY: Rod, do you see that as a
problemw th the charter?

DR. HOWELL: | don't see -- you know, the
name of the comm ttee changed between the first and
t he second aut horizati on, because during our first
iteration, we had and genetic. And downtown dropped
genetic, and we ended up with heritable and no genetic
In that m x.

DR. COPELAND: It's going to depend on the
OGC' s interpretation of the |egislation, because our
charter has to reflect what's in thé | egislation. So

ultimately, it's going to be a legal legislative

I Ssue.

DR. HOWELL: |I'm sure many people wll pour
over that.

Gerry?

DR. VOCKLEY: Well, | do think there's sone

risk in mssion creep. Not that there aren't other

i nportant issues that affect newborns and the health
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and wel | -being, in general, of children and maternal
health. But there are other groups that those are --
t hat oversee sone of those processes. So we have a

| egi sl ati ve mandat e.

We have a unique opportunity to take on a
group of disorders that traditionally has had no ot her
home and no ot her advocates. So | would hate for us
to -- | would hate for the conmttee to | ose that
focus with | ooking at other conditions that don't, at
| east, have a significant heritabl e conponent.

Yes, bilirubinis already a little bit of a
deviation. | would argue that congenital heart
di sease still falls in the category, because we
recognize it as a multi-factori al d{sorder. So there
is an heritable conponent tois. So | think we're
still okay there. | think as soon as we step across
the line and | ose the heritable conponent, we are risk
to losing the focus on heritable disease.

DR. HOWELL: 1'Il make a quick coment. And
that is that also it would seem however, highly
appropriate if you're considering to screen al

newborns for a given condition using dried bl ood
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spots. That that would be so much within the purview
of what this commttee has consi dered.

And CW, | think, would still fall into
that. That's a personal opinion. |I'ma big CW
advocate, as you can tell.

You know, Joe, | think that was a great
di scussion. And it seenms to nme that we have one small
agenda itemleft that is scheduled to take 30 m nutes.
And | can't imagine it'll take 30 m nutes. And I
woul d think that it would be prudent for us to try to
get that agenda item before |unch

Woul d the group -- rather than to have |unch
and then, cone back for a few m nutes, and so forth?
Because this next thing is entitled; "Passing the
Gavel ." And since we don't have a gavel, it shouldn't
t ake | ong.

(Laughter.)

DR. HOWELL: And no one even bothered
t hi nki ng gavel today. But it would seemto ne --
would like to make just a few comments. And then, the
fol ks who have toiled in the trenches will get sone

el egant certificate, I"'mtold, from Madam Secretary.
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But | would like to comment briefly. W' ve
tal ked for days now about this committee and what it's
done. But it's been ny wonderful privilege to serve
as Chair of this commttee since its inception.

And the comm ttee cane upon -- was fornmed at
a time when there was rapidly-devel oping technol ogy in
the area of mass spectronmetry so that we really were
able to work with other people to see the really
dramati ¢ expansi on of newborn screening. And that's
really been a very exciting tinme.

The other thing is that the commttee has
had just outstandi ng nenbership. | nmean, we've had
people with diverse talents, and so forth, all along.

There a few people | mnuld like to nmention
by name, and so forth, knowing that I'Il mss a |ot of
peopl e. But Dwayne Al exander, the fornmer Director of
NI CHD, was very inportant in helping to get this
comm ttee underway. And he was al ways extrenely
supportive of the activities of the commttee and what
it was doing and trying to link research prograns at
NIl CHD into areas of area. And | think Dwayne did a

great | ob.
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And Al an Guttmacher, his successor,
continues to be highly supportive and interested.

And, again, the research progranms evolving from NI CHD
are very inportant, as are the programs at CDC. But
Dr. Tina Uv is currently toiling away at the NIH to
try to oversee a portfolio of situations that really
relate heavily to this commttee. And she wil
continue to do well.

| personally would like to also thank Dean
Pascal Gol dschm dt at the University of Mam , who is
my boss and has been extrenely generous in two ways:
number one, paying me, which is always hel pful.

(Laughter.)

DR. HOWELL: But al so, be{ng totally fluid
and flexible about the work that we do in the
commttee and viewi ng the inportance of the genetics -
- popul ation geneti cs.

We need to, again, talk about Mchelle, who
really worked so hard during the inception of the
commttee until very recently. And the commttee
woul d not be where it is today without Mchelle there

on the firing |ine.

193




10

11

12

13

14

15

16

17

18

19

20

21

22

And recently, we've had Alaina Harris and
Sara Copeland nmoving into that place. And Carrie
Di ener has been there running the shop in the
meant i nme.

We nmust comment about the Anerican Coll ege
of Medical Genetics and M ke WAatson, who sits on the
comm ttee, because the HRSA contract that the college
oversaw, and so forth, was really the groundwork of
this commttee. And I'd |ike to acknowl edge M ke and
the team at ACMG.

And then, the advocacy groups -- there are
many who are represented in this room And you al
know who you are. But | specifically would like to
single out the March of D nes. It'é been persi stent
I n supporting our activities and working downtown to
hel p educate the Congress about what the committee is
doi ng.

And we have never seen nore dramatic
evi dence of the advocacy community than we saw in the
past nonth with the critical heart disease study,
because, fundanentally, the education that was carried

out downtown really changed the course of action
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there. And so, | think that's just inval uable.

And we have to tal k about Marina Weiss, who
has been one of the fol ks running the show down there.
And, again, Jennifer Howse, who is a nember of the
comm ttee.

But anyway, it's been ny privilege.

And if | had a gavel, |I'd be pleased to pass
it to you.

But I'msure that Joe will do a wonderfu
job. And I will be observing close at hand, because

" mgoing to stay involved in newborn screening.

And 1'Il be checking up on you regularly.

(Laughter.)

DR. HOWELL: And if you dé sonething | don't
i ke, you'll hear from fol ks who work downtown under
that big dome, and so forth, et cetera.

(Laughter.)

DR. HOWELL: And Sara is going to have a few
wor ds, we hope, kind words, from HRSA.

MS. LI NDE- FEUCHT: Thank you, Dr. Howell. |
just wanted to say, on behalf of HRSA and HRSA' s

Adm ni strator, Dr. Mary Wakefield, and also, | think
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can say safely, on behalf of Dr. Peter Van Dyke, who

has retired fromour Maternal Child Heal th Bureau,

just a great, big thank you to you, Dr. Howell, and to

the other commttee nenbers who are rotating off. The

wor k you have done is trenmendous. And, obviously, we

rely on your expertise and your thoughtful
consi deration of all these issues. So, on their

behal f, | just wanted to say thank you.

And that thank you will have to suffice for

now, because we don't actually have the physical

certificates to hand out to the out-going nmenbers.

So, like any good governnent, you know, project, it's

probably in the mail. So --
DR. HOWELL: CQutstanding. So everybody knows

who's | eaving. And so, we'll thank everybody. And

your certificate will be in the mail, | gather. Ckay.
DR. BOCCHINI: If there is no other
comments, we will nove to adjourn.
FEMALE SPEAKER: And you still get lunch, if

you're a commttee nenber
(Wher eupon, at 12:35 p.m, this session of

t he Advisory Conm ttee adjourned.)
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