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P-R-0-C-E-E-D-1-N-G-S
(8:37 a.m.)

CHAIRPERSON BOCCHINI:- All right, good
morning everyone. 1°d like to welcome you to the
August meeting of the Advisory Committee on
Heritable Disorders i1n Newborns and Children.
This 1s our second meeting of our, of this
Committee. And it is a Webinar and so we"re happy
to be here at this site with all of you here and
with people on the line.

I have some opening remarks for
everyone. 1°d like to introduce two individuals.
We have a new ex officio member for representing
AHRQ, Dr. Kamila Mistry. Kamila is not here at the
moment. And then the new organizational
representative for ACOG, Dr. Joseph Biggio.
Welcome, happy to have you here.

And so we"ll start the meeting with a
roll call. So we"ll go through Committee Members
first. Don Bailey.

MEMBER BAILEY: Here.

CHAIRPERSON BOCCHINI: Here, Jeff
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Botkin.

MEMBER BOTKIN: Here.
CHAIRPERSON BOCCHINI: Coleen Boyle.
MEMBER BOYLE: Here.

CHAIRPERSON  BOCCHINI: And then

representing NIH this morning is Tiina Urv.

McDonough.

MEMBER URV: Here.

CHAIRPERSON BOCCHINI: Kelly Kelm.
MEMBER KELM: Here.

CHAIRPERSON BOCCHINI: Fred Lorey.
MEMBER LOREY: Here.

CHAIRPERSON BOCCHINI: Dieter Matern.
MEMBER MATERN: Here.

CHAIRPERSON BOCCHINI : Steve

MEMBER MCDONOUGH: Here.

CHAIRPERSON BOCCHINI: Joan Scott,

representing HRSA.

Thompson.

(202) 234-4433

MEMBER SCOTT: Here.

CHAIRPERSON BOCCHINI : Alexis

MEMBER THOMPSON: Here.
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Wicklund.

Williams.

Sarkar.

CHAIRPERSON BOCCHINI :

MEMBER WICKLUND: Here.

CHAIRPERSON BOCCHINI :

MEMBER WILLIAMS: Here.

CHAIRPERSON  BOCCHINI:

MS. SARKAR: Here.

CHAIRPERSON  BOCCHINI:

Cathy

Andrea

And Debi

And then

organization representatives in attendance.

Freddy Chen.

DR. CHEN: Here.
CHAIRPERSON BOCCHINI:
DR. TARINI: Here.
CHAIRPERSON BOCCHINI:
DR. WATSON: Here.
CHAIRPERSON BOCCHINI:
DR. BIGGIO: Here.

CHAIRPERSON BOCCHINI :

telephone we have Debbie Badawi.

(202) 234-4433

DR. BADAWI: Here.

NEAL R. GROSS

Beth Tarini.

Mike Watson.

Joseph Biggio.

And then on the

COURT REPORTERS AND TRANSCRIBERS

1323 RHODE ISLAND AVE., N.W.
WASHINGTON, D.C. 20005-3701

Www.nealrgross.com




CHAIRPERSON BOCCHINI: And Susan
Tanksley.

DR. TANKSLEY: Here.

CHAIRPERSON BOCCHINI: Chris Kus 1is
also on the phone. Chris?

DR. KUS: Here.

CHAIRPERSON BOCCHINI: All right and
then also on the phone should be Adam Kanis.

DR. KANIS: Here.

CHAIRPERSON BOCCHINI : Natasha
Bonhomme.

MS. BONHOMME: Here.

CHAIRPERSON BOCCHINI: Ed McCabe.

DR. MCCABE: Here.

CHAIRPERSON BOCCHINI: And then Cate
Walsh Vockley.

DR. VOCKLEY: Here.

CHAIRPERSON BOCCHINI : And Carol
Greene.

DR. GREENE: Here.

CHAIRPERSON BOCCHINI: All right.

Thank you all.
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Next slide.

So just to review what happened iIn the
interim from our last meeting. We did send
correspondence to the Secretary on our timeliness
recommendations, and the recommendations include
MPS1 on the RUSP.

The Secretary acknowledged receipt of
the timeliness recommendations. And the MPS1
recommendation is currently under review with the
Department.

We also sent a letter from the Committee
to the Secretary on our support of the
recommendations for Newborn Screening Form
consent. And we have not yet received a response
from the Secretary from that correspondence.

Next slide.

So as you know at the last meeting we
decided to reset our priorities to address the
Issues that were raised in the re-authorization of
our Committee. And as such, we have focused our
activities on three work groups.

One 1s the Pilot Study Work Group which
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was already under way. And then we developed a
Cost Analysis Work Group. And then because of the
requirement that we become 1involved with
addressing 1issues of timeliness, we fTormed,
continued that work with the development of a work
group.

These work groups will meet Ilater
today. The meetings of the work group are closed
but we will have summaries of the activities and
discussions with those work groups presented in
tomorrow®™s meeting.

And then lastly, our goal is to also
determine what essential elements we need for the
nomination of a condition, so that we can meet the
nine month deadline from the time that we turn a
condition over to the Condition Review Work Group
for its evidence review, to the time that we as a
Committee need to make a decision. And so that is
a process that"s ongoing as well.

Next slide.

And It doesn"t mean that the

subcommittees that we have don"t continue to exist.
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They*"ve just been suspended for a short period of
time while we meet these priorities. And in our
February meeting which will be another iIn person
meeting, the subcommittees will meet.

At that point we hope to have
information related to the priorities work. And
then ask those subcommittees to then look at
potential projects to bring forward to the full
Committee for evaluation based on the priorities
and the needs that are i1dentified because of the
work of the priority work groups.

These will be finalized by the full
Committee, prioritized by the full Committee, and
obviously the goal then iIs to address what needs
and gaps that have been identified within the scope
of work of the Committee.

Next slide.

And then just for your calendars,
moving forward as you know, we®ve been authorized
to have four meetings a year. At this point in time
they are not all In person meetings. And so that

as you can see, some are Webinars. Some are
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Webcast In person. We"re on our third meeting of
2015. The next meeting will be a Webinar in
November. And then the four meetings that are
scheduled for calendar year 2016 are listed on this
slide.

Next slide.

So just a quick review of today and
tomorrow®s meeting. We"re going to start with a
report from NewSTEPs on the state of Newborn
Screening iIn the United States. Very importantly,
we" 1l have the final evidence review report on for
X-linked adrenoleukodystrophy. And the
completion of that evidence review and discussion
by the Committee. There will be a vote on whether
to include ALD on the RUSP.

On day two -- and then following that
the work groups will meet this afternoon. On day
two we" Il have summaries of the work group meetings
and then hear an update on the implementation of
SCID, critical conditional heart disease, and
Pompe disease.

Next slide.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




12

I*m going to turn this over to Debi for
a couple of additional comments about the Committee
and conflict of interest and some housekeeping.

MS. SARKAR: Hi, everyone. My name is
Debi Sarkar, 1 am the designated federal official
for this Advisory Committee. So I just wanted to
go over a few things.

First we have three openings that are
coming up next year for this committee. We had a
solicitation, and we asked for nominations to Till
those openings. We had, we received many
nominations and all were very highly qualified.
And I think the decision will be hard to just pick
through.

But the clearance process has started
and 1t will take about a year to find out who those
three people will be to fill those spots. We
expect that the terms will begin in or around July
2016.

Also | know several of the
organizational representatives have asked about

their terms. Actually what Dr. Bocchini and I have
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been talking about i1s we"d really like to see if
we can include more organizations. But this might
entail us having to update the Committee"s bylaws.

So for this meeting we"re going to just
continue as is. And by November we will have more
information about the organizational
representatives. | can say right now that we don"t
want to lose anyone that we have right now. So just
want to have more.

So next, by now the Committee, you all
have heard me say this many, many times but I have
to say it again, we do have an important vote coming
up. So I just wanted to remind everyone that if
you have any inquiries due to your position on the
Committee, to please let Dr. Bocchini or 1 know
prior to committing to answering those questions.

I just want to remind everyone again
that you must recuse yourself from participation
in all particular matters likely to affect the
financial interest of any organization with which
you serve as an officer, director, trustee, or

general partner unless you are also an employee of
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the organization. Or unless you have received a
waiver from HHS authorizing your participation.

So iIn other words, when a vote 1is
scheduled or an activity is proposed, and you have
a question about the potential conflict of
interest, please let me know immediately.

Before we get to the May meeting minutes
I just wanted to go over a few housekeeping items.
Just to make everyone aware this meeting iIs being
Webcasted. This is the first for me, which means
people on the internet will be able to see everyone
here. And they"ll be able to see the meeting
deliberations. So just FYI.

And then 1 also again ask whenever you
are speaking to please 1dentify yourself and we do
have a transcriptionist here who 1s recording
everything. People on line who are viewing, we all
know that the Committee Members are famous, but it
woulld be helpful if you could tell us who you are.

And the last but probably most
important, bathrooms are down through the glass

doors. Go past the elevators to your left. Food
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Is upstairs. There®s a Sprout Cafe where you can
get food and drinks. That is all for me.

CHAIRPERSON BOCCHINI: Thank you,
Debi. So next on the agenda is approval of the
minutes from the May meeting. Each of you
Committee Members have received the copy of the
minutes iIn the agenda book. And so we"ll vote to
approve the minutes of the meeting.

First are there any additions or
corrections to be made to the minutes as they were
distributed? Yes.

DR. TANKSLEY: Correction one --

CHAIRPERSON BOCCHINI: Sorry, you need
to be on the microphone.

DR. TANKSLEY: I jJust has a couple
corrections one was a date and the other was --

CHAIRPERSON BOCCHINI: Turn on the
microphone.

DR. TANKSLEY: Now it"s on, can you
hear me now? No?

Now you can hear me. So one more time.

Susan Tanksley, one is a correction of a date, the
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other 1i1s a correction of 1initials from our
organization.

CHAIRPERSON BOCCHINI: Okay. That"s
good, okay. Any other additions or corrections?

(No audible response)

CHAIRPERSON  BOCCHINI : All right
hearing none we"ll go ahead -- Yes, Dieter.

MEMBER MATERN: I sent you a file with
some minor typing errors and stuff.

CHAIRPERSON BOCCHINI: Okay, thank
you .

All right. Cathy.

MEMBER WICKLUND: 1 don®"t see my name
listed as being there, on the 1l1th.

CHAIRPERSON BOCCHINI: Well that would
be a serious error.

MEMBER WICKLUND: Wasn®"t 1 there?

(Laughter)

CHAIRPERSON BOCCHINI: All right.

MEMBER WICKLUND: Oh, this was the one
on the phone. Oh, sorry. 1 was not there.

(Laughter)
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CHAIRPERSON BOCCHINI: You take that
back. Okay, all right. Other comments?

(No audible response)

CHAIRPERSON BOCCHINI: All right,
hearing none we*"ll go through a voice vote.

Don Bailey, approve?

MEMBER BAILEY: 1 approve.

CHAIRPERSON BOCCHINI: Jeff Botkin.

MEMBER BOTKIN: 1 approve.

CHAIRPERSON BOCCHINI: Coleen Boyle.

MEMBER BOYLE: Approve.

CHAIRPERSON BOCCHINI: Tiina Urv.

MEMBER URV: Approved.

CHAIRPERSON BOCCHINI: Kellie Kelm.

MEMBER KELM: Approve.

CHAIRPERSON BOCCHINI: Fred Lorey.
Know Fred i1s? Okay.

CHAIRPERSON BOCCHINI: Dieter Matern.

MEMBER MATERN: Approve.

CHAITRPERSON BOCCHINI : Steve
McDonough.

MEMBER MCDONOUGH: Approve.
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CHAIRPERSON BOCCHINI: Kamila Mistry.
MEMBER MISTRY: Approve.
CHAIRPERSON BOCCHINI: Joan Scott.

MEMBER SCOTT: Approve.

CHAIRPERSON BOCCHINI : Alexis
Thompson.

MEMBER THOMPSON: Approve.

CHAIRPERSON BOCCHINI : Cathy
Wicklund.

MEMBER WICKLUND: Approve.

CHAIRPERSON BOCCHINI: And Andrea
Williams.

MEMBER WILLIAMS: Approve.

CHAIRPERSON BOCCHINI: So the minutes
of the meeting are approved with the suggested
changes that were made through the Committee.

All right the first presentation today
IS by Marci Sontag. Marci is the Associate
Director of NewSTEPs, and Assistant Professor of
Epidemiology in the Colorado School of Public
Health. She"s worked in newborn screening since

1995 with significant experience 1In cystic
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fibrosis specific activity.
Dr. Sontag holds a Master of Science in
Biostatistics and a PhD in Epidemiology.

This morning she®s going to talk about
NewSTEPs data repository, the state of newborn
screening in the United States. Marcy.

DR. SONTAG: Thank you. Thank you Dr.
Bocchini and Debi for inviting us to speak today
on NewSTEPs and the state of newborn screening iIn
the U.S. And also thank you Committee for giving
me an extra nine minutes to be able to present what
iIs a very fTull presentation that we have this
morning.

I"m very honored to present this
presentation on behalf of my NewSTEPs team, as well
as really the newborn screening community, because
this i1s their data.

NewSTEPs is funded as a cooperative
agreement from HRSA to APHL and APHL collaborates
with the Colorado School of Public Health to
implement NewSTEPs. Our goal really with NewSTEPs

IS to provide a technical assistance and resource
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center and data repository TfTor the newborn
screening system to help support newborn screening
throughout the U.S.

So today I"m going to talk about the
data that is available to support newborn screening
Iin the U.S. as they work to improve their systems.

We have a NewSTEPs data repository that
iIs really built to provide tools to newborn
screening systems to help them evaluate, analyze,
and benchmark their programs.

The components of the data repository
we divided across three different groups of
information. State profiles which includes the
demographic information and the basic information
about state policies. Case definitions,
information about individual babies 1dentified by
newborn screening, and equality indicators. And
I will talk about each of those in a little bit of
detail.

IT you want more information about your
favorite states, | encourage you to go to our

website at NewSTEPs.org. Click on your state and
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you can find a lot of information about your state
and their individual policies.

The data collection and confirmation
are within our data repository. It was built over
really several years. We were working a vendor 5AM
Solutions to build this repository, and partnered
with many members of the newborn screening
community to develop the elements within the
repository.

To populate this repository, it"s not
everyone®s most favorite job to enter data into a
repository much to our chagrin. So when we ask
people to enter data it"s hard to find that time.
And yet we found that if we called and interview
them, and say hey, tell me about your program,
they" 11 spend that hour of time with us to tell us
about the program. We can help them to enter that
data, and also use that as a time to train them on
how to use the repository, using a web based format.

Following that we then had data entry
from newborn screening programs, so they went back

in to fill in some of the additional information.
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And prior to this meeting, we had confirmation of
the data via our printed summary report.

We sent the summary report that®s iIn
your briefing book, a copy of that to all of the
states, told them we would be presenting that here
to all of you on this Committee, and asked them to
confirm that data before we submitted it.

So we got a lot of changes back and they
said, oh, we had kind of reported this in a little
bit, you know, not quite the right way. And they
made those changes for us.

So this 1s an i1terative process to make
sure we are continuing to enter the data, correct
the data, curate the data and make sure i1t really
represents truly what state newborn screening
programs are doing.

And many of you are familiar with this
complex slide from Dr. Susan Tanksley from Texas,
really showing all the complexities of newborn
screening. As we conceptualize this at NewSTEPs,
we said there are certain areas of this that we

really feel are our responsibility to capture and
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to report.

So we have taken this and tried to
simplify i1t to, we used this simplified map,
"simplified map'™, to help us move through the
presentation today. And we"ve printed this up,
displaying what"s the new breast feeding process
model, starting with the pre-analytic stage, and
111 walk you through each of these stages as we
go through the presentation.

I"m going to talk a little bit about
rules and regulations and how states think about
their policies and procedures. And then the
analytic, through the post-analytic stage. So
1*11 break these up. 1 don"t expect you to digest
this all right now.

So starting initially with the
pre-analytic, the first thing we start with, start
with the baby, start with that birth. So how many
births do we have iIn the U.S.? When we talk to
state newborn screening programs, most of us say
we"re from a small state. Many of us say that, and

that"s because many of us, or most of us are not
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California and Texas.

So there®"s a lot, a lot of those states,
those very large states. However, the medium size
of states iIn this country is 52,000. So half the
states are smaller than that. And there®s a lot
of states that are in the middle.

So 50 percent of the states have births
between 21,000 and 87,000. That"s still a pretty
big range. So when we conceptualize how we support
state newborn screening programs there are
different needs for different sizes of states.

So the needs iIn these states up here,
the states that have over 100,000 births per year
may be very different than the needs here at the
bottom. Those states that have less than 10 or
20,000 births per year. So we"re trying to
conceptualize ways that we can help support states
in that manner.

In addition to that birth rates vary
between states, but we know the highest birth rates
happen i1In states such as Utah, Texas, and Alaska.

And then the lower states, the lowest birth rate
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states are up in New England, Oregon, Florida, and
we can kind of adjust that map here.

This 1s 1mportant for us to think about
that impact on per capita, you know how many people
are living in that state versus how many births?
And that definitely impacts the newborn screening
program and the resources that they have.

So what, how can we help support them?
One way that"s already in place for many years to
support newborn screening programs and our
systems, are through the regional collaboratives.
This 1s a map of the regional collaborative
networks. Really divided based on geographic
regions, understanding that the states 1iIn
different geographic areas have different,
potentially have different needs.

Including Puerto Rico there are 52
newborn screening programs. Those 52 newborn
screening programs have the laboratory activities
completed in 36 newborn screening labs. As there
are many regional newborn screening labs that

perform the testing for a state.
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And you can also see there 1is
geographically diversity. There are very large
states with 663,000 square miles In Alaska, down
to the smallest state of little over 1,000 square
miles. So there®s lots of various challenges that
affect all of the things we talk about on this
Committee.

That affects timeliness, access to
care. Do they have those specialists available to
them? And these are the types of things that at
NewSTEPs we"re reaching out to the states to find
out what are their needs based on their various
geographic challenges and the number of babies iIn
their states.

So now we know how the babies are born,
well not how they"re born, but how many babies are
born, that"s beyond the scope of this talk. We"re
going to talk about the newborn screening dried
blood spot collection.

And for most of my talk today, I am going
to talk about dried blood spot collection and what

we know about that. That"s not to distance the
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point of care testing. We"re going to talk a
little bit more about CCHD specifically tomorrow.

The dried blood spot collection
beginning at consent, storage, and timing of
collection iIn this next section. So to talk about
consent, 1°d like to point you to work that has been
done and funded out of the Heartland Regional
Collaborative. This was done by Jeremy Penn from
North Dakota.

And he did a great survey of all states
and the District of Columbia to find out about their
refusal. Why they refuse, or what are the
mechanisms that they allow refusals of newborn
screening. And we have much of this data in our
data repository as well, but he went Into a little
more detail that 1*d like to point out here.

So we know that consent is implied in
those states. Most babies get newborn screening
through an implied consent model, but most states
also allow parents to opt out of newborn screening
for religious reasons, or for other reasons.

There are no provisions for refusals
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here. You can see in three states. | would really
encourage you to dig down a little deeper in his
work. 1 think we sent this link in our, within your
briefing book, within our slides. |If not, please
take note of i1t because there®s a lot of Iinformation
that"s about the consent In everyone®s screening
programs.

We talk about consent to screen, but
then also what do we do with those, the data and
the samples after we have collected them. And the
consent process there.

Well first dried blood spot retention
time. And this is dated directly out of our
NewSTEPs repository. How long are states storing
data? This is a heat map where the lightest colors
here are states who store the data for the least
amount of time. In this case represented by one
to six months. Up through the darkest states who
are storing data for 21 to 30 years or indefinitely.

You can see there"s quite a range here
of how long states are storing, I think I said data,

this their dried blood spots. This is dried blood
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spot retention. How long are they storing those
dried blood spots?

Some are storing them just long enough
to be able to confirm abnormal tests 1T needed and
then they"re being destroyed. And some are
storing them indefinitely. And we"ll get into
that indefinitely and consent In a minute.

And what about data storage? So don"t
often think about how long do you store your data,
but this i1s a very important issue for state newborn
screening programs.

So on the left we"re displaying the
normal specimen data storage period. How long are
people storing their data from normal newborn
screening results? And on the right 1is the
abnormal. Now the red states here are those states
who don®"t have a data retention policy. There®s
nothing officially on the books iIn those states
that are referring to a data retention policy.

Then you see 1n both instances here that
the lighter colors are the shorter time periods,

storing their data for two years or less. Up
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through the darker time periods, those were
storing their data for 20 years or more.

And there"s a lot of implications here
for data storage, data access, who has a right to
come back and ask for that data? We"ve seen some
of the challenges that Beth Tarini has brought
forward with the sickle cell and the, 1 can"t
remember the name, but college organization that
1s looking out for students, NCAA, thank you. 1
was coming up with NAACP.

This 1s going to be an audience
participation time. The NCAA asking for all
students to be tested for sickle cell disorder, and
people reaching back out to the state newborn
screening programs and Beth did a great job
thinking of the burden that that would potentially
put on state newborn screening programs.

Yes, Coleen.

MEMBER BOYLE: Just a quick question on
what the gray 1s? They"re not provided. Is that
mostly that they"re -- that"s not available, 1t"s

not in their policy, or?
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DR. SONTAG: Yes, so on all of our maps
there i1s some, there are some states that are gray.
And those are states that haven®t answered that
question In our repository. So all states have
answered most of the questions In our repository,
but there are some states that just haven™t
answered a specific question. And we"ll be
continuing to reach out to them to get that
information.

Now one of the big things we"ve all been
talking about on newborn screening recently is the
informed consent for research and storage of dried
blood spots. This group is very familiar so I™m
not going to go through this in detail, but the
Newborn Screening Saves Lives Act brought about
much more awareness that we really need to be
thinking about.

Giving consent this 1s now, research on
dried blood spots is considered human subject
consent, or human subject research. And we need
to get consent on these samples. So what do we know

about which states are really doing research on
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their newborn screening dried blood spots? So
which states use dried bloods for research?

Here again, gray is those states who
haven®t provided information, but I want to draw
your attention to the orange. Those are the states
that do not typically use dried blood spots for
research. And purple is states that do allow
research on their dried blood spots.

All of us are thinking about what are
the implications however of research on dried blood
spots, I*m thinking what is research? And that"s
a composition that has come to this Committee and
has gone to -- many of us have been involved In many
conversations about the research for dried blood
spots.

(Off mic comment)

DR. SONTAG: Yes and no. For those of
you in the back who are not able to see that, it
indicates whether residual dried blood spot
specimens are consented for research. And that"s
based on historical policies. And now with the

new, Newborn Screening Saves Lives Act that 1is

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




33

going to be changing as, well just consented.

(OFf mic comment)

DR. SONTAG: Oh, no, no. Jeff Botkin
says no, no.

MEMBER BOTKIN: Well no, maybe [I™m
confused, 1 thought this was what state policy was
about, whether there is access to the spots, not
necessarily whether there®s consent for --

DR. SONTAG: Yes, so that is true. And
so there are little letters on these slides that
I was not going to go into the detail of, but are
little letters on this map that those in the front
row are able to see, that say yes or no. So the
orange and purple i1s, orange is are they typically
used for research? And the purple iIs -- or the
orange is they are not typically used for research,
purple is yes they are typically used for research.

However, you would see on some of these
slides that yes or no iIs consent, let"s see, are
they consented for research? And this iIs what"s
currently iIn our data repository knowing that most

states are going to have to go through consent for
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research for newborn screening dried blood spot
use.

MEMBER URV: Quick question, so is that
considered research external to what the
laboratory is doing, or what the state might be
doing for surveillance?

DR. SONTAG: Yes, sOo this 1s very
broad. Do you, from the state perspective, do you
allow research on your newborn screening dried
blood spots? And do you collect consent? So we
haven®t got into those details, and we"re thinking
of how to ask those questions to get into more of
those details of what they do.

How do they define research? 1Is it
QA/QC? Is 1t, you know that whole where do we put
the, draw that line for research, is still —-

MS. SARKAR: And that was Tiina Urv
from NIH asking the question.

DR. SONTAG: Carol.

DR. GREENE: Hi, I think it"s going to
be Important to say --

MS. SARKAR: That"s Carol Greene.
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DR. GREENE: Carol Greene, sorry.
Thank you, SIMD. The comment was just made to
define research, does that include QA/QC? As a
definition QA/QC is not research, so it"s important
to —-

DR. SONTAG: Excellent, yes.

DR. GREENE: -- know what states mean,
but 1t is important from the perspective of this
Committee QA/QC is not research. It"s required by
CLIA for a lab to keep running.

DR. SONTAG: You“re absolutely right,
Carol, so 1 did misspeak there because 1t 1is,
there®s the QA/QC and there"s research, but there®s
a lot of gray in between that i1s really being
defined right now. So where do you draw that line
Iin the conversations are, a good point.

Okay . Timeliness for newborn
screening. We"ve been talking a lot about newborn
screening timeliness. This is the group that"s
developed and approved these recommendations, so
I"m not going to go through the details of these

recommendations, but we have been thinking a lot
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about timeliness at NewSTEPs as well. And are
now digging into what do we know about timeliness
from the state and newborn screening perspective?

Now what I*m presenting here is not all
4 million babies. [I™"mpresenting a snapshot of the
data that we have on cases reported to the NewSTEPs
data repository. These are reported cases with a
disorder, diagnosed by newborn screening, from
states with signed MOUs. And really this i1s very
specifically to a few specific disorders.

We"re doing this data collection for
the cases In a very deliberate and thoughtful way
to get specific information in kind of a pilot
format so we can refine these case definitions and
refine the process.

So this is about 900 cases that are
represented here, and will be represented
throughout the presentation. So this 1iIs a
disclaimer, not all newborns or all disorders.

But for specimen collection, let me
first orient you to a box and whisker plot. So for

those of you not familiar with a box and whisker
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plot, the middle line of the box iIs the median or
the 50th percentile. The outside lines of the box
are the, the bottom one is the 25th percentile, and
the top i1s the 75th percentile. And then 95 percent
of the data are going to fall within those whiskers.

So then these little dots up here are
individual cases in which they were, those are the
outliers that fall outside that 95th percentile.

So this i1s specimen collection. Now
when we collect the specimen we know nothing about
whether the baby has a disorder. So this should
be representative of the other babies. Again,
this 1s from a limited number of states. But you
can see here that the median time of collection is
40 hours, a little less than 40 hours of life.

So within that 24 to 48 hour window,
almost all babies the 25th and 75th percentile
includes that 48 hour mark, with most being
collected 1n that time. Some are being collected
very early, and then there are some that you worry
about i1t being collected far too late.

So this gives us a chance to really look
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into which states can we help out with that specimen
collection time. So we"re looking very carefully
at timeliness.

When we look at individual states, and
I just have eight states represented here. And
those names are listed, but you can see that for
the most part, most states the median value is iIn
the low 20s. Some pop up a little bit above 20,
some into the 40s. But you can see that median
value typically follows where we hope that i1t would
land.

However, we see there are some babies
who are being screened very late. And we don"t
know what®"s going on with those newborns. What"s
going, there may be something specific about that
situation. Are they in the NICU, we don"t know
what"s happening there. But we can go back and
talk to some of these states and say, what"s
happening?

A good reminder that we have to be very
careful of how we look at these data. That the

median Is not enough. Because the median gives us
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a good feeling that, yes, we"re tracking pretty
well. But yet that"s spread across each of these
states 1s pretty wide.

And there"s definitely some newborns
that we need to, there®s some states that we can
hopefully provide some guidance to and figure out
what -- how can we get those babies screened
earlier?

Now we talked about dried blood spot
collection, I want to spend a little bit of time
talking about the dried blood spot shipment and the
arrival at the lab, and the operating hours of the
lab.

So this i1s a slide depicting the courier
service usage status. So the green states are
those that provide a courier service, the state
provides a courier service for use by the birthing
centers. The blood states are those that all
birthing centers use a courier service.

And then orange is other. And these are
people of the states that really wanted additional

information. Give us additional i1information
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about their courier service use. And most of those
orange states are also states that are implementing
a courier service as well. And had some specific
detail about that courier service.

Question?

DR. TARINI: Beth Tarini, AAP. Quick
question which my understanding 1is from some
representatives, when you say courier, does that
mean a private transport service? Or does that
refer to FedEx, UPS? The difference being in the
later, you are constrained by their schedule. And
in the former, you can request and pay for a
specialized schedule?

DR. SONTAG: Yes, that"s an excellent
question. And this represents both of those were
lumped Into the same bucket. So this map here, we
have some that additional data but this map here
represents any FedEx or private couriers for this.

One thing of note. If we were to have
presented this same map five years ago there would
be very, many fewer states who were using a courier

service. So this is something that has really
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changed over time.

And I can"t represent every state here,
and those who"ve changed policies recently, but 1
want to highlight that Tennessee has changed their
policies for delivery of samples.

Made the news recently, and really
threw a series or a -- yes, a series of rolling out
how they"re getting courier services to different
regions of their state. First to one region, then
another region, then another region. They are
really providing courier service now to most of
their state, so that all of those samples are
getting into the lab in a much more timely manner.

So we can get the samples there quickly
but 1T we"re not open at the labs, 1t"s hard for
us to test the samples. So what is the weekend
operating status for the newborn screening
programs?

Here you see that the dark purple here
on both sides. On the left side we have the states
lab hours. And on the right side we have the

follow-up hours. So on the left side where you see
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the lab hours, the dark purple is those that are
open on Saturday and Sunday.

And the orange i1s those that are just
open on Saturday, not open on Sunday. And the
lighter colors are those who do not have weekend
operating hours. And you®ll note on the right
side, with the follow-up status that many states,
there are more states who are the lighter color over
here that look like they have lab hours.

The one thing that"s not depicted here
IS that many programs have follow-up hours that
are, follow-up staff that are on call. So they are
not there all day on a Saturday or a Sunday, but
they are on call to provide services. And that"s
not depicted on that map. Again, this is another
thing that has changed very quickly. In large part
due to the recommendations that have come out of
this Committee.

1°d like to highlight some of the work
in Colorado where they have expanded newborn
screening to weekends. Also getting some press in

Colorado and nationally. And iIn addition to
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adding Saturday operating hours, Colorado has
partnered with the Colorado Hospital Association
to improve timeliness.

And iIn addition to that has added
courier service, six day a week courier service.
So they actually have couriers picking up samples
on Sundays. The labs not open on Sundays, but the
courier picks up on Sundays, so that the samples
are all available back in the lab on Monday morning.
It"s kind of a creative solution to how to think
about getting those samples to the lab In a very
timely manner.

So these are jJust, Tennessee and
Colorado are just two examples of state programs
that are making changes to improve the timeliness
of newborn screening.

And so now I*m going to talk very
briefly about data entry and confirmation. This
Is a very big challenge for state newborn screening
programs. And beyond the scope of this
presentation to really go into too much detail

here, but I want to talk first about the LIMS
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system.

This 1s the Laboratory Information
Management System that states used to track data
as It"s coming into their program. And then track
the sample as it"s going through their system, and
the results that go out, and out to the clinicians.

So 1°d encourage you if you want more
detail on this or any of our other reports. Go to
our website. | have on that Maps page you can click
on Maps and Reports. It gets you to this page, and
then you can click on various different reports
that are updated automatically In the repository.
You can click here on the LIM systems report, and
that would pop up some other windows that gives you
a summary of the LIM system.

So we have several LIM systems listed
here. Of note you"d see there PerkinElmer and
Neometrics/Natus are the two most commonly used LIM
systems currently in laboratories. And you wanted
to find out more information about your state
system, you can go over here on LIM system by state.

Find out what they use both for their laboratory

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




45

management, and for their follow-up management.

Now having said all that, 1 talked a
little bit about getting that sample i1In and
tracking 1t. There®"s a lot of challenges that
states have in timely newborn screening and getting
that sample in, entering the data off the dried
blood spot card, making sure it"s legible, getting
all of the information. Because many times
specific information might be missing.

That critical information to know how
to contact that family again. That can absolutely
delay timeliness In newborn screening. IT you
don*t have the babies name and how to get in contact
with them, i1t"s hard to follow up, and do that
follow up when you have a critical result.

So there®s lots of people in this room
and beyond who are thinking very carefully about
how we can improve that aspect of newborn screening
as well. And hopefully in the next couple of years
we"ll be back here and telling you some of the
successes that are related to that.

Yes, ma“"am.
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DR. TARINI: Beth Tarini, AAP. Do we
know what is the most common information piece
that"s missing when i1t arrives at the state? |Is
It the name, the transfusion -- | asked because in
speaking with hospitals, 1t seems, anecdotally
that their delay i1s something that may not be
crucial to the actual processing of the card.
Although the hospital believes that the card must
be 100 percent complete before it goes out which
just depends on what the element, the information
element is.

Do we know which are the most high
frequency absence elements?

DR. SONTAG: You know I don*t have that
data at my fingertips. |1 will tell you that a lot
of people are asking states about that. What is
the critical information? Because the critical
information for one state is different than the
critical information for another.

Like what they"ve defined as, we can"t
move forward without this, varies a little bit from

state to state as well.
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DR. TARINI: Because of the disorders
or just because of their process?

DR. SONTAG: Because of the processes.
Because each state has their own process and what
they require on that dried blood spot card. That"s
a very good question.

So I want to talk a little bit about the
newborn screening processes. But before we get to
the lab, how do they make the decisions about what
it 1s they"re going to be screening for?

So this is related to states that are
doing one or two screens. This is, we fall very
strongly into the camps that we fall into whether
we"re a one screen state or a two screen state. And
there can be very heated discussions about whether
we"re a one screen state or two screen states.

Here the purple states are those that
are the two screen states. And the orange are
those who are one screen. But the caveat that some
of these, most of the purple states have mandated
two screens. But states such as Washington and

Wyoming, have one mandated screen and a very
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strongly suggested second screen.

And in those cases, those states really
function as a two screen state because they get that
second screen on most of their individuals.

So 1 said there was two pretty strong
camps as to one or two screen states. |Is there a
benefit to one, or is there a benefit to two? This
i1s areally, really tough question. And Dr. Stuart
Shapira along with his colleagues at CDC and the
folks at APHL have tried to dig into this and get
this information to understand, do we need to do
one or two screens?

And 1t"s very hard because once you
start comparing the two screens to one screen, all
the cutoffs are different. And what happens?

So in this paper that just came out last week 1iIn
Molecular Genetics and Metabolism, you®ll see that
the two screen states identify a lot of kids with
congenital hypothyroidism on that second screen.

But 1t they were to change cutoffs,

might they have i1dentified all those babies on the

first screen? So It"s a very tricky question to
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answer, and the conclusion of this paper states
that two screen states might be able to convert to
a single screen operation for congenital
hypothyroidism, this is for CH, without loss in
performance.

This doesn™t touch the other disorders
for which two screen states use that second screen.
But this is a complex issue that I would encourage
you to look at Dr. Shapira®s paper.

So iIn addition to, one or two screen
states, a very common question we get at NewSTEPs
Is what are the newborn screening fees across the
country? What are the differences iIn the fees?

So this depicts the differences in the
fees. The lightest colors are no fees, up to the
darkest colors are the highest fees. So that heat
map 1s representing the range of the fees.

Again, there"s a lot of caveats here.
I know those of you who are in states, are saying
yes that"s my fee, but I want you to know that --
and there®"s a lot of ways that states pay for

screening beyond fees.
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Some states are completely dependent
upon the fee and fund all of their newborn screening
program from those funds. Other states are using
other mechanisms, general funds, other billing
mechanisms to pay for newborn screening
operations. So it varies from state to state.

But for those states that do utilize
their fees, what are the types of things that are
covered by the newborn screening fee? Here"s a
list, not an all-inclusive list of what 1s covered
by a newborn screening fee. [1"11 let you look
through i1t.

We"re really covering program staff, i1t
could cover courier service, running the
laboratory test, follow-up services. Long list
here, this is the list compiled from many different
states.

And one of the most important questions
I think we all think about is which states are
screening for what?

DR. TARINI: Beth Tarini, AAP. We

started looking at the fees, and one thing 1 want
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to bring to the Committee®s attention -- not for
necessarily now especially because I"m the state
representative on the Committee for the American
Hospital Association for Michigan, and so I have
to answer every time we raise the fees as to why
Is that -- when people talk about the fees, they
talk about, well I use the fees to pay X. | use
the fees to pay to Y, or 1 use other services. |1
think one Important point to acknowledge and think
about is that those states that are heavily reliant
on fees, regardless of which services they pay for,
have i1n that method of finance a potentially
limited well to which they will continue to go back
to. Because the fees are often paid for by the
hospitals.

So near complete reliance on the fees
may pose a long term problem regardless of what
exact services they"re paying for, unless you"re
going to cut those services. So just to point out
that you can pay for your newborn screening program
a number of different ways, but the feasibility as

we grow potentially will become complicated by this
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framework.

DR. SONTAG: Yes, thank you, Beth.
That®"s an important point. And important for us
to be considering as we"re moving forward and to
talking about with people who really understand the
cost and the charges that are associated with
newborn screening.

So one of the big questions we get is
what are you screening for? What states are
screening for what? This 1s the group that
approves the new disorders that go on that
recommended uniform screening panel. Right now
there are 32 disorders on the recommended on the
RUSP waiting for the approval of MPS 1. And then
later today the vote for X-ALD.

But 1t"s interesting when you ask the
state, how many disorders are screened for in your
state? And states could answer 45, 62, 38, how do
you compare those? So at NewSTEPs we"ve divided
this by counting the disorders as those around the
core disorder, core panel, secondary panel, and the

other panel. The other meaning things that aren”t
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recommended officially by this group, but things
that states screen for.

So we really try to count primarily
those that are on that core recommended uniform
screening panel. Here"s the recommended uniform
screening panel as of March 2015. This is on the
HRSA website with 32 disorders. Last one being
added was Pompe.

And then we have the secondary
conditions. These secondary conditions are also
listed on the website and by definition, these
secondary conditions are disorders that can be
detected iIn a differential diagnosis of a core
disorder.

So it"s important to note here when a
state 1s screening for something, they might
identify other things through that process. It"s
what they say officially that they are going to be
screening for. It"s very important to a state
newborn screening program that they put on a stamp
of approval, saying we"re looking for this. And

we"re going to do our very best to find this
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disorder.

The secondary disorders, we"re not
putting our stamp of approval and saying yes, we
guarantee we"re going to find these or do our very
best to find these. There®s no very great
guarantee, but they do our very best to find these.
But 1f we find them, we"re going to report them.
So that"s an important differentiation between the
two.

So here®s the screening of the 32 core
disorders. Where you see the darkest states, so
this 1s again another heat map showing the darkest
states of those states that are screening for 32
disorders. And ranging down, until you note from
this map that Illinois and New York are both
screening Tor, currently screening for the 32
disorders that are sort of the uniform screening
panel .

And there are many other states that are
very close to adding that 31st and 32nd disorders.
So 1 think we"re getting pretty close here. And

Jelili Ojodu will be talking more detail about
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that, about some of those conditions tomorrow.

Other disorders that screened in the
U.S. These are disorders that states are
reporting to us at NewSTEPs. 1711 let you look for
your favorite disorder on this list, not going to
read through them. If you want more details you
can go to our website and find out, I want to know
who*"s actually screening for this?

Now this 1s universally screened.
This is not we"re doing a pilot study, we"re doing
research on this. We"re trying to figure out
what®"s going on here. This i1s we universally
screen for these disorders.

You want more information you can go to
our screened conditions report. Same place that
I was talking about earlier. You get to these
reports and you can click on, right now, we"re
interested in MPS 1, one that might be added to the
RUSP shortly by the Secretary.

Down here at the bottom it says MPS 1.
How many universally required? There"s two, so if

I click on that 2, this window would pop up and it
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would tell me that Illinois and Missouri are the
two states that are universally screening for MPS
1.

You can do that for any of your
disorders i1f you want to look at who"s screening,
considering it, all those different categories in
the repository, you can look and identify who"s
screening. It"s a useful tip for states because
then we can say, 1"m considering adding MPS 1. 1™m
going to go talk to Illinois and Missouri so | can
find out more about their screening status in their
state. How they"re doing 1t? So 1t"s a good way
to connect states and for technical assistance.

So decision making and policies. How
do they make these decisions in newborn screening
systems? They rely on advisory committees, the
Board of Health, the Commissioner of Health. They
also rely on their legislators to make some of these
decisions.

But sometimes it's a complex
combination of both. That is as you all know a very

-— can be a very murky process sometimes and takes
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many, many iterations to get through.

So which states have advisory
committees? Here we have a map that depicts the
number of states who have advisory committees.
Those blue states have advisory committees that are
mandated by statute or law. So it"s in the law that
they have to have an advisory committee.

The green states have a voluntary
committee. A few states don"t have committees
now. And this is one piece of a question we got
recently from someone from Montana, iIs okay, who
makes up, what states have committees? Who makes
up that committee?

So we can tell you, here"s the
composition of advisory committees. Again, this
I1s compiled across many different states. So this
IS not any one particular state. But these are the
types of people who tend to sit on advisory
committees, consumers, lab reps from pathology and
chemistry, so this is not the -- public health labs,
they have clinicians, hospital associations, March

of Dimes representative, ethicists, and then the
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newborn screening program.

Again, not exhaustive, but this iIs a
list of the types of people who advise state public
health departments on their newborn screening
program.

All right, yes, Natasha. And Natasha
needs a microphone.

MS. BONHOMME: Okay, great. Natasha
Bonhomme, Genetic Alliance. For the advisory
committees do you collect any data on how often
those committees meet?

DR. SONTAG: I think we do collect
that. |I"m seeing nods from the back of the row.
Yes, we do collect that information. And we also
have a place for states to enter the links to the
minutes of those websites, that they"d like to
enter, where those -- or the minutes of those
meetings.

Yes, Deiter.

MEMBER MATERN: Dieter Matern, this is
really great but do you verify the information you

get back? Because the state that I know well, I™m
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sitting on the advisory committee. It indicates
that they meet quarterly, but they only meet twice
a year. So there"s several things that I at least
for my state are not the way | understand it to
actually be as 1t iIs written in your report.

DR. SONTAG: Yes, that"s fTabulous
information. And so, especially that type of
information, we rely on the states to report to us.
So we sent that back to the states. We haven®™t gone
through our verification process of that level.

Some of the other things we do verify
as far as what states report and they“re screening
for. We haven®t got to that level of verification.
We did that report back out to the state
representatives, but really rely on the community
to help us refine this.

So we"d also entertain ideas -- 1T you
have some -- of how we can best go about verifying
some of that data, especially as it relates to those
types of policies.

MEMBER URV: So Marci, this i1s Tiilna

Urv. Are these just external advisory boards, or
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you cited, I think New York has internal advisory
boards, don"t they?

DR. SONTAG: This is as we -- 1"m told
this 1s a newborn screening advisory committee.
So —-

MEMBER URV: Whether it"s internal or
external?

DR. SONTAG: Internal or external,
they"re making that decision. 1 didn"t know about
internal versus external advisory committees
before this, so -- 1*d like, 1 guess, some more
information. Maybe after the session, that we can
talk about what the -- how the states might differ
and shade that?

Okay, so I*d like to talk, switch now
to really this orange section. And this is the
analytic to post-analytic. We don"t have a lot of
details breaking up all the different components
of this at this point. So I"m really going to
circle this entire component and talk about i1t as
a group.

So now this i1s getting back to those
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same 900 infants | talked about a little earlier.
About when are they being diagnosed? And so we"re
looking forward to the day when we have all 4
million babies are iIn here, and we have 12,000
babies per year being diagnosed with disorders.

So this is a snapshot of the types of
data we"ll be able to represent to you. But when
we think about timeliness, how can we represent
this? Now this isn"t on population basis; this
isn“"t on all the babies iIn a state. This is the
babies who are identified with a disorder.

So we have here that stair-step of birth
to receipt by lab. Happens in the very few first
days. And on the Y axis here, we have zero to 360
days, so that first year of life.

So birth to receipt by lab, then birth
to reporting out of complete results, birth to that
intervention, and then birth to diagnosis. And
note that intervention very frequently happens
before the time of diagnosis. Whille you"re
waiting to confirm that final diagnosis, you“re

intervening on that child and changing their diets,
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doing something to happen, something for that baby
to improve their health.

So you look at this and say, I can"t
really see what birth to receipt by lab is; that"s
far too squished together. So I pulled these out
SO you can see: what does this really look like?

Birth to receipt by lab here you"ll see
that median i1s about four days of life. So this
Is data is collected, or the sample is collected,
and then transported to the lab. 1 see a couple
faces, people saying, boy, we"d like that to be
earlier. That"s i1deally, sure we"d like 1t to be
earlier, but that"s pretty good. Median is four
days. And that"s just before the time that these
recommendations came out, right?

So now we"re all thinking about this.
We just -- all the states who have courier services
just really in place. This is a place that we want
to be able to move the bar a little bit.

Now the time to release the out of range
results. The median is at seven days. That"s

what we were hoping for out of range results, right,
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from this Committee? Now in here you®ll note this
iIs critical and non-critical -- time critical and
non-critical results are all put together here.
I*m going to pull those apart here in just a minute
for you.

And then time to intervention, wide
range of time to intervention. Again, it"s hard
to understand time to intervention when you put all
of the disorders together. So we think of being
able to pull them apart.

Is that a question?

MEMBER SCOTT: Actually, that was
going to be my question for this one and the next
one. Can you pull it out by disorder?

DR. SONTAG: Yes, and 1*d be happy.
Let me pull that out for you. |1 planted Joan in
the audience to ask that question, so | could --
time to confirm diagnosis. Again, wide range of
things that we are seeing in newborn screening, and
the complexities of that diagnosis vary.

So here®"s time to receipt by lab by

disorder. 1"m going to skip through this just in
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the iInterest of time because we don®"t actually
deliver them in a lab by any disorders.

So time to release out of range results
by disorder. Now this is important. So you see
that CF here, the time to out of range results is
-—- median i1s actually less than 10 days of age,
which I think is remarkable. When you"re thinking
of CF tests that also includes for all of the states
that are reporting here, they“"re all [IRT/DNA
states.

These were -- the states that are
represented here are all one screen states. But
iIT they had a positive IRT, they go on to DNA so
they"re doing both of those. And median calling
It out by about nine days of life. Again, there
are some that are being called out much, much later.

But then we look at -- whoops, all right
--— look at MCAD and those results are being called
out at four days. The median is four days. Some
are higher, but 95 percent of the babies are being
called out before that ten day mark.

Again, gives us room to improve though,
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right? We"ve said on this Committee time critical
results, they need to be out by five days. We need
to be out there, but we"re close. So we can see
that we"re already thinking of critical and time
critical results. States are reporting them out
as such, but we have room to improve in that, room
to move that needle.

So then time to intervention. Time to
intervention for MCAD. Now 1 want you to note
here, the scale here is zero to 50 days. We spread
this out so you could really see the data. The
scale here 1s now zero to 200 days; i1t"s a different
scale.

So you see the time to intervention for
MCAD is almost always happening very early in life.
However, there are some cases in which 1t"s
stretching out a little bit further. So what®s
happening there? Those results are getting out to
someone. And what®"s happening with that
intervention?

Is 1t that intervention is not getting

reported back to the newborn screening program, and
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they"re not -- aren”t entering It in here? Is it
that the intervention truly hasn®t happened? And
that -- this Is a repository. So we"re -- this iIs
where we can go back to those states and find out
a little bit more information.

But you see a time to intervention for
CF IS a little Dbit higher than the
hemoglobinopathies who are reported out at about
two months of age for the time to intervention.

Now we are not clinicians at NewSTEPs,
and so this 1s where we rely on our clinicians
partners to help us think through some of these data
and say: where are some of these problems? And I™m
looking through the room and seeing many of you iIn
the room whom we"ve relied on. And thank you for
that. As we call you and say, now where do we need
to be concerned with this? And going back to those
experts who helped us with some of the case
definition.

And then time to confirm diagnosis.
You can see there is a wide range in time to confirm

diagnosis. There"s some data challenges that we
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have right now with the time to confirm diagnosis
with the hemoglobinopathies.

I don"t have the time to go into the
detail here, but it"s actually giving us the
opportunity to go back to a couple of states and
think about how they~“re defining that time to --
what does 1t really mean to have a diagnosis? And
how are they confirming that diagnosis? So we"re
doing 1t consistently across all states.

So 1"m going to go into a little bit of
detail specifTically for cystic fibrosis. We have
quite a bit of data for cystic fibrosis; I"m just
presenting five states here.

Again, these are all one screen states,
doing an IRT and DNA. The time to receipt by lab,
one state"s getting their samples very quickly.
This is time from birth. So their median here is,
I think, two days of life.

Four-five days of life, this state"s
out to seven days of life is the median time to
receipt by lab. Again, gives us an opportunity for

moving that needle. Time to release of out of
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range results, I°11 let you absorb that a little
bit.

So you can see, even with an IRT/DNA
model, one state iIs getting those results out --
as reported here -- by about six days of life, six
to seven. That"s fabulous, but all these states
are getting them out within a reasonable amount of
time for CF, knowing this is not one of our time
critical disorders.

Time to intervention for each of those
states. And for CF what does that intervention
mean? That"s probably they®"re being seen by a
pulmonologist and perhaps pancreatic enzymes are
being started. You can see the range, that some
of these babies are far out.

And that here, the scale has again
changed. With those iIn the back, the scale goes
up to 700 now. So this i1s almost two years, time
to confirm diagnosis. Now you notice on the
previous slide, this is -- the scale goes up to 120.

Intervention is happening for all these children,
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but that confirmed diagnosis Is a ways out.

So is 1t that they had a -- probably not
sufficient sweat test? We don"t know what"s
happening here. We don"t know the details behind
the scenes on this figure. But we can say that
confirmed diagnosis tends to happen for CF in the
Tirst couple of months of life.

I have data for congenital
hypothyroidism here; 1"m actually not going to show
them. It shows similar trends. We can go into all
of those details, anybody wants to have an exciting
bear-with-me after the session this afternoon, we
can talk about congenital hypothyroidism. We have
lots of data like this. We"ve only been pulling
out lots of data. But I just want to make sure 1
have time to get to the other topics as well.

So, speaking of those data, that®s how
we are thinking about them from actual cases. But
we"re kind of taking that and applying it to what
we already have as quality indicators. Those

timeliness factors are quality indicator concepts
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that we have. So I want to talk a little bit about
the quality indicators.

These quality indicators have been iIn
development 1in partnership with the newborn
screening community. Many of you in the room were
in the initial Committee meetings that we had to
develop some of these quality indicators.

The group of eight indicators really
spans the course of newborn screening. And the
collection of the blood spot out to the reported
results and even identifying those false negative,
or infants that weren"t identified by newborn
screening.

So we have them, we"ve developed them
Into our repository, we have said okay, now let"s
start collecting them. And when you start talking
to people about how they collect quality
indicators, each state has their own different
resources TfTor how they might collect those
indicators.

And the state says, I1"m going to pull
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the data, and this is how I think this should be.
And the state says, well 1"m going to pull it from
here. And so the data aren"t quite comparable.
And it takes a lot of time for them. So we said,
we really want these data to be comparable from
state-to-state. How can we help them to get there?

So we"re starting out with partnering
with the LIMS vendors --- the Laboratory
Information Management System vendors -- iIn an
effort to assure the data are consistent. So from
an 1dealistic standpoint, we said, all right. You
can pull the data from the LIM system, isn"t that
great? Let"s pull it out so It"s consistent from
state to state.

So you have the same LIMS vendor.
You"re both using PerkinElmer or you®re both using
Natus In your same two different states. Can we
pull that data out consistently? Idealistically
that sounds easy, i1t sounds fabulous, and as any
of you who have ever worked with electronic data

management, you know that"s not the way It"s ever
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worked.

As we count up those differences 1in
local collection, 1"m going to show you what that
looks like. So we had hoped to have really
fabulous quality indicator data to present to you
today. To say here®"s what it is across 25
different states. Here"s what we can show you.
And yet we don"t want to show you data that"s not
really high quality consistent data.

So we are making sure that data is
really high quality before we present to you. So
the data collection here is deliberate, but it
really will result in the high quality data.

So 1 said we partnered with the vendors.
The two that we partnered with to start with are
PerkinElmer and Natus, just as we talked about.
They are the ones who cover most of the states.
Getting them, we have over half of the states.

This 1s by no means exhaustive,
however. Many states have locally developed

systems. And many states have other commercially
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available systems. So once we have tackled this
with these two larger vendors, we are then going
to take that next step and work with other vendors
and with the Ilocal states who have locally
developed systems.

I*m just going to give you one example
of a challenge we"ve uncovered in data collection:
the percent of invalid dried blood spot specimen
cards due to improper collection. This doesn"t
seem like a hard question to answer. 1°m like, how
many of you have problems with this, you couldn®t
test because of improper collection?

And at first glance, we sat down with
PerkinElmer, 1 actually sat down with the state of
Colorado and PerkinElmer, sat in a room, and went
through each one of these. And PerkinElmer says,
well we have this field. But then we talked to Dan
White in Colorado, and he said, well yes. But we
have additional fields in there.

So under this field that PerkinElmer

had developed, Colorado had adapted that for their
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own personal needs. So they®"ve said there is other
reasons, and these are the reasons they then sent
back to hospitals for theilr report cards. Here"s
these other long list of reasons as to why a sample
might be unsatisfactory.

I*11 let you look at them here. But
Colorado has done that in one way. And another
state has done i1t in another way. And so now
PerkinElmer i1s sitting down with each one of these
states and saying what does this apply to?

IT 1t was contaminated, 1is that
improper collection, or 1is that i1mproper
transport? How do you want us to map these to get
them to the right place? So this is a very careful
process, and I can®t thank the folks at PerkinElmer
and Natus enough for really helping us think
through this and go through this In a systematic
way -

Because this i1s complicated, and i1t"s
very time consuming. And we"re all doing this iIn

order to improve the system. But this has taken
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some time. It"s not as simple as, let"s extract
data from the electronic system.

So our next steps we are working with
them and we®re hoping that within the next two
months we"l1l be able to have that data extracted
as it is available within those systems. That"s
with Natus and PerkinElmer, and then for the other
states, as | said, we"re going to reach out to those
and extend our lessons learned in those states.

Okay, so now we"ve gotten almost to the
end of this. Now we®ve gotten to: how do we
evaluate that newborn and make sure that diagnosis
Is confirmed? And this gets to the case definition
project. And we®ve talked to this Committee
before about the case definitions.

It"s something that Sara Copeland kind
of spurred on us several years ago. And many of
the people in the room have been clinical experts
working on these case definitions.

We collect this data within our

NewSTEPs data repository in order to be able to
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provide an accurate characterization of the
frequency of these newborn screening disorders.
How often are we identifying babies with these
disorders within our systems?

So we need systematic definitions both
at the local and the national level. As an
epidemiologist working at the national level, 1
definitely want to make sure we"re comparing the
same thing.

But 1"m going to show you an example in
a minute of why 1 think this is so important at the
local level, and really from hospital to hospital,
and physician to physician, we want to make sure
we"re being very consistent in how we count these
newborns.

So here®s this example. Baby with
cystic Tibrosis, an abnormal newborn screen,
elevated IRT, had an F508, and an R117H with a 7T/9T
polymorphism. Those of you not familiar with CF,
just know that some people who have this genetic

makeup are going to have cystic Tibrosis.
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Probably a milder form. They might be more likely
to be pancreatic-sufficient.

Some people with this mutation, these
mutations, genetic makeup, might not ever develop
any disorders, any disease. So we don"t really
know what to -- this is kind of a problem -- we don*t
know what to do with these infants to follow them.

So then we get referred to the CF
center. And a sweat test shows results of 25 where
a diagnostic is greater than 60. So how do we deal
with this baby? So we send the baby on to a
clinician. Dr. Smith sees the baby and says yes,
this baby has CF.

Follow the baby, and repeat sweat test
monthly. Let"s in a month, but let"s make sure.
We"re going to follow up these, repeat the sweat
test, but we"re going to tell the family he has CF.
I just have the feeling this baby really has CF.
This 1s my opinion.

Dr. Jones says this baby has CRMS --

cystic fTibrosis related metabolic syndrome. And
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this 1s a challenging diagnosis but one that was
really created over the past decade to help us
identify these babies --- i1dentify and categorize
them appropriately so we can then follow them.

So we don"t think this is CF, but it
might develop into CF. So we should follow the
baby every six months and see what happens.
Another physician might see this baby. Dr. Garcia
sees the baby, and says, you know what? The baby*"s
fine. R117H and 7T/9T, this baby®s fine, and it
doesn"t have CF, doesn®"t have CRMS, send them on
their way. No reason to be here.

Now I know this can happen because |*ve
seen 1t happen. 1°ve talked to CF clinicians and
it absolutely happens. We are not trying to change
clinical diagnosis; the clinicians are going to
treat them as they see most appropriate. But from
public health surveillance, we need to be able to
count them.

So how we counted this baby i1s going to

depend on whether they saw Dr. Smith, Dr. Jones,
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or Dr. Garcia. And that"s not a very good feeling
for public health surveillance, right? We want to
be able to count the babies -- who did we i1dentify
by newborn screening, and what happened to them?

So this i1s why we have surveillance case
definitions, so we can add -- categorize these
babies. Our case definitions as they are in place
now —-- established by a group of experts in CF --
say this baby would be diagnosed as with CRMS using
those case definitions.

And we" 1l tell you now that the burden
of CRMS i1n our country is not well understood.
We"re all dealing with 1t on a state-by-state
basis. Not well understood, and we think that
being able to collect these data and the NewSTEPs
data repository will give us the first chance to
really understand the burden of this issue with
CRMS.

This i1s just one example. One disorder
that goes across all of the disorders that we"re

screening for. It"s critical that we are

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




80

collecting them and counting them in a systematic
way -

Here®s just to emphasize this point,
looking through our data repository what we have
on CF. Not going to go into too much detail here,
but here®s two cases with CF. Both have elevated
IRTs, both have two mutations known to be disease
causing, both have sweat tests. One of them was
in the intermediate range of 30 to 59. Babies look
pretty similar on paper. One was entered by the
state saying, this baby has CRMS. One was entered
as CF. That"s very likely what the clinicians call
these babies. We can now tie those case
definitions to these babies, and so we can we count
them In a systematic way.

So what are the challenges of our case
definitions? It s a lot of work. This is a
culture change. We need to be able to collect this
information. Some states are already collecting
all this information on the diagnostic information

In their newborn screening data systems and their
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labs, and follow-up systems. Many are not. So
It"s a time commitment to be able to collect this.
But 1 think i1t"s important, not only from the
national perspective, but it"s also important at
the local perspective.

Yes, Beth?

DR. TARINI: Beth Tarini, AAP. You
bring up an excellent point, Marci. And CRMS is
obviously something that came. We didn®"t know
until we screened a potentially -- the burden of
Its existence. Do you think that it would be
helpful for candidate disorders to start
1dentifying these case definitions iIn advance?

So that when they are reviewed by the
Committee, there®s this sense of at least trying
to create these buckets when they"re potentially
hinted at iIn advance. Not the case in CRMS.
Rather than you working backwards now, trying to
define them after the fact?

DR. SONTAG: Beautiful question, and I

almost feel like you were planted 1In the audience
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to ask that question. Because the right column
here -- the new disorders on the RUSP -- this is
one of our challenges. There was a ton of work put
Into these case definitions initially to develop
them. And now we have these new disorders that --
how do we add them?

So I would love to sit down with the
review group that®"s reviewing all of these
conditions and say, what information can we garner
from that as i1t leads to CRMS, but also as it relates
to just the general diagnosis of a disorder?

There®s these unusual cases, but also
how do you confirm a diagnosis of PKU, and what are
those components? How do you confirm that
diagnosis of Pompe? What are the components that
are necessary?

So we are really stuck now trying to
figure out how do we add those new disorders? It
Is time consuming, and working off of the --
building from the group here | think would be

excellent.
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We also have a Case Definition
Implementation Work Group, who 1is helping us
thinking about this marketing and communication of
these case definitions. And there®s a manuscript
In preparation that should be coming, hopefully
submitted shortly to be published to really
summarize this overall work.

So what are our efforts to improve
timeliness in newborn screening? Very briefly
going to go through this; i1t"s not the focus of the
talk, but I wanted to throw this in.

We have been participating in a CollIN
-— collaborative iImprovement and i1nnovation
network. It appears that we have some
supplementary funds to work on this. Yvonne
Kellar-Guenther has been leading this for
NewSTEPs. We have eight states participating in
this ColIN; they"re listed here. This is a 15 month
project, not funded for the states.

The states volunteered to come iIn and

work on timeliness, improving timeliness. They
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are dedicating a ton of time to this. They are
doing a great job on exactly zero dollars that we"re
giving them to do this. And comprised of five
individuals from the states. We did have one
in-person meeting of them really Ilooking at
timeliness to getting that sample to the lab in a
timely manner. They have made great changes, and
they"re coming together to share ideas and find
solutions.

Building from that and the success of
our CollIN, we"re excited to announce this coming
September 1st, we*"ll have a new funding
opportunity, which i1s NewSTEPs 360. And this
option we will support 20 states, and this time we
have some money to support states to attack this
timeliness challenge.

And we"re going to be looking at that
over the next three years. This iIs a competitive
funding opportunity that will be announced iIn the
next couple of weeks.

And now we have our PIGs. And 1
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actually would like to credit Stanford Rich for
helping us conceptualize this idea. This 1is
Project Instant Gratification, or PIGs. And this
1s: what"s that hook?

So you are entering data into the
NewSTEPs data repository. What does the state get
out of 1t? It"s a lot of work to put something in
to collect that data. What does the state get out
that can give them something to use in their daily
jobs?

So we have three categories here. We
have the Did You Know Emails, and the Run Charts.
And 1"m going to show you examples of those in just
a minute. And then we also have Personalized
Quality Indicator Reports.

And these are things that we"ll send to
states once we have all those quality indicators
in, showing hey, where do you fall compared to other
states? So they can see here®s an area that 1 have
for growth. And here"s an area that 1 have for,

I*m really strong, and | can show this off to my
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leadership In my state.

Hopefully you are all on our NewSTEPs
LISTSERV and have received some of these Did You
Know emails. These emails are just things that we
have learned from our repository that we want to
share with the community. So this is one that --
Did You Know that we have some queries now that you
can go in and query lots of different things.
Those queries that | talked about earlier. But
look for those Did You Know emails. There®"s fun
facts, we try to highlight states when they do
something that"s exciting.

And here®"s a run chart. And 1 talked
earlier about Tennessee and the changes they made
by adding a courier service. You can see here that
they joined the ColIN in January and February of
this year. This is about the time that they were
implementing the changes 1In their couriers,
February-March.

And you see not so much change here, so

as we move these bars across, this green bar is

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




87

receipt by lab in one day. And this yellow Is two
days. You see here there were very few at the
baseline. It was only less than 40 percent that
were being received by two days.

And as we move out, as they rolled this
out Into more of our programs, they had up here by
July and six months in, they had 80 percent of their
samples being received early. This 1is great.
This 1s great for Tennessee, and this i1s the total
that we"ve given to Tennessee to help them to track
and given to our CollIN participants.

As a part of NewSTEPs 360, we"re going
to build these types of things into our website so
it"1l be available for everyone.

So we couldn"t do this -- all these
activities iIn NewSTEPs -- without all of you. And
I want to thank so many of you in the room. Our
steering committee, our work groups, the newborn
screening programs who have jumped into this with
us and really participating with us.

Our, Jeff Botkin and Jelili, I -- this
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was a steering committee meeting? We did get work
done, but they, we had a good time, too. So we"re
moving along, yes -- yes, Dr. Botkin, we"re moving
along.

The regional collaboratives, thank you
for all in the room Tfor the regional
collaboratives, our federal partners, our private
partners, and vendors. This is a group effort, and
I really -- we"re so excited to be a part of his
newborn screening community.

So we"re partnering with newborn
screening programs to develop solutions to
strengthen the newborn screening system. We have
a strong system. How can we continue to grow It
and make it stronger?

We do this through quality of data,
technical assistance, and by bringing people
together to share 1i1deas and activities. And
that®"s one of the key things that 1 think we can

do as the experts In newborn screening and the

experts who do the newborn screening. Let"s bring
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them together. Let"s have those conversations,
virtually, In person, however we can have them to
help improve our systems.

And I can®"t thank enough, are my
NewSTEPs team. |1 get to work with the best team
on the planet. Here"s a picture of us responding
to Baby®s First Test Request for Newborn Screening
Month. So 1t says, '"Newborn screening matters
because 1t brings people together to make a
difference.” It brings passionate people
together, passionate people together, to make a
difference in the lives of everyday people.

So thank you very much and 1*d be happy
to take any questions.

(Applause)

CHAIRPERSON BOCCHINI: Marci, thank

you for a great presentation. And really i1t"s
remarkable, everything that"s been accomplished so
far. So thank you very much.

Let"s open this for questions Tfirst

from the Committee Members, and please i1dentify
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yourself again for the reporter.

No additional questions from the -- oh,
Jeft.

MEMBER BOTKIN: Jeff Botkin. This is
such important work. Congratulations, and that"s
the main thrust of my comment. |1 have a quibble,
and 1t has to do with some of the earlier slides
where you referred to the notion of implied
consent.

You know, as you know, the whole consent
Issue has been controversial for decades iIn this
domain. I"ve not heard this, how newborn
screening 1s approached in most states as implied
consent. To me, implied consent means everybody
has a mutual understanding of what®s going to
happen, and there"s tacit agreement that that"s
okay. I think in this context, we know pretty
conclusively that most parents have very little
idea about newborn screening, and so to me the
notion of implied consent is probably not the best

term to characterize how these programs are being
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organized.

DR. SONTAG: Yes; point well taken.
And we should work on the wording there.

MS. BONHOMME: Thank you. It was a
great presentation, and I appreciate all the colors
and having it being very engaging.

One question that I have is -- so, | know
when you present the data and you talk about state
one, state two, being able to just compare where
states are, but not necessarily -- at least In a
public setting like this -- i1dentifying you know
who state one and who state two are.

Is that kind of state-specific
information, information that you give out to any
other group besides that specific state, whether
that"s at a federal level or 1T someone was looking
at specific information?

And 1 ask that not so much from a like
watchdog perspective, but I think some of this data
could be really iInteresting for people who are on

the ground but outside of the state departments,
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who want to advocate for newborn screening and want
to be able to learn what can they do to really be
able to help bolster those programs.

And so 1™*m just wondering like how does
that information get to the people who are outside
that state department infrastructure?

DR. SONTAG: Yes, so right now we"re
still at the beginning stages of knowing,
developing those policies. We have a policy that
we are putting together a data review group, and
requests for data would go through that data review
group.

So we are looking for members of that
group. We have the general population here to
compile that group and say what are those policies,
and how can we give data to individuals, because
we think it is important for other people to have
access to these data in a way that makes sense.

So we"re not -- we"re respecting the
states, and the memo of understanding that we have

with the states and data use iIn an appropriate way.
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We®"re working on that and don"t have the fTinal
answer yet, but we will shortly.

MS. BONHOMME: And for that group, do
you have an ideal iIn terms of what the makeup of
that group would be? And I want to say this is
Natasha Bonhomme from Genetic Alliance; sorry.

DR. SONTAG: So we do have an idea of
what that group might look like. We would like
some people who have some IRB experience. We-"d
like to have some people who have some advocacy and
experience, and some parents on that group. And
then some people from state newborn screening
programs. So we"d like to have kind of a broad
perspective of people to help us --- help advise
us.

(OFff the record comments)

DR. GREENE: Thank you, Carol Greene,
SIMD. Very interesting on those outliers for the
diagnosis and the intervention. And you already
said but 1*d like to reinforce, that there®s going

to be a lot more Information needed before we can
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conclude that that"s really a problem.

Because the intervention for a child
with cystic fibrosis -- you mentioned a good
example -- is starting pancreatic enzymes, but not
everybody needs them. For some kids with CF, there
are people who might say, well 1 haven®t done any
intervention. I"ve simply given them the
diagnosis, and I"m monitoring.

But I also want to go all the way back
to the retention of data. And the groups that
retain data, I think you said for two years or less.
And there might have even been a smaller -- a
shorter time of retention of data. And CLIA
requires the test results be retained for at least
two years after the test i1s reported.

DR. SONTAG: I think there were two
buckets there, and the one bucket for data
retention -- that was actually the lowest time --
was two years. So | think that was reflected
there, how long they keep the samples might have

been shorter, but the --
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DR. GREENE: Right, and 1 think you
said two years or less for the data retention. And
that may need --

DR. SONTAG: And I may have mis-spoke.

DR. GREENE: -- for somebody to go
look at 1t?

DR. SONTAG: Yes.

DR. GREENE: Because less than two
years means you lose your -- you fail your recert.

DR. SONTAG: I can"t remember where
these slides were now, but I -- we*ll look into
that.

DR. GREENE: I"m trying to channel Ming

Chen.
DR. SONTAG: Okay; yes, it does say
two, so your -- that"s a good point well taken.
Don*t know if 1 can call on people or
iIT —- 1 don"t have a -- go ahead.

MEMBER URV: This 1i1s Tiina Urv.
Marci, you guys collect so much information. And

it was really well, well-presented. But one of the
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things I noticed, and one of the things that I ve
been confused about in the past, Is that you just
refer to everything as data.

And 1t would be great, so when Carol was
saying the data we collect, or the data that"s
saved, it would be great -- for people who aren®t
as immersed iIn the system -- to know which data
you“"re referring to. So the data regarding -- you
know results.

DR. SONTAG: Yes, abnormal results.

MEMBER URV: Yes.

DR. SONTAG: Yes.

MEMBER URV: So, if you just -- I think
that would help a lot of outside people realize the
breadth of the information you"re collecting.

DR. SONTAG: Yes. Thank you.

MEMBER LOREY: Fred Lorey; excellent
presentation. I*m kind of like Natasha; I like
colors. Could you go back to the slide that showed
the ranges of specimen collection times?

DR. SONTAG: 1 can try; 1 don"t know

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




97

where I am.

MEMBER LOREY: And if not, don"t worry
about it. But 1t went by pretty fast --

DR. SONTAG: Here it is.

MEMBER LOREY: -- so I couldn™t really
tell.

DR. SONTAG: This the one you wanted to
see, or the --

MEMBER LOREY: Yes, I mean does that --
maybe i1t"s state number three. | often find that
It doesn"t -- these types of slides don"t reflect
the California 12-hour collection time. Is that
Iin there somewhere?

DR. SONTAG: California®s not in here.

MEMBER LOREY: Okay; that explains it.

DR. SONTAG: Yes, and so this is just
a snapshot of eight states.

MEMBER LOREY: Got it.

DR. SONTAG: So your favorite -- this
IS -—- and these are very small samples. These are

-- by the time you divide eight states, this is
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small. So this is snapshot of what we"re going to
be able to show on a much larger scale in the future.

DR. CHEN: Freddie Chen, American
Academy of Family Physicians. One of the things
I enjoy most about the Committee and these meetings
Is the different perspectives of the different
stakeholders, and I want to build on Dr. Greene*s
comments about case definition and clinical case
definition.

And remind us that the needs for
surveillance case definition at the public health
level are quite different than the clinical
management needs for case definition.

And we need to be careful about not
implying that one has 1i1mplications, sort of
consequences not necessarily fTor the other.
Meaning that those three physicians may be managing
those babies exactly appropriately --

DR. SONTAG: Absolutely.

DR. CHEN: -- even though, i1In their

minds, they"ve got three different sort of working
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clinical diagnoses. And the needs fTor public
health and for surveillance and case definition are
a very different sort of level of discussion. So
iIT the implication i1s for condition nomination and
how we approach and discuss those, we have to keep
all of those perspectives in mind.

DR. SONTAG: Yes; excellent point.

CHAIRPERSON BOCCHINI : Okay,
microphone -- Anne.

DR. COMEAU: Anne Comeau from the New
England Newborn Screening Program. Very nice
presentation; | have two short comments. One is
that 1 cannot support Jeff"s comment strongly
enough; implied consent iIs just not -- that"s a
foreign thought to me.

Secondly, 1is being from a regional
program —-- and 1 think that what you®ve done so far
i1s wonderful -- but being from a regional program,
I noticed that it looks like many of your responses
are state-specific, that don"t necessarily fall

through i1nto what happens regionally.
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So for instance | noticed, 1 think that
New Hampshire said that they weren®t -- didn"t have
reporting 24/7. But we cover New Hampshire and all
of our clients so that there is actually the 24/7
reporting. And I think that that might happen iIn
other regional programs as well.

So how you want to handle that, In the
reporting so that it makes sense to people who are
evaluating what i1s happening on the ground versus
what i1s reported state specifically might -- you
might need to tweak that a little bit.

DR. SONTAG: Yes, we thought about that
of: how do we reach out to both the regional labs
and the local states? And right now we"ve relied
on the local states to give us that information.
But I think it"s an excellent point to think of how
we can broaden that circle.

CHAIRPERSON BOCCHINI: If there are no
other questions or comments, again Marci, thank you
very much. Appreciate the presentation.

(Applause)
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CHAIRPERSON BOCCHINI: We"re now going
to move to public comments. We®"ve had a number of
persons who have signed up for public comment.
Based on the time allocated -- that we have to
allocate, each comment should be limited to two
minutes.

The Ffirst 1is Elisha Seeger, who
represents the Aidan Jack Seeger Foundation. So
1T you could come --- you could use this microphone
1T you™d like. Yes, that could be a little easier.

MS. SEEGER: Good morning. My name is
Elisha Seeger, and 1 am the founder of the Aidan
Jack Seeger Foundation. The foundation 1is in
honor of my son Aidan, who lost his battle with ALD
in 2012. He was just seven years old.

My hope i1s that in the last few months
the Committee has been able to review all of the
evidence that shows why ALD newborn screening is
so important. The test, the treatment, the cost

analysis all points to the same conclusion. We

need ALD newborn screening.
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The ALD newborn screening test 1is
accurate, as the New York data proves. There is
a viable treatment method once the babies are
diagnosed. And 90 percent of those boys will also
have adrenal insufficiencies. And most
importantly is the fact that early diagnosis is the
key to saving lives.

Without early diagnosis  through
newborn screening, thousands of boys will continue
to die an early, horrific death. I know the
Committee has spent quite some time reviewing data
reports, analysis, et cetera. But | what I don"t
want you all to forget is that all that paperwork
IS based on human life.

I want you all to see some of the faces
of ALD. So this i1s Aidan; this is my son, Aidan.
A perfect charismatic gift, a little boy who"1l
never get the chance to finish school, play sports,
get married, all because his life was taken away
much too soon.

This 1s Jacob, a beautiful blue eyed boy
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who died in his father®s arms from a fever due to
an adrenal crisis. Jacob was just two years old.

This 1s Steve, a boy who was diagnosed
at the age of six, was too late for treatment, and
has spent the last nine years of his life In a
hospital bed, with no mobility, blind, deaf, and
a feeding tube.

Joshua and Eric, brothers both
diagnosed with ALD and both lost their lives due
to a late diagnosis.

Jacob, diagnosed i1n August 2014 at the
age of six, too late for treatment. Jacob once was
an active junior football player, passed away just
nine months later this past May.

All of us have one thing In common and
the pictures of the boys that I just showed you --
our lives have been destroyed by ALD, never to be
mended again. We live with the pain of not being
able to save our children. Now I*11 show you three
more faces of ALD.

This 1s Matthew. Matthew was born in
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January of 2014 and was one of the first boys to
be diagnosed with ALD through newborn screening.
Matthew iIs being monitored. And Matthew®s mother,
Lindsey, now knows she needs to take precautions
before having more children.

This i1s Gavin and Patrick. Patrick was
born in New York state in 2014 and was diagnosed
with ALD through newborn screening. Because of
his brother, Gavin was tested, and he too tested
positive Tfor ALD. Luckily, both are not
symptomatic and are being monitored.

So now the question i1s: which group do
you want to belong to? | would imagine that the
consensus would be the latter. What do these two
families have in common? They have a chance that
thousands of other families did not -- their early
diagnosis.

The early diagnosis puts them on a path
to treatment -- for both adrenal insufficiency and
ALD -- before i1t"s too late. 1 want to end with:

all of us deserve the chance to a normal healthy
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life. |If we have the methodology to accomplish
this, don"t we have an obligation to put it to use?
Don"t all of you sitting here want the same chance
for your family?

Please don®"t let ALD keep killing our
boys. Add ALD to the recommended uniform
screening panel. Thank you for your time.

(Applause)

CHAIRPERSON BOCCHINI: Elisha, thank
you. Thank you very much for your comments.
Appreciate 1t.

Next on the telephone we have Spencer
Barsh from the Stop ALD Foundation.

Spencer, are you on the phone?

MR. BARSH: Yes. Hi.

CHAIRPERSON BOCCHINI: Hi; go right
ahead.

MR. BARSH: Okay. All right. Hi, my
name 1s Spencer Barsh, and 1 am here on behalf of
the Stop ALD Foundation. I came before this

Committee when adrenoleukodystrophy was Tirst
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nominated to be put on the RUSP.

I was 12 years old at the time, and 1
am now 15 years old and feel even more passionate
about the need for newborn screening for ALD. 1
appreciate you taking the time to hear me out.

I was born with ALD, but my family was
not alerted to this until | was one year old.
Fortunately, it was the perfect time for treatment.
So I went to the Duke Hospital for a stem cell
transplant. | have had the privilege to lead a
normal healthy life because of my transplant.

I am a member of my school swim team;
I"ve been practicing mixed marital arts for four
years, volunteer with Friendship Circle to help
children with disabilities, and completed Honors
Bio and Honors Math last year with flying colors.

Why is this such a big deal, you may ask?
Because my cousin Oliver had to give his life in
order for me to have this opportunity. After many
years of misdiagnosis, my cousin Oliver was

diagnosed with ALD. But by then, i1t was too late
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to help him since transplants do not work at that
stage of the disease.

Unfortunately, Oliver passed away at
the age of 12 years old, a few years after he was
diagnosed. IT newborn screening had been
available when Oliver was born, he could have been
given a chance at life as | was.

So 1 am here today to urge you to approve
newborn screening for ALD. 1 am alive and healthy
today because Oliver was the ALD screen for our
family. But one human being should not have to
give their life i1n order for another to live.

Please make sure that no more families
have to suffer the painful losses that we did. All
babies born with ALD should be identified at birth
so they too can have the opportunity of life.
Thank you for your time.

CHAIRPERSON BOCCHINI: Spencer, thank
you for your comments. We appreciate them.

(Applause)

MR. BARSH: Thank you.
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CHAIRPERSON BOCCHINI: And good luck
with your swimming season this year.

Next is Amber Salzman. Amber is from
Fight ALD, fighting illness through education.

DR. SALZMAN: Okay; I*m also with the
Stop ALD Foundation. So good morning, my name 1S
Dr. Amber Salzman, and | appreciate the opportunity
to come before the Committee this morning.

As you just heard my son Spencer, my
nephew Oliver®s post symptomatic ALD diagnosis
alerted our family to undergo genetic testing. It
revealed the presence of ALD in Spencer, who was
successfully treated, as you heard, with a stem
cell transplant.

But it also afforded us the opportunity
to take necessary measures to give birth to a very
healthy girl. However, Oliver slowly lost his
ability -- he lost his life at the age of 12 due
to the lack of newborn screening to alert him in
time for an iIntervention.

We"re fortunate that we have an ALD
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screen that works. We have infrastructure to
support families diagnosed. There®s treatments
available. However, to date, only New York
screens their newborns for ALD.

As a consequence of New York newborns*®
diagnoses, these babies as well as their older
siblings have been diagnosed iIn time for an
intervention. And iIn some cases, relatives with
the adult form of the disease —-
adrenoleukodystrophy -- are comforted to finally
get an accurate diagnosis rather than continue to
their diagnostic odyssey.

An additional benefit of the early
diagnosis i1s a reduced cost to the healthcare
system. As I°ve seen the success of the New York
program, it just deeply pains me to know that
children and families continue to suffer and die
unnecessarily because of loved ones not born in New
York.

The ALD community 1i1s very well

connected to ALD academics, members of industry,
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and 1s well positioned to address any concerns
relative to widespread i1mplementation of ALD
screening. Every month that screening is delayed,
another TfTifteen fTamilies are unnecessarily
devastated.

I respectfully urge you to rapidly move
forward to add ALD to the RUSP. And 1 offer my
support, and that of the broader ALD community, to
support and aid implementation nationwide. Thank
you very much for your consideration.

(Applause)

CHAIRPERSON BOCCHINI: Thank you, Dr.
Salzman.

Next is Janis Sherwood, of the United
Leukodystrophy Foundation. Janis?

MS. SHERWOOD: 1I"m actually with Fight

ALD.

CHAIRPERSON BOCCHINI: Okay.

