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PPROGCGEEDI-NGS
9:31 a.m

CHAI R BOCCHI NI :  Good nor ni ng,
everyone, and wel cone to the May 2016 neeti ng of
the Advisory Comrittee on Heritable D sorders in
Newbor ns and Chil dren.

Before we get started I'd like to
i ntroduce a new AMCHP representative, Dr. Kate
Tullis. Dr. Tullis is currently the Title 5
Children and Youth with Special Health Care Needs
director in the State of Del aware.

She has a background in genetics and
with the state newborn screening program So,
Dr. Tullis, welcone to serve as a representati ve.

First | need to now do a roll call of
the commttee, nenbers and organi zati onal
representatives. So, we'll start with Don
Bai | ey.

MEMBER BAI LEY: Here.

CHAIR BOCCHINI:  |I'm here. Jeff
Bot ki n.

MEMBER BOTKI N  Here.

Neal R. Gross and Co., Inc.
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CHAI R BOCCHI NI :  Col een Boyl e.

MEMBER BOYLE: Here.

CHAI R BOCCHI NI :  Cat heri ne Spong.

MEMBER SPONG  Here.

CHAIR BOCCHI NI :  Kellie Kelm

MEMBER KELM  Here.

CHAIR BOCCHI NI :  Fred Lorey should be
on the phone.

MEMBER LOREY: Yes, here.

CHAIR BOCCHI NI :  Thank you. Dieter
Mat er n.

MEMBER MATERN: Here.

CHAI R BOCCHI NI :  Steve MDonough.

MEMBER MCDONOUGH: Here.

CHAI R BOCCHI NI :  Representing AHRQ
Kamla Mstry has not yet arrived. M chael Lu
representi ng HRSA.

MEMBER LU:. Here.

CHAI R BOCCHI NI : Al exi s Thonpson by
phone.

MEMBER THOVMPSON:  Her e.

CHAI R BOCCHI NI :  Thank you, Al exis.

Neal R. Gross and Co., Inc.
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Cat hy Wcklund has not yet arrived. And our DFO
Debi Sarkar

M5. SARKAR: Here.

CHAI R BOCCHI NI :  Now for the
organi zational representatives, representing the
Ameri can Acadeny of Fam |y Physicians, Robert
GCstrander.

MR. OSTRANDER: Here.

CHAI R BOCCHI NI :  Anerican Acadeny of
Pedi atrics, Beth Tarini.

MS. TARINI: Here.

CHAI R BOCCHI NI :  Anerican Col | ege of
Medi cal Genetics, M chael Watson.

MR. WATSON:. Here.

CHAI R BOCCHI NI :  Anerican Col | ege of
bstetricians and Gynecol ogi sts, Joseph Bi ggio by
phone.

And then Associ ation of Mternal and
Child Health Prograns, Kate Tullis.

MS. TULLIS: Here.

CHAI R BOCCHI NI :  Associ ation of Public

Heal t h Laboratories, Susan Tanksl ey by phone.
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And the Association of State and
Territorial Health Oficials, Chris Kus by phone.

MR KUS: Here. And can | nmake a
coment that |'mnot able to get on the visual
webinar. |t just keeps spinning, so there's sone
technical difficulty.

CHAIR BOCCHI NI : Al right, thank you
for making us aware of that. W'Il look into it.

MR KUS: Thanks.

CHAIR BOCCHI NI :  Departnent of
Def ense, Adam Kani s by phone.

MR. KANI'S: Here.

CHAIR BOCCHI NI :  Genetic Alliance,
Nat asha Bonhonmme.

M5. BONHOMMVE: Here.

CHAIR BOCCHI NI :  March of Dines, Ed
McCabe by phone.

Nat i onal Society of Genetic
Counsel ors, Cate Wl sh Vockl ey.

M5. VOCKLEY: Here.

CHAIR BOCCHI NI :  And the Society of

| nherited Metabolic Disorders, Carol G eene.
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M5. GREENE: Here.

CHAIR BOCCHI NI :  Thank you all for
bei ng here and being a part of the neeting.

As you're aware, shortly after our
| ast neeting we received the correspondence from
the Secretary that she approved both our
recommendation for MPS | and X-ALD, but she did
not accept the proposals we made for funding
recommendat i ons.

So now the RUSP has been expanded to
34 conditions based on her acceptance of our
recommendat i ons.

Even though she didn't accept the
fundi ng recomrendati ons, she did encourage in her
response federal agencies to continue to provide
techni cal assistance and support states with
exi sting resources.

So, as a result HRSA has devel oped a
fundi ng opportunity, and I'"mgoing to turn this
to Debi to nmake you all aware of what HRSA is
doi ng.

MS. SARKAR: Thanks, Dr. Bocchi ni.
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So, HRSA issued a fundi ng opportunity
announcenent call ed the Newborn Screening

| mpl ement ati on Program regardi ng conditions added
to the Recommended Uniform Screeni ng Panel.

The purpose of the programis to
support states in increasing the nunber of
newborns that are screened, identified and
referred for treatnment for three conditions -
Ponpe di sease, MPS | and X-|inked ALD.

The funding amount is for $2 mllion
per year and it's a two-year project period. And
due date for applications is May 27, 2016.

I f you have any questions about it you
can let nme know after the neeting. Thanks.

CHAI R BOCCHI NI :  Thank you, Debi. |
want to make everybody aware that nom nations are
open for the 2017 openings that will becone
avai l abl e on the committee.

They are currently due within a short
time, May 16.

W want to make everybody aware that

this year there's a turnover of two nenbers of

Neal R. Gross and Co., Inc.

10

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

the commttee. And in addition we are repl acing
two additional nenbers who needed to | eave the
comrittee because they took different positions
Wi thin the governnent.

The process is underway to conplete
t he applications and acceptance of those four
i ndi vidual s, and we hope to have that informtion
avail abl e shortly so that they can join the
comrittee at our next neeting.

On the ot her hand, we now need
addi ti onal people to fill the openings for 2017.
So, I'd like to remi nd everybody to be thinking
about individuals, those of you organizati onal
representatives to think about individuals who
m ght be interested and qualified to be nenbers
of the committee so that we coul d have again
anot her robust group of potential nom nees to
consi der.

So, here on the slide shows the
i ndi vidual s that we need, the background skills
t hat individuals nust have to be considered for

the commttee. And so we | ook forward to having
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a |l arge nunmber of nom nees from which to pick.
W now need to have a vote on
acceptance of the m nutes of the February
neeting. Are there any additions or corrections
to be made to the mnutes that were distributed

wi th the agenda book? Steve.

MEMBER MCDONOQUGH: This is McDonough.

|"'mnot with Sanford Health anynore. |'m

retired. So that needs to be changed.

CHAIR BOCCHI NI :  Ckay, we'll make that

correction.

Hearing no others we will now vote to

approve the February 2016 nminutes with the one
adj ustnent. Don Bail ey?

MEMBER BAI LEY:  Approve.

CHAIR BOCCHI NI : | approve. Jeff
Bot ki n?

MEMBER BOTKI N:  Approve.

CHAI R BOCCHI NI :  Col een Boyl e.
Cat herine Spong. Kellie Kelm

MEMBER KELM  Approve.

CHAIR BOCCHI NI :  Fred Lorey.

Neal R. Gross and Co., Inc.
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VMEMBER LOREY:  Approve.

CHAIR BOCCHI NI : Dieter Matern.

MEMBER MATERN:  Approve.

CHAI R BOCCHI NI :  Steve MDonough.

VMEMBER MCDONOUGH:  Appr ove.

CHAIR BOCCHINI:  And then M chael Lu.

MEMBER LU:.  Approve.

CHAIR BOCCHI NI :  And Al exi s Thonpson.

MEMBER THOMPSON:.  Approve.

CHAIR BOCCHI NI :  Ckay, the mnutes are
approved fromthe prior neeting.

So, this slide shows the priorities
that the conmttee set that are underway wth
t hree wor kgr oups.

The Pilot Study Workgroup will present
its report and recommendati ons today. The Cost
Anal ysi s Workgroup continues efforts and we'l|l
recei ve an update fromthemtoday. And the
Ti mel i ness Wor kgroup which is a permanent
wor kgroup will provide us with an update as well
today. Well, during this neeting.

Now, | want to nake everybody aware
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that the standing subcommttees will now be
termed "workgroups.” And so we're just changing
the nanme, we're not changing the responsibilities
of each of those subconmttees.

W' re changi ng the nanme to workgroups
because this aligns appropriately with the
requi renents of the Federal Advisory Commttee
Act, the FACA Act.

And by term ng them workgroups they
allow themto continue their efforts in the way
that they are. And so we will now just change
t he nanes, but again not change their
responsibilities.

They will neet this afternoon as
schedul ed.

Just to rem nd you, the Education and
Trai ni ng Wor kgroups have prioritized with the
approval of the full advisory commttee creating
a conpani on piece to the ACT sheets that wll
provi ded PCPs with guidance and tips for
di scussing positive newborn screening results

with parents, and do an educati onal outreach
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project in collaboration with Newborn Screening
Cl eari nghouse Babies First test.

Fol | ow-up and Treatnment Workgroup is
| ooking at pronoting the role of clinical quality
nmeasures to pronote |long-termfollow up and
exanm ne state infrastructure for long-term
fol | ow up.

The Laboratory Standards and
Procedures Wirkgroup is | ooking at defining and
i npl enenting a nechani smfor periodic review, an
assessnent of |ab procedures utilized for
effective and efficient testing of the conditions
i ncluded in the uniform panel, and defining and
i mpl enenti ng a nechani smfor periodic review and
assessnment of infrastructure and services needed
for effective and efficient screening of the
conditions included on the newborn screening
uni f or m panel .

And just as a rem nder our next two
nmeeti ngs, August 25 and 26, will be an in-person
neeti ng and webcast. And then Novenber 3 and 4

w Il be webinar.
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So, during this neeting we will have
a presentation on nedi cal foods inpact on patient
access. That's to help continue our discussion
on long-termfoll owup in newborn screening.

We had a condition nom nated, GAM,
for evaluation for inclusion on the RUSP. You
wi |l hear an update fromthe Nom nation and
Prioritization Workgroup on revi ew of the packet
of information that was presented to us, and
di scussion by the coomittee and a vote as to
whet her the condition is ready to be noved
forward for evidence review.

W'l | have di scussion on prenatal
educati on about newborn screening and dried bl ood
spots, and then following this afternoon's
di scussi ons the workgroups will provide updates
tonorrow on their activities.

So, I"'mgoing to turn this over again
to Debi to discuss ethics and conflicts of
I nterest.

M5. SARKAR: (Good norning, everyone.

Thank you for joining us today. As usual | have

Neal R. Gross and Co., Inc.
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ny standard rem nders for the conmttee nenbers.

First, the comrittee is advisory to
the Secretary of Health and Human Servi ces.
Anyone associated with the conmttee or due to
your nmenbership on the comrittee if you receive
i nquiries about the conmttee or the commttee's
wor k please let Dr. Bocchini or | know prior to
comritting to an interview.

| nmust also remi nd conmittee nenbers
that you nust recuse yourself from participation
in all particular matters likely to affect the
financial interests of any organization with
whi ch you serve as an officer, director, trustee,
or general partner unless you are also an
enpl oyee of the organi zation, or unless you have
recei ved a wai ver from HHS aut horizing you to
parti ci pate.

And all of you have been doing this.
| appreciate you letting me know prior to a vote
if you think that there is a conflict.

So, the advisory committee's

| egi slative authority is found in the Newborn

Neal R. Gross and Co., Inc.
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Screeni ng Saves Lives Reauthorization Act of
2014.

This | egislation established the
comrittee and provides the duties and scope of
work for the conmttee.

However, all commttee activities are
governed by the Federal Advisory Committee Act,
ot herwi se known as FACA which sets the standards
for the establishnment, utilization and managenent
of all federal advisory conmttees.

So, according to FACA all of our
comrittee nmeetings are open to the public. |If
the public wish to participate in the discussion,
t he procedures for doing so are published in the
Federal Regi ster notice and we announce them at
t he openi ng of the neeting.

For this May neeting we put in the
FRN, the Federal Register notice, that we woul d
have a public coment period for today for 30
m nut es.

Only with advance approval of the

chair or DFO public participants nmay question

Neal R. Gross and Co., Inc.
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comrittee nmenbers or other presenters.

Public participants may submt witten
statenments. And you'll find we have quite a few
public comments. They were all included in the
bri efing book.

The witten statenents are part of the
public record and any further public
participation will be solely at the discretion of
t he chair or DFO

And as al ways pl ease renenber to state
your nane and your organization first to ensure
proper recording of our transcript and neeting
m nut es.

CHAI R BOCCHI NI :  Thank you, Debi. Now
we're ready to begin the neeting with the first
presentation on Medical Foods for Inborn Errors
of Metabolism |ssues in Patient Access.

For that, I'mvery pleased to
i ntroduce Kathryn Canp. Kathryn Canp joined the
staff of the Ofice of Dietary Supplenents in
Sept enber of 2010.

After 25 years in clinical practice
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caring for children with genetic and netabolic
conditions she's working with ODS in the Ofice
of Rare Diseases Research in the devel opnment of
an evi dence-based framework for nutrition
i nterventions currently used to treat these rare
di sorders.

Prior to comng to ODS Ms. Canp
provi ded staff support to the Secretary's
Advi sory Comm ttee on Genetics Health and Society
as a senior policy analyst in the Ofice of
Bi ot echnol ogy Activities at N H.

She spent 13 years at Walter Reed Arny
Medi cal Center in the Departnent of Pediatrics
providing clinical care to patients and conti nues
to work with pediatric residents and fellows as a
Red Cross vol unteer.

So, Kathryn, it's good to have you
here. W |ook forward to your presentation.

M5. CAMP:. Thank you very much. And
| do want to thank the organizers, particularly
Joe, and Debi, and Joan for inviting ne to

present today to you.
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And |1'd also |like to thank, on behal f
of patients and clinical providers, the continued
interest that the conmittee is taking in this
very vexing issue.

"' mgoing to hopefully get through
quite a lot of material in the tine that | have
so that there will be time for discussion.

So nedi cal foods. Many of you know
this, and if | go over information and data and
such that you're already aware of just consider
it to be alittle bit of a rem nder. There may
be people |istening who don't have all of the
background that many of you have.

They are the only recogni zed t herapy
for many EMidentified on newborn screen and
clinically. W can't forget those who are
clinically diagnosed.

They do reduce norbidity and
nortality. There's been a half a century history
of use. So we al ways wonder then why aren't they
accessible to all patients of all ages.

What |"'mgoing to talk to you today
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about, I'Il give you a little bit of background
on the history of medical food statutes in the
United States.

| think it's inportant to know where
things started in order to understand how we can
nove forward. Wy and how they're used, what a
medi cal food is and what it's not. There are a
| ot of products on the market that want to call
t hensel ves nedi cal foods and they frankly don't
neet the statutory definition.

"Il talk a little bit about barriers
to access and rei nbursenent, sonme of the previous
activities that have been undertaken to rectify
the problem And I'Il provide a few thoughts on
a plan noving forward but ultimately the plan
noving forward has to conme fromthe comrunity.

And | do consult to the federal
governnent so frankly | have no discl osures.

Hi story of medical food statutes. So,
back in 1958 which was when the first nedical
food cane on the market. It was Lofenalac and it

was nmanufactured by Mead Johnson it was

Neal R. Gross and Co., Inc.
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considered a drug. And up to 1972 this was the
case when they were then put into the category of
foods for special dietary use. Taken out of the
drug category and put into a food category.

That was because their useful ness was
wi dely accepted. They were limted in nunber at
this point. There were probably only two
products on the market and they were specifically
for phenyl ket onuri a.

It was considered that if they went
into this category they would be |l ess costly to
devel op. They woul dn't have to go through the
ri gorous evaluation that would be required if
they were continued to be used as a drug.

In 1973 they were taken out of foods
for special dietary use and put into their own
category of nedical foods. But this actually had
uni nt ended and unf oreseen consequences because
medi cal foods at this point lost all regulatory
oversi ght because foods do not have prenarket
review to go into the narketpl ace.

In 1988 the O phan Drug Anendnents
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created the definition for nedical foods. And
" m sure nost of you can recite this by heart.
Maybe not nobst of you, but some of us.

And |'mjust going to give you a
second to read it because | don't want to
actually read it out loud. But |I would like to
hi ghl i ght a couple of inportant sections in this.

And that is that they are used under
t he supervision of a physician for specific
di etary managenent of a disease or condition in
which it is understood that there are distinct
nutritional requirenments based on recogni zed
scientific principles. So you can't just go out
there and put sonething on the nmarket that
sonebody says well, this m ght work for
neur ocogni tive devel opnent.

However, this particular definition
did not provide FDA with an eval uati on nmechani sm
to determne what fits in that category and what
does not fit. So the FDA has struggled with
trying to determne this.

So the overall unbrella category for

Neal R. Gross and Co., Inc.
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t hese products is the food category. And under
this category, and obviously there are
conventional foods that are in here as well,
foods for special dietary use, nedical foods,

i nfant fornulas and dietary suppl enents.

And |'m not going to be tal ki ng about
di etary supplenents or these other products that
are used in | EM because that's another hour and a
half talk in and of itself. They are still
i nportant treatnent nodalities with their own
| ssues.

Medi cal foods being in this food
category, this is an inherent conflict because
f oods cannot be used to diagnose, cure, mtigate,
or treat disease. Those are the terns that
surround the use of a drug.

And |'m going to show you that in fact
that's what we use nedical foods for is to treat
a specific disease.

So, nedical foods for phenyl al ani ne
hydr oxyl ase deficiency, and of course it's al so

previ ously and nore commonly known as PKU, this
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was t hen, drug | ooking.

This is medical foods for inborn
errors of metabolismtoday.

And |''m showi ng you just a few
exanpl es of the many products that are avail abl e
on the market for a variety of different
di sorders.

And you can see that they | ook a
little nicer, they' re not drug-like. Medical
f ood manufacturers have spent inordinate anounts
of time and noney to produce products that | ooked
alittle bit nore conventional, that had better
nutritional conposition and that were nore
pal at abl e.

My industry coll eagues tell nme that as
i nnovati on goes up rei nbursenment goes down
because as things start to | ook nore and nore
| i ke a food i nsurance conpani es are nore and nore
|ikely to deny coverage.

This right here, this bar is actually
a conplete -- well, it's not conplete, it doesn't

have phenylalanine in it, but it is a product
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that an i nsurance conpany | ooks at and says we're
not paying for energy bars.

So the categories of nedical foods, we
need to understand these in order to understand
why i nsurance coverage is so sort of sloppy.

The products with a full conpl enent of
nutrients except the offending nutrient, for
exanpl e, in phenyl al ani ne hydroxyl ase defi ci ency,
t hese products would have all of the nutrition
that would be required for growmh and devel opnent
for an infant, a child and an adult except with
pH deficiency obviously it would exclude
phenyl al ani ne.

They conme in a variety of forns,
powder to be reconstituted, ready to drink, and
bars.

Sonme state mandates will only cover
t he powder and not the ready to drink. Qhers
won't cover this, that and the other.

And then there are nodul ar products.
And t hese are products that do not contain the

full range of nutrients, such as anm no acid
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m xt ur es.

There are ready to drink | ow vol une
| ow-cal orie products that are nore suitable for
adul ts who have | ower energy needs, tablets,
sports drinks. This one over here, this Restore
is actually gl ycomacropeptide. And it |ooks |ike
a power drink. So, a school aged child would
probably be okay putting that in their |unch box
and taking it to school.

And then there is a category called
foods nodified to be lowin protein, or also | ow
protein foods.

And t hese are baked goods, pasta,
rice, et cetera. And they were devel oped to
provi de calories, provide extra nutrition in somne
cases, but primarily calories and variety in
diets that are severely limted in protein.

And | consider themto fall into the
medi cal food category. It sort of depends on how
you actually define them FDA is not sure
whet her they fit that category or not.

Again, what fits in the category
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depends on what the intended use is.

So, nedical foods are managenent
nodalities for inborn errors in nmetabolismthat
are identified on newborn screen and clinically.

But with respect to newborn screened
conditions, 19 of the core conditions on the RUSP
utilize nedical foods and/or am no aci ds,
vitam ns, or cofactors. So we can't forget them
but we are again focusing on nedical foods.

These conditions wouldn't be on the
RUSP if it weren't for these treatnents, right?
| nmean, the reason why conditions get to the RUSP
i s because there are treatnents avail abl e.

And in the case of these 19 core
conditions these are the treatnents.

Medi cal foods are required for other
| EM di agnosed clinically.

So this is obviously a table of the
core RUSP conditions, and those that are in bold
are treated with nedi cal foods and/or single
am no acids, amno acid m xtures, vitam ns, or

ot her cof actors.
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And this equates to about slightly
| ess than 500 infants born every year who require
a medical food. It's over 600 for those who
require -- if you add on those that require
vitam ns and cofactors such as biotini dase
deficiency obviously utilizes Biotin.

So what happens if we don't treat
t hese conditions?

It depends on the condition. Sone
condi ti ons have | ess horrible outconmes, classic
PKU, severe cognitive inpairnment, autistic-1like
f eat ures.

Mat ernal PKU syndronme is a very, very
i nportant and in nmy opinion neglected concern.
Over 50 percent of adults are not being foll owed
in aclinic and we nust assune that half of them
woul d be wonen.

If they're not being treated and
they're of child-bearing age the risk of naternal
PKU syndrone is obviously 100 percent.

And this is a condition where fetal

exposure to el evated phenyl al ani ne | evel s causes
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m crocephal y and poor outconme in the infant.

Honocystinuria, it varies. MSUD is
one of the ones identified on newborn screen that
if not treated will result in death. And that's
true also for the organic acidem as MVA and PA
and VLCADD has their own issues that one can't
real ly ignore.

So I'"'mgoing to briefly go over the
basic principles of dietary managenent. 1|'m
goi ng to use phenyl al ani ne hydr oxyl ase defi ci ency
as an exanpl e.

And this is inportant because this
hel ps us to understand how nedi cal foods are able
to be used to treat these conditions.

So, normal phenyl al ani ne net abol i sm
food and netabolized tissue are where we get
phenyl alanine. It is an essential amno acid so
our bodies do not nake it, although in states of
stress and illness our bodies will release
phenyl al ani ne out of the nuscle.

So that's another inportant point is

that we try to keep patients with these
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conditions to not be catabolic.

So phenyl al ani ne through the hel p and
action of phenyl al ani ne hydroxyl ase goes to
tyrosi ne.

And then tyrosine goes on to nake very
i mportant neurochem cals that go to the brain.
Dopa, norepi nephrine, epi, and nel anin.

So what happens if there is no
phenyl al ani ne hydroxylase or little phenyl al ani ne
hydr oxyl ase? W get -- obviously phenyl al ani ne
builds up in the blood and tyrosi ne becones
defi ci ent.

So those neurochem cals are al so goi ng
to becone deficient. W get side pathways that
al so make nmetabolites that build up in the bl ood.

But anot her inportant aspect of this
condition, of this problemis that phenyl al ani ne
is one of three aromatic amno acids and it wll
conpete at the bl ood-brain barrier for uptake.

And so tryptophan and tyrosine get
| eft out. And tyrosine, the little that's

actually there, can't get in. And tryptophan is
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of course an inportant precursor to serotonin.

And that is a serious condition when
you |l ack sufficient serotonin. And that's
probably, along with the dopa, norepi nephrine,
epi, et cetera, that cause sone of the inbal ances
in the brain in patients with PKU.

So what do we do? How do we solve
this? And this is what we can do with nedica
foods is we restrict the precursor, and that
means we restrict the anmount of whol e natural
protein that contains phenylalanine. And we try
to prevent catabolismas | already nentioned.

And we supply the product and ot her
essential nutrients.

And |'mgoing to show you a little bit
about how we do this. Qoviously it's done with
medi cal foods.

They supply a source of protein for
body growt h and devel opnent that's devoid of the
of fending nutrient and it al so contains essenti al
nutrients, carbohydrate and fat.

And along with the very small anount
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of natural protein in a carefully planned diet
this is the primary intervention. And it wll
prevent or reduce adverse nedi cal and

devel opnment al out cones.

And when it is used early, at or near
birth and continued throughout life it can | ead
to normal or near normal heal th outcones.

And they work. This is a historical
slide from Georgetown nmany, nany years ago of a
young man who was born prior to newborn
screeni ng.

He has the full phenotypic outcones of
PKU. And this is alittle girl who was
i dentified on newborn screening. Should she
continue to follow a carefully planned diet
t hroughout her lifetinme we would expect her to
have cognitive and devel opnental normal cy.

So, | want to just show you very
gui ckly what a sanple daily intake is for an 8-
year-old boy with PKU. And Christine Brown's in
t he audi ence and |'m sure that she has great

experience with these kinds of neal plans.
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This is a very sinple one because |
wanted to be able to fit it on one screen. W do
i nclude other things that are a little bit nore
i nt eresting.

Those itens that are in black are
medi cal foods, and those that are in red are
natural foods. So, fromthe natural foods 6
grans of protein and 583 calories. A child
that's 8 years old cannot |ive on that.

From the medi cal foods, 43 grans of
protein and 825 calories. So what we get from
that is a whol e neal .

And pl ease understand that 1 ounce of
cheese or 1 ounce of chicken has this child's
feed tol erance of 350 ngs of phenyl al ani ne. And
no one can live on 1 ounce of either one of those
t hi ngs.

So this slide is courtesy of Helen
McCune, one of our netabolic superstars. This is
dinner. And it represents one-third of the
phenyl al ani ne allotnment for that child. And this

woul dn't go very far.
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This little tiny filmof mlk is all
that this kid would get. |If we add medical foods
we actually have a neal

And this is the gear needed to feed a
child with naple syrup urine disease. This |ooks
pretty nedical, doesn't it? | mean, you don't
buy these things at the Babies"R"'Us.

So, we're going to switch gears now
and talk a little bit about how statutes define
medi cal foods.

They are distinguished fromthat
category of foods for special dietary use.
Renmenber we tal ked about that was where they were
originally placed because they are intended for
the specific dietary managenent of a di sease or
condition. Already nentioned that.

They neet distinct nutritional
requi renments and they nust be used under nedica
super vi si on.

And specially fornmul ated for the
patient who is seriously ill or who requires the

product as a major treatnment nodality.
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And this is a very inportant point.
FDA considers themto be used either orally or
t hrough tube feeding.

And it does not pertain to all foods
fed to sick patients. So if you think about
t hose of you who were in clinical care or have
tried to boost up the calories and the
nutritional intake for a patient who's ill you
may use a product that |'mnot going to name
them well nmaybe | am |ike Ensure, Boost,

Pedi aSure, et cetera. Those are not nedi cal
f oods.

So the inportance about nedical food
| abeling. Medical food labeling is very specific
and the requirenments are, as | will show you,
they are | abel ed for nmanagenent of a specific
medi cal di sorder, disease, or condition.

And you can see there that this
particul ar can of Phenex-2 has that information
on it.

And | abel ed for use under nedi cal

supervision. You do not find these statenents on
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foods for special dietary use.

So how are they regulated? They're
regul ated under the Food, Drug and Cosnetic Act
and the Fair Packagi ng and Labeling Act as are
di etary suppl enent, by the way.

They are exenpt fromnutrition
| abel i ng, health clainms and nutrient content
clainms requi renents and you can understand why
that is, because they do have a health claim
which is that they treat a nedical condition.

And they do not require a nutrition
facts | abel because that woul d not be applicable
or appropri ate.

The ingredients nust be approved food
additives. Cbviously they have to conply with
general food regulations and certainly the GRAS
regul ati ons.

And they do not require prenmarket
review or approval by FDA. And I'mgoing to
probably say this a hundred ti nes.

However, manufacturers nust be

regi stered with FDA and they nust conply with
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current good manufacturing practices. And they
are inspected every two years by the FDA

I f the conpany al so manufactures
infant fornulas they are inspected once a year.

And we were asked to find out from FDA
the |ist of nedical food products that were
avail abl e and they don't have one. Because
there's no premarket review there would be no
reason for themto have a list.

However, if anyone's interested
Genetic Metabolic Dietitians International does
have a very nice list on their website.

Infant fornulas. Again, this is a
little bit of a different category. They are
considered to be nedical foods, but they are
regul ated as infant fornmulas. So they have a
little bit nore | should say oversight.

They are categorized as exenpt infant
formulas. And the exenpt does not nean that they
do not have a regulatory structure. It just
neans that they're exenpt fromthe nutrition

| abel i ng because they are not required to contain
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the of fending nutrient.

They have strict |abeling requirenents
agai n and new products do require a 90-day
premar ket notification to FDA. And this is
different than nedical foods for children and
adul ts.

So in 2013 FDA canme out with draft
gui dance for industry. And draft guidance is
where we get a lot of infornmation about what FDA
i s thinking about certain |legislation, certain
regul ations that they're responsible for.

So, the definition of nedical foods
narrow y constrains the types of products that
fit in this category. That is what they are
t hi nki ng.

Medi cal foods are not this huge
category of things that people can take for a
nunber of different conditions.

And you can see sonme of these issues,
specifically fornul ated and processed as opposed
to naturally occurring. So, an orange or an

appl e, for exanple, would not be considered a
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medi cal food.

For partial or exclusive feeding
orally, or as enteral tube feeding, and for a
patient with limted or inpaired capacity whereby
di etary nmanagenent cannot be achi eved by
nodi fi cation of the normal diet alone. And this
is a very inportant point. And those italics, |
put themin there because | view this as one of
the keys to how we determ ne what a nedi cal food
is or isn't.

And it is used to manage uni que
nutrient needs resulting froma specific disease
or condition, et cetera.

The final guidance has not been
rel eased. |'m hopeful that they will figure it
out and get it out so that we actually can turn
to this thinking as we consider how we nove
f orward

So, what a nedical food is not. It is
not a prescription drug. There's no prenmarket
review or approval. They do not have NDC codes.

They do not require a prescription.

Neal R. Gross and Co., Inc.

41

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

42

But the regul ation states that they
are to be used under nedical supervision and nost
nmedi cal food manufacturers require authorization
froma healthcare provider before they wll
provi de the product to a patient.

They are not products devel oped for
pregnancy unl ess the pregnant wonan has PKU
because pregnancy is not a disease. Renenber, in
t hat thinking that FDA has these nedi cal foods
are for individuals with a specific disease.

And it's not for diabetes because
di abetes can be nodified with a normal diet.

VWhat do nmedi cal foods cost? Well,
they cost a |lot conpared to regul ar foods, but a
whol e | ot |ess than Kuvan which is the first drug
t hat was approved by FDA for phenyl ketonuri a,
$200, 000 a year for an adult with pH deficiency.

They don't cost that nuch, but drugs
get covered, and Kuvan gets covered, and nedi cal
foods in nmany cases do not.

So, this table canme out of a paper

t hat was published by Therrell, et al., in 2014.
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And what we essentially did was we cane up with a
coupl e of categories in order to estimte what it
cost above and beyond foods that woul d be

pur chased and consumed by an individual wthout a
condi ti on.

And comm ttee nenbers, you have this
i n your packet and the publication is readily
available. 1'd just like to focus on this final
dar k orange col umm.

You can see that for an infant it's
over $2,000 a year. This is outside a typica
expenditure. And it starts to march up. And
when you get to an adult male or a pregnant wonan
it's close to $25, 000.

And an adult mal e who does not have a
good job, or does not have insurance is going to
be hard-pressed to provi de enough nedi cal food
for thenmsel ves at a cost of $25, 000.

What do nedi cal foods cost to
famlies? Sue Berry published a paper that was a
combi ned effort that came out of this conmttee

that surveyed fam |ies asking questions about
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t heir out-of - pocket expenses.

Twent y- one percent of parents paid
greater than $100 a nonth for fornula, and sone
as high as $500 a nonth. Forty-eight percent, so
al nrost hal f of parents paid greater than $100 a
nonth for | ow protein foods.

So, how do patients get nedical foods?
From a bunch of different ways. This is such a
hodgepodge it's just, it's frightening.

They purchase out - of - pocket from
phar maci es, hospitals, health departnents,
medi cal supply conpani es, nedical food conpani es.
Sonetines they're reinbursed by private insurance
and sonetinmes they're not.

They do get products through prograns
adm ni stered by states and these include
Medicaid, CHIP and WC. The mlitary provides
nmet abolic fornmula for dependents with inborn
errors of metabolism but they do not cover | ow
protein foods.

Newbor n screeni ng prograns or

met abolic clinics, sonme states actually tack an
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addi ti onal charge onto the newborn screeni ng and

then those funds get put into sort of a warehouse
in order to provide products for patients in that
state.

Many patients utilize nultiple
sources. And this cane out of Sue Berry's work.
And that neans that famlies are looking in
mul ti ple places to find things.

And any of you who have tried to
advocate even for yourself or your famly with
respect to reinbursenent can understand that this
is a problem and nost of you are probably not
having to do that every single day.

Most nedi cal food conpanies provide a
smal|l supply for newly diagnosed patients and
t hey do cover sone fornmula for pregnancy. But
they're not in the business of providing free
nmedi cal food for patients.

And while they are very, very good at
filling inlittle gaps we cannot expect themto
be a source for everyone all the tine.

So, who pays? Depends on who you are,
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how ol d you are, what your disorder is, depends
on where you live, and it depends on what type of
heal th benefits you have.

So prior to the Affordable Care Act 38
states had passed nandates for state or private
payer plan coverage.

And we tal k about state mandates a
| ot, and there's been another one added. But
this is howit sort of breaks down on what gets
covered and what doesn't.

In 10 states fornmula only was covered.
In 28 states actually covered formula and | ow
protein foods, so a little bit over half of the
states. PKU only in six states that had
mandates, so that left all the rest of them out.
Si xteen states had sel ect disorders. So they
didn't cover for everything, for all inborn
errors. And 16 states covered all disorders.

So you can see that if you had
condition A and you needed to nove or you wanted
to nove you' d be having to find out whether your

state had mandat es, whet her your insurance
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conpany woul d cover it.

| think that Dr. Ostrander is going to
say sonething in a little bit, but it's been
difficult for people to even find out what their
states do at this point.

So, since the Affordable Care Act?
Wll | don't know. | have not seen a fornmal
national survey of state practices. | haven't
seen one that has been undertaken in order to
understand what's going on in every state.

The ACA does not specifically address
coverage of nedical foods for inborn errors,
al t hough newborn screening is a covered benefit
Wi t hout copay to famli es.

So the essential health benefit
package included newborn screening, no copay, but
was silent on the issue regarding treatnent for
t hese conditions.

So states with mandates may still have
t hese mandates. They still may not apply to
self-insured or federal progranms. So state

mandat es do not apply to federal prograns because
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the feds cannot be -- well, if you understand

hi story the feds cannot -- a state does not have
to conply with a federal plan. Let ne |eave it
at that.

So here's what netabolic dietitians
report. And we had the NYMAC, the New York M d-
Atl antic regional collaborative did a snall
survey, very informal, of dietitians in the seven
states that conprise that region. And we got a
| ot of very interesting information.

So, a patient with PKU lives in New
Hanpshire. New Hanpshire has a nmandate, but this
patient has an Illinois insurance plan that does
not have a mandat e.

The patient's Illinois plan rejected
coverage for netabolic fornula. So it depends on
where you live.

A patient living in Maryl and which has
a mandate has federal Blue Cross Blue Shield
whi ch doesn't cover nedical foods for patients
over age 22 unless it's tube fed or the sole

source of nutrition. So, these adults are |eft
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unt r eat ed.

There are very few adults with PKU.
In fact 1| would probably say | could count them
on one hand who have a gastrostony tube for their
feeding. Patients with PKU do not require
gastrostony tube feedings.

New Jersey has a conprehensive
mandat e, but Medicaid doesn't cover |ow protein
f oods.

Patients in Pennsylvania which has a
mandate for fornula only are not able to get |ow
protein foods which affects their ability to
fully conply with their diets.

So, we asked these dietitians how
outconmes are affected by state policies. And
these are just a couple of conmments. | have
pages nore.

New York is |osing uninsured adults to
care. It's hard to keep a patient notivated to
seek care when they do not have a good-paying job
t hat has good insurance, and the copays and

coi nsurances can be prohibitive. They can be
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$2,000 a year. And if you don't have a job
$2,000 a year is a |lot of noney.

This |l ack of access to nedical foods
and subsequent need to have nultiple jobs to pay
out of pocket |eads to inconsistent netabolic
contr ol

And in Virginia state fornula prograns
have beconme nore restrictive since 2006 expanded
newborn screening. And | don't think that that
was the intention of the conmttee and of
expanded newborn screening, to nake it harder for
patients to get their treatnents. So, again,
uni nt ended consequences.

This is another big problem
Heal t hcare Common Procedure codi ng system So
this is how services and how products that are
provided to patients are coded.

They' re used by Medi care, nonitored by
CMS. And this is one of three HCPCS codes t hat
are used for inborn errors. This is B4162.

There are two nore.

And the coding is for enteral formulas
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for | EM adm ni stered through an enteral feeding
tube with 100 cal ories equals one unit of
rei mbur sement .

So, inthis case CM5 limts the
definition of "enteral"” to tube feeding.

Rei mbur sement units are based on calories. This
is a big probl em because we cal cul ate diets for
i nborn errors based on grans of protein.

Products for older children and adults
are high in protein and lower in calories so
rei mbursenment falls way short of needs.

Private insurance conpani es may or may
not adopt these codes.

So what has been done in the past to
fix this problen? | think we need to understand
this so we can figure out what we need to do
di fferent noving forward.

You all wote letters to the
Secretary. You did a really good job back in the
early days.

In May of 2009 the committee

reiterated a 2007 reconmendati on to address gaps

Neal R. Gross and Co., Inc.

51

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

52

i n coverage and rei mbursenent.

And the request was that there be a
nore uni form approach to anmend Medicaid for
uni form coverage by state prograns.

And five nonths later you got a
response fromthe Secretary that enacting
| egi slation is beyond the departnent's authority.

kay, so that tells us sonmething. W
have to be careful what we ask because if it's
beyond the departnent's authority then this kind
of response will be sent back to you.

In 2010 the commttee recomended t hat
health reform because this was when the
Af f ordabl e Care Act was being put together, that
heal thcare reform ensure access to nedical foods
and foods nodified to be lowin protein -- so
that was included in this request -- as essenti al
heal t hcare services irrespective of the source of
heal t h coverage.

And by this tine the Secretary had to
turn around a response within 90 days so she did.

Her interi mresponse was a response
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will be forthcomng. | nean, this is a big issue
and you have to give tine to it so they worked on
it for a total of five nonths.

And then the final response was |
cannot adopt the commttee's reconmendati ons at
this tine.

The Secretary was awaiting a
Departnment of Labor survey on the inpact of this
essenti al heal thcare package and an | OM public
wor kshop. And | think Christine Brown has a
little bit of information about the outcone of
this public workshop. There was a report that
was rel eased in Cctober of this |ast year.

But | don't think the commttee's
heard from her regarding this issue. |s that
correct? Yes.

So, legislative efforts. There have
been a nunber of those.

The Medi cal Foods Equity Act of 2011
whi ch was introduced into the Senate by John
Kerry, it's often called the Kerry Act, would

requi re federal health progranms and private
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I nsurance conpani es to cover mnedically necessary
foods, forrmulas, pills, capsules and bars. So
everything, all of these little possible itens
were included so that insurance conpanies
couldn't say we don't cover bars.

It included foods nodified to be | ow
in protein and pharmacol ogi cal doses of vitam ns
and am no acids as prescribed by a qualified
medi cal provider.

One of the problenms with this is that
vitam ns and am no acids are not drugs either so
pharmacological is a little bit of a m sused
term And they are not prescribed because
they're not drugs. So it's a little bit of
t weaki ng of the | anguage that woul d have to be
done as peopl e nove forward.

And it amended the Social Security Act
definition of these products specifically for the
treatment of conditions as reconmended by this
comrttee which left out who? Cinically
di agnosed patients.

So, I"'mjust saying that there's sone
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t hi ngs that have to be considered as one nobves
forward

And then in 2013 the Medical Foods
Equity Act was again introduced by John Del aney.
But in 2013 the requirenent for private insurance
conpani es to cover these products was renoved.
The rest of the legislation was very simlar.
Nei t her one of these went anywhere.

Anmerican Health Security Act of 2011,
*13 and ' 15 introduced by MDernott woul d have
provi ded coverage for nedical foods and
reiterated the 1988 nedical foods definition.

No commttee action in any of the
congresses for this particular piece of
| egi sl ati on.

There was a success story | would |ike
to say, and | think on behalf of the National PKU
Al liance, a Senate resolution designated Decenber
3, 2015, as National PKU Awar eness Day.

There were nultiple nmentions of
medi cal foods in this resolution. But

resol uti ons do not have any |egislative power
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behind them So it's sinply a statenent and it's
a yes, it's an inportant issue, but it doesn't
actually make things happen in terns of insurance
cover age.

Advocacy organi zati ons have worked
very, very hard in this arena. And | can tel
you having been in this business for alnost 30
years not just the advocacy organi zations. And
"1l talk a little bit about sone of the other
t hi ngs.

The National PKU Alliance has
advocated for coverage and rei mbursenent in a
nunber of different ways, position statenents.
They have great educational information and
resources on coverage under ACA on their website.

And they secure | ead sponsors and | ead
advocacy in efforts for the Medical Foods Equity
Act .

In 2011 the National Organization for
Rare Di seases hosted a big, high-level conference
on nedi cal foods and cane up with a nunber of

t hi ngs they were going to tackle.
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W're still sitting here with the same
i ssues. Tinme goes by, tine goes by, and none of
t hese things have changed, frankly.

Literature and professiona
organi zati ons have worked for decades. There are
a nunber of papers that have been published
regarding this issue.

The Society for Inborn Errors of
Met abol i sm and Genetic Metabolic Dietitians
I nternational have policy statenments on nedical
f oods.

The American Acadeny of Pediatrics
al so had policy statenents on the use of foods
for special dietary uses that included sone
menti on of medi cal foods.

SI MD updated their policy statenent in
2006.

| nmentioned the Acadeny of Pediatrics
and ot her organi zati ons have worked on statenents
and are continuing to work on statenents.

The PKU managenent gui del i nes that

wer e published through ACMG nade a very strong
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statenment - treatnent for |ife mandates the need
for nmedical insurance coverage for nedications
and nedi cal foods regardl ess of age.

And GVDI nutrition nanagenent
gui delines had a simlar quote.

And then there's the National

Institutes of Health for whom | work.

In 2000 the consensus statenent on PKU

-- 1 think there's sone people in this audi ence
who actually worked on that consensus statenment -
- was pretty strong. Reinbursenent should be
covered by third party providers.

By 2012 NIH was no |l onger in the
busi ness of naki ng recomrendati ons so this
publication that was the proceedings for the
scientific review conference sort of was a little
bit w shy-washy because we really couldn't cone
out and say that we were going to denand
cover age.

W did say that availability for
medi cal foods is inconsistent due to this

pat chwork of state |aws and state prograns, and
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that it inpacts access.

So the players. Wo are the players?
There are a bunch of them

Congress is responsi ble for naking
| egislation. And if anything's going to happen
we need Congress.

The FDA interprets and wites the
regul ations. And they also fund sone research in
t his area.

CMB of course is responsible for
Medi cai d, Medicare, the CH P prograns. They
review and refine and accept new HCPCS codes.
HRSA whi ch is obviously the nother of this
comrittee provides health services.

NIlH we are the |argest bionedica
research funder in the world, $30 billion. So
our role is nore in understanding the science
behi nd i ssues pertaining to nedical foods as it
relates to nedical foods, that's NNH s role, and
to informpolicy. W don't make policy
obvi ousl y.

USDA funds states to adm nister WC
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prograns and WC has formularies that are
specific to each state.

And then obviously states. State
| egi sl ation, the way that they provide health
services, the way they adm nister WC, et cetera.

And of nobst inportance is this group
down here, patients, famlies, advocacy
organi zati ons, professional societies and
organi zations, clinicians and researchers, and
nmedi cal food and pharmaceuti cal conpani es.

So it's a big group of people and they
all have to be involved. And frankly, if
Congress is going to do any | egislation or nove
forward with legislation all of these entities
need to be considered and need to be at the table
as di scussions nove forward on how to sol ve these
di | emmas.

So, these are ny thoughts on where we
are now. Inborn errors are screened conditions
because treatnments are avail able but not for
everyone.

Patients and famlies continue to be
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saddl ed with high costs for nedical foods. And
when | say high costs for nedical foods, it's a
tiny anount of noney in the broad scope of what
soci ety spends on treating di seases in people.

Clinicians spend significant tine
dealing with coverage and rei nbursenment which
| eaves less time for patient care and research.
Clinicians spend up to 50 percent of their tinme
advocating for their patients.

Fam | ies spend significant tinme
dealing with coverage and rei nbursenent, | eaving
less tinme to play with their kids. [If you're
spendi ng hours every week, or every nonth, or
however, and Christine can probably attest to the
anount of time that it takes trying to get the
care that you need, not to nention the anxiety
and the stress on whether you' re going to get
enough for this nonth, whether you' re going to be
able to navigate the system

And if we're tal king about famlies
that have the wherewithal and the ability to

navi gate the systemthen if you're | ooking at
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peopl e who don't have that ability to navigate
the system we have a | arger problem

Greater than 50 percent of adults with
PKU are not being followed. Again | think this
is a public health issue that really needs to be
dealt wth.

The effect of the Affordable Care Act
on coverage and rei nbursenent nationally for
medi cal foods is frankly not known at this tine,
at least it's not known to ne. 1'd |ove to hear
from ot hers whet her we have sone understandi ng of
this national picture.

And bills introduced, but Congress has
t aken no acti on.

So, the future. Well hey, if we can't
get nedical foods covered, let's nmake new
treatments. And patients want this. This is
fromthe National PKU Alliance survey of patients
- 91.4 percent of patients felt that it was very
i nportant to get new treatnents.

But new treatnents take decades and

cost billions of dollars. So neanwhil e, al npst
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500 babi es are born each year with an | EM
requiring nedical foods as the primary managenent
nodal i ty.

This is a small percentage of
children, but for these patients and famlies it
is 100 percent.

So, noving forward we need access for
all. 1 think we need to understand the current
status of state nmandates. W need to understand
efforts that are currently being undertaken.

But ultimately policymakers at the
federal and state | evel nust recognize the
changes that need to be made. Everyone will need
to gather together to chip away at the barriers
and chal | enges.

And these are not nutually exclusive
and there may be ot her approaches and ot her ways
to work on this problem

Regardless, it will take | eadership,
comm t nent and persistence to navigate the
conplexities that |ie ahead. W have been

attenpting to navigate these conplexities for the
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| ast three decades.

And with that I'mgoing to cl ose and
t hank you very nuch. And | can be reached at
t hese contacts. So | hope |'ve given enough tine
for the commttee to thoroughly discuss.

CHAIR BOCCHI NI : | think you have.
Kat hryn, thank you for an excellent presentation
and giving us a clear understanding of the state
as it exists today.

So let's open this to the conmittee
menbers first. Don?

MEMBER BAI LEY: This is Don Bailey.
Thank you very nuch for that informative and
di scouragi ng presentation.

| have to say when | saw the word
"enteral" up there | thought it was "eternal" and
that's actually true. You would need the
treat ment throughout their |ives.

Two questions. One, you nentioned the
cost analyses. And |I'mwondering if anyone has
publ i shed any ki nd of conparative cost-benefit

anal ysis of what would be the relative cost of
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not treating to society.

And t hen secondly, | know you probably
can't fully answer this question, but is there
anyt hi ng you can say about why Congress hasn't
noved forward when there have been so many
positive directions?

Is there a lack of willingness to --
basically assuming this is a state authority and
not a federal authority. Are there big |obbying
groups that are sonehow opposed to this? Are
there identifiable reasons why Congress hasn't
taken it?

M5. CAMP. So, |let nme answer your
first question which is there has been no
publ i shed information on the cost-benefit ratio
of not treating versus treating because how do
you get that information?

That's what | would really like to
see. Because you can say what it costs to take
care of a patient with nethylmalonic aciduria in
the ICU. There's certainly data about how

frequently patients with sone of these conditions
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end up in hospital care.

But it doesn't nean necessarily that
that is because of poor access to nedical foods.
And that's harder to get at. Are they just
havi ng a deconpensati on because they got sick?
Did they get sick because they weren't adequately
nour i shed?

W know that the | ack of good
nutrition can lead to problens with i nmune
function. Kids get sicker, they get in the
hospital. But that information is not avail able.

Back in 2013 we tried to figure out a
way to get it and we just couldn't. So sonebody
certainly smarter than | can probably try for
that effort.

MEMBER BAI LEY: It does seem very
i mportant.

M5. CAMP: Yes, absolutely.

MEMBER BAILEY: And it seens |like you
coul d nodel it sonmehow even wi thout actual data.

But again, cost-benefit anal yses don't

al ways carry the day. But on the other hand,
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t hey can be powerful nechanisns for arguing if we
don't do this then we have this kind of problem

M5. CAMP. Right. But again, it's
hard to know what patients are taking on a daily
basis as well. So yes, that would be fantastic
to get that information.

And | think that's what wll
ultimately drive the train if we can get it.

As far as why | egislation has not been
successful | think it's a host of different
i ssues. But | know that insurance conpanies are
reluctant to allow foods to be covered because
t hat opens the door for foods for any kind of
condition one can think of.

And other than that | think it's just
this is a small popul ati on of people even though
it's a huge problemto us. And | don't think
society views it as this enornous big issue |like
we do.

CHAI R BOCCHI NI :  Steve?

MEMBER MCDONOQUGH: This i s McDonough.

| want to thank you for an outstanding
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presentation and very hel pful infornmation.

| have one question and a coupl e of
conment s.

Does W C cover nedical foods and | ow
protein foods for children with conditions, those
19 conditions identified in the RUSP?

M5. CAMP: So, WC covers netabolic
formulas | believe in nost states, in all states.
But they may have a formulary that only includes
a certain fornmula.

For exanple, for PKU there are a
nunber of different products available, but WC
may only cover one. So if a child doesn't -- if
a child noves into a state and they' ve been on a
specific forrmula for years -- or it can't be that
long. WC only covers up to five years of age.
So yes, it will take care of the first five
years, but beyond that, no.

You may have to switch a formul a.
It's not always easy.

They do not cover |ow protein foods as

far as | know.
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MEMBER MCDONOUGH: Thank you. |f you
go back and |l ook at the history of the Guthrie
test and PKU one of the reasons it was marketed
to states is that if you screen children for PKU
you won't have to pay for the cost of
institutionalization. Kids who are severely
devel opnental |y disabled were in at that tine
institutions for |ots of people who had
devel opnmental delays. So there was a real
benefit to the state taxpayers, a cost saving in
addition to helping famlies and people's lives.

And there was a partnership that cane
out of that where a | ot of states hel ped famlies
with their special fornulas for kids with PKU
And that's basically been |ost.

Ri ght now the situation, yes, we're
going to screen for all these conditions, but
you're on your own in a lot of situations. And
the burden is placed on the famlies, and the
state taxpayers and federal taxpayers are still
benefitting fromthese children not having

substanti al devel opnental del ays.
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And these famlies have to go through
this ongoi ng struggle to help their kids.

I"mreally happy that you presented
t he previous Secretary's reconmendati on and
response. |It's nice for the comrittee to get a
chance to see that.

The previous Secretary | think nade a
very poor decision and it's really unfair that
the famlies and kids will face the ongoing
bur den.

There was an opportunity to have
medi cal foods and fornul as be considered an
essential health benefit.

And we have a new Secretary, and that
Secretary nmay not be as willing to allow children
to be treated as second-class citizens and be

di scrim nated agai nst, not getting the treatnent.

So, |'m hopeful that the commttee
will re-look at this issue. |'m hopeful that the
Fol |l ow-up and Treatnment Workgroup will have an

opportunity to work on this over the next year or

SO.
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And this commttee is advisory to the
Departnment of Health and Human Services. And if
| remenber your slide up there, there are a whole
| ot of agencies who have a stake in this issue
t hat are under the Health and Human Servi ces.

And there's no reason that the
Secretary cannot provide direction to these
different federal agencies that these children
and famlies need to be treated fairly. Thank
you.

CHAI R BOCCHI NI :  Thank you, Steve.
Col een?

MEMBER BOYLE: Maybe just continuing
on that, maybe a little bit different.

During the talk and renenbering how
much work we did in the followup comrttee on
medi cal foods. And going back to your slide,
what ever the slide nunmber was where you were
wai ting for the response, or she was waiting for
sonmething fromus, | believe.

MS. CAMP:  No.

MEMBER BOYLE: The survey and the
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publ i ¢ wor kshop.

M5. CAMP. She was waiting for the
Departnment of Labor to conplete their survey and
for the 1OMreport.

MEMBER BOYLE: Right.

M5. CAMP. And actually the |1 OMreport
came out in Cctober of this year.

MEMBER BOYLE: So maybe thinking a
little bit nore about what the -- so during your
talk | was starting to think of what it is that
we can do to be helpful in this. Because we did
do a lot of work and it did cone to a bit of a
hal t .

So, | don't know if you have any
speci fic thoughts on that. It didn't cone
t hrough at the end.

M5. CAMP: Well, because | can't
frankly tell you guys what to do.

MEMBER BOYLE: Well, you can nake
suggesti ons.

M5. CAMP:. Yes, indeed, but you are

constrai ned by what you can do. And | think
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| ooki ng at the past and seeing what hasn't worked
may help to informwhat mght work in the future.

And | think it's not asking her --
well, | don't know. | nmean, asking her to change
Medi caid and to change sone of these things is
going to maybe end up with another "we can't do
t hat. "

So, | think it's going to take worKking
with the departnent to understand what is
possi bl e.

MEMBER BAI LEY: Maybe at the | east we
could have a formal followup fromthe conmittee
sayi ng that now that these surveys and reports
are conpleted the conrmittee woul d appreci ate an
update, a response fromthe Secretary. At |east
to get the ball noving again.

MEMBER BOYLE: So, in working with
Medicaid in other areas it seens to work best if
there are states that have best practices that
can be shared. So that m ght be sonething very
explicit that the coomittee can do.

MS5. CAMP: So, we've done that, or
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tried to do that in the past. And providing best
practices to states may or may not --

MEMBER BOYLE: But through Medi cai d.
Not us, yes.

M5. CAMP. So again, that's a
di scussion with the departnent.

MEMBER BOYLE: VYes.

M5. CAMP. | nean, these are things
t hat --

MEMBER BOYLE: Yes. Well, we can nmke
t hat suggesti on.

M5. CAMP: Absolutely. | agree
totally with that.

MEMBER BOTKIN: | guess | would pick
up on Don's recomendation. It seens to ne that
the econonmic argunent is a pretty critical one
here to convince a | ot of the key players.

And to the extent that HHS funds a | ot
of research and analysis, a cost-benefit or cost
ef fecti veness anal ysis of the provision of these
foods seens to ne to be sonething we could

recommend. Not a short-term solution, but at
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| east it would provide quite a bit of information
to hel p subsequent policymakers guide
| egi sl ati on.

M5. CAMP. There are a couple of hands
rai sed behind you.

CHAIR BOCCHINI:  If there are no
addi ti onal questions fromthe commttee then
let's go around the table of the organi zation
representatives.

There is a microphone that needs to be
passed around, please. ldentify yourself before
you nmake your conmmrent.

MS. GREENE: Carol G eene, SIMD. That
was a fabul ous presentation. Thank you.

It leads to sonme interesting things
| i ke what happens when states have nandates with
limts that actually make things on average worse
for everybody because now everybody can get it,
but only part of it.

O the issue of use of prescribed
limted to drugs because |I can prescribe physical

t her apy.
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But | really want to speak to the
i ssue of cost-benefit. |1'mhaving a | ot of
trouble with cost analysis here.

We don't tal k about cost anal ysis of
can you get your insulin. W're talking about
the only treatnent that is available for these
di sorders. W don't need to prove that there's a
cost-benefit to have access to the only
treat ment.

Wth that said, and you can probably
hear the passion in ny voice, | would al so say
that there's sone very, very interesting problens
to address when we | ook at cost-benefit.

One of themis there is a clean -- we
do dollars -- there is a clean benefit to not
treating the child with nethyl mal oni ¢ aci dem a
because it costs you nothing from healthcare.

You'd have to do the cost-benefit, the
cost of alife lost. Because it will cost you
|l ess if you don't treat the child. You don't
have to dialyze him you don't have to readmt

him you don't have to take care of him you
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don't have to put in the G tube.

You al so have to think about the cost-
benefit of a young man or a young woman not
treated with PKU  Your cost-benefit there is
under enpl oynent, | osing your job, noodi ness.
Then you don't have health insurance. W know
about people who are in jail. So |ost taxes.
The cost analysis of not treating PKU is tricky
as Cat hy said.

But it's also | think fundanentally
wong. It's the only treatnent. | don't think
we need to prove that there's a benefit.

And by the way, there is old
literature that shows straight up the benefit of
treating. It was at the tine sonething |like
about $6 million to $8 million over a lifetine
that we cal culated in about nineteen eighties for
the lifetime of a person fromage 20 to age 60
living in an institution with PKU as opposed to
at the tinme about $7,000 a year for the nedical
f ood.

So, there are old studies for the cost
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analysis, but | think fundanmentally it's wong.

And | think another exanple is WC |
bel i eve covers pregnant wonen for certain things,
but not until you're pregnant. Your pregnancy
test is positive. The organs have al ready
formed. You' ve already got the mal formations
fromthe PKU.

So we've got sone real fundanenta
limts to the only treatnment available. | don't
think we are asked to prove the cost-benefit of
insulin for a diabetic. | don't think we have to
prove the cost-benefit for the formula for PKU.

CHAIR BOCCHINI: Let's do Beth and
t hen Bob.

M5. TARINI: Beth Tarini, AAP. So, on
the heels of that comrent which | agree with,
Carol, to sonme extent it seens to ne that this is
a public policy issue at its core, and that there
are elenments of, sure, there m ght be data gaps
here, data gaps there that you could shore up
maybe and hel p strengthen the argunent.

But at its core it seens to ne that
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this is a public policy challenge. And so I'm
not clear that we necessarily in the commttee
have not exhausted our expertise in this area.

But at the sanme tinme that doesn't mean
the commttee doesn't have the authority to pul
t oget her those type of people.

Because you' ve gotten pretty cl ose.
You've gotten to the HiIl. You ve gotten bills
in. And so the question is are there other ways
in froma public policy standpoint either at the
federal or at the state level. And do you want
to just hit that hard.

| sort of feel |ike spinning back to
the states, talking to Medicaid, it's just sort
of going back to the beginning and trying to get
back up the hill. Were you' ve gotten al nost
very close. W just need to get over it.

So, in short |I think it's a public
policy issue that needs policy experts. | don't
dare say the word | obbyists, but in that type of
arena to get through that |ast step.

M5. CAMP. So, | just want to conment
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on that. | think you' re absolutely right, and
who the policy people will be ultimately I
certainly don't know, frankly.

| think that it needs to be a federal
effort. Because even if states, okay, X state
mandat es Medicaid but it only covers this much,
it only covers this nmuch. So you're still
wor king with this patchwork, and you still have
famlies having to nake a deci sion on where they
can nove based on where they will have coverage.

M5. TARINI: It's possible if you get
enough states as a critical nass you can nove
fromthe bottomup. You can create a disparity,
for instance, and people can say well, 10 states
Medi caid cover it, why don't these states.

So in other words, another policy
angl e or potential.

But | do agree with you, it seens if
possi bl e nore efficient top down.

M5. CAMP. It's still years getting
all of that up to go. And then you get these

states that have very poor ability to finance
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t hese kinds of things. They nake deci sions about
what they're going to finance.

MR. OSTRANDER: Bob Ostrander,
Ameri can Acadeny of Fam |y Physicians.

| want to talk a minute about sone
organi zations' roles. |'ve decided to make this
a bit of a project of mne. In ny last report to
t he acadeny conmittee that | answer to
recommended that they attend to this and make it
AAFP policy.

And ny intention is introduce a
resol ution at New York and then at the national
congress of delegates for the Anerican Acadeny of
Fam |y Physicians which | shared with sone of the
Fol |l ow-up and Treatnment Subcommittee nenbers, a
policy to on the state | evel seek draft
| egi sl ation, and on the national |evel seek
policy to include nedical foods narrowy defined
-- 1"l talk about in a second why | think that's
i nportant -- under the Affordable Care Act.

In preparation for all this | tried to

sort out what's covered in New York and no one
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seens to know.

You told nme that you thought the
dietitians knew. | contacted a coupl e of
di fferent channels from NYMAC and heal th
departnent people at the Rural Health Council and
t hey sent the question around.

And the best | could get was a policy
stat enment about specifically formulas being
covered by Medicaid. And | could get no other
i nformati on. Nobody even knew what was supposed
to be covered or not.

| think it's very inportant that we
pursue this as an essential health benefit under
the Affordable Care Act because the Affordable
Care Act has not nmade care affordable.

W have a |l ot nore people who are
i nsured, but many, many of them as anybody in
practice will tell you have these high deductible
pl ans you tal ked about, especially the nost
vul nerabl e fol ks who have the non-professiona
j obs.

If it's not an essential heal thcare
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benefit, if it's nmandated just to be covered,
it's covered under that high deductible and
copay.

| agree with Carol, this is a matter
of justice and not finance. And | think that
shoul d be anybody who's working on this's primary
f ocus.

However, on the finance side, forget
the cost-benefit analysis. W're talking about
500 births per year out of a U S. birth
popul ation of 4 mllion. This isn't going to
nove the needle on the total healthcare cost
expenditures of this country an iota as |ong as
it is just for nedical foods.

| think we have to tal k about the
t axonony of nedical foods versus drugs. And this
is a ness we've gotten ourselves into |argely
because of the Dietary Suppl enment Act of 1994
when the vitamn industry wanted all sorts of
stuff defined as foods as |ong as they don't
di agnose or treat conditions.

Hence this suppl enent enhances j oi nt
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heal th, this supplenment is natural nale
enhancenment. You don't say it treats arthritis
or erectile dysfunction. You can still call it a
food and not regulate it.

So, | think we have to understand what
t he pushback is going to be. | think it's going
to be fromthe proponents of the Dietary
Suppl enent Act's protections to not create
anot her category of nedical food.

But | think realistically that's what
we're really saying. | nean, this is artificial
to say sonething is a food not a drug.

These are foods that are used to treat
conditions, and they're foods.

The other side of this is we're going
to have to be aware of the bandwagon effect.

There's a |l ot of folks who really have
celiac disease, and there's a whole | ot of folks
who have fad-based gluten intol erance, and
they're all going to want their |ow gluten
nodi fi ed foods.

And the argunent will be hard to
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counter that | ow protein foods should be covered
but gluten-free alternatives to things that we
eat every day should not be. So I think we have
to be aware of that.

| think the draft guidance that you
presented, and | wasn't aware of that, is really
t renmendous.

| think the other thing that we need
to be able to talk about to folks is that plants
have car bohydr at es.

| have a col | eague who's a vegan who
is a real proponent of that. He says the nunber
one question he always gets is, well, where do
you get your protein?

Vell, plants are full of protein.
Just because you're not eating ani mal products
doesn't nean you're not getting protein. They
have to be engi neered foods if they' re plant-
based foods.

And that's nmaybe a m nor point, but
it's a big m sconception when we're pronoting

this.
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And | agree with Beth that this needs
to be on the policy level. And if we can get
sonme organi zations that have sone credibility
that can use their policy experts |like |I hope the
Ameri can Acadeny of Fam |y Physicians can then |
t hink we've got a shot here.

| certainly would love to see the
Ameri can Acadeny of Pediatrics and ACOG do this
in parallel with ny efforts at the nonent.

And if | can get it made official AAFP
policy then join with us in a real push. Thanks.

CHAIR BOCCHINI: | think that's a
great comment, Bob, and | think that public
policy conmponents of AAFP and the Anerican
Acadeny of Pediatrics, March of Dimes, could
certainly forma powerful group to pronote just
what you said. So | think that woul d be
certainly one direction towards federal
| egi sl ati on.

MEMBER MATERN: Dieter Matern. |In the
| etter that the Secretary sent on February 16

regarding NPS 1 it states that the Affordable
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Care Act requires that nost health plans cover
t he evi dence-based preventative care and
screeni ngs provided for in the conprehensive
gui del i nes supported by HRSA.

Doesn't it mean preventative care
i ncl ude treatnent?

M5. SARKAR: It's just coverage for
t he newborn screening test.

CHAIR BOCCHI NI :  Comments. M chel e,
were you interested in saying sonething?

M5. PURYEAR: M chel e Puryear.
There's al ready been a cost-benefit analysis. It
was done 30 years ago. But that was part of the
justification for screening for PKU.

There was a cost-benefit analysis for
newborn screening in general. And they used
specific cases or conditions to | ook at,
hypot hyroi dism PKU were two of them

And | think Christine was probably
going to say the other stuff | was going to say.

M5. CAMP. Can | just respond to that

qui ckly?
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A cost-benefit analysis from 30 years
ago doesn't get to where we are now with adults
and with older children, and really what the
i nplications are for undertreatnment. |It's not
just failure to treat, but undertreatnent in
t hese popul ati ons.

But | certainly appreciate those ol der
studies. They're very inportant.

And | also agree with Carol. It's
hard to wap your arns around continuing to
justify a treatnent that we know works.

M5. PURYEAR: But it really points to
t he need, what Beth said. This is a policy
| sSsue.

M5. CAMP:  Yes.

M5. PURYEAR: You're sort of skirting
around the issue when you're tal ki ng about show
that it works. W know that it works. W know
that it's needed.

The other thing is | think, Debi, that
what Dieter, Dr. Matern just quoted was talking

about the HRSA guidelines and specifically Bright
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Fut ures.

And | don't know whet her the treatnent
gui del i nes, because that's part of the Affordable
Care Act. And | don't know whether or not
nmedi cal foods and forrmula are in Bright Futures.
But that's one of the things that guides the
Affordabl e Care Act or Bright Futures.

MS5. SARKAR: This is Debi. So, what
the Secretary is quoting in her letter, the HRSA
gui delines actually includes the RUSP. And so
she's just referring to conditions that are added
to the RUSP that the screening test is covered by
heal t h i nsurance.

But it is a good question about Bright
Futures. | don't know the answer to that.

M5. BROMN: Christine Brown with the
National PKU Alliance. | just wanted to add sone
poi nts of information.

The OMreport was finalized back in
Cct ober of 2011. And so that was one of the
things that the Secretary said that she coul dn't

make a decision on until that report was
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finalized.

It was finalized alnost five years ago
and it actually recommended that the Departnent
of Health and Human Services further eval uate
coverage for nutritional supplenents and fornul as
needed for the treatnent of inborn errors.

So it did ask that the Secretary do
that. | think to everybody's best know edge t hat
eval uati on has not occurred.

The Departnent of Labor survey, |
wasn't able to find anything | ast week, but |
bel i eve that there was sonething in there that
was very general that said that nost private
i nsurance conpani es did not cover the cost of
medi cal foods to treat inborn errors of
met abolism but that it really depended on state
mandat es.

And then the third thing is there was
one state mandate that passed after the
Af f ordabl e Care Act which was Wom ng. And that
covers nedi cal foods and | ow protein foods for

all conditions through newborn screening. So
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that was in addition.

And | guess lastly, and | wll be
doi ng sone public comment during the period after
| unch, but |'ve now received in the |ast two
weeks two exanples in California where adults are
trying to now get coverage under the exchanges
and they're being denied coverage for nedical
f oods even though the State of California has a
mandat e.

So | would say that the little that |
know, the little data that | have is that even
wi th people in the exchanges that supposedly
t hose states have to follow state mandates, there
are still routine denials.

M5. SINGH: Rani Singh. | wanted to
highlight a little bit beyond the newborn
screeni ng the urgency not to drag our feet on
this issue and the inpact it's having on PKU
wonen.

|'ve been doing a canp for 25 years
and half of the girls who are 18 and ol der, they

have had -- nore than half the girls have had
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| ack of access to nedical foods.

And when they are giving birth, and it
could be nore than one birth, the kid is inpacted
by it.

Al so, these wonen are being put on a
| ot of psychiatric drugs which are covered by the
I nsurance, but the nedical foods are not.

So, | want to say we nmay negate the
ef fect of newborn screening if we don't act now
and help noving forward. So | just wanted to as
a clinician bring that urgency and highlight that
aspect.

CHAI R BOCCHI NI :  Thank you.

Addi tional coments?

MR KUS: This is Chris Kus. 1'd like
to make a coment if | get a chance.

CHAIR BOCCHI NI :  Yes, please, Chris.
Go right ahead.

MR. KUS: Sure. | guess there's two
poi nts, one for ne.

It was ny inpression by virtue of the

fact that you are on the RUSP that we determ ned
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these are conditions that are worth screening for
and hence worth treating.

The second thing is sonmebody nmade
comrents about Bright Futures. And | nmay be
wrong about this, but Bright Futures is really
t he guidelines for health pronotion care and
doesn't speak specifically to coverage, although
t he acadeny does have a policy statenent with
regard to health insurance coverage which
hadn't pulled up yet but we should | ook at.

CHAI R BOCCHI NI :  Thank you. Don.

MEMBER BAI LEY: | appreciate the
coment s about your concerns about whet her we
really need a cost analysis. And I'mnot a cost
per son.

But | do think that the consequences
of not doing this bear enornous burden on the
i ndi vi dual s and on soci ety.

W' ve got old data show ng that, but
it's just with one or two conditions. And if we
had -- nunbers and costs are never going to drive

policy, but having been in the early chil dhood
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world for many years and trying to argue that
it's the right thing to do as to what you were
sayi ng about nedical foods, it's the right thing
to do to provide early chil dhood education for
chil dren.

What got the attention was when you
coul d show that there was a cost-benefit savings.

And so it's just a matter of building
the case in a conprehensive way. The cost data
are certainly not going to drive it, but | think
it's just one piece of the puzzle that an update
conprehensi ve cost to society of not acting would
be i nportant.

CHAI R BOCCHI NI :  Thank you, Don.

M5. CAMP. Can | just say really
gquickly that | think a focus on maternal PKU
syndrone woul d maybe be hel pful to have peopl e
sit up and |listen. Because that is a critical
health policy issue. And | think it's -- we
don't really know.

CHAI R BOCCHI NI :  Kat hryn, thank you

very much
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M5. CAMP:. Thank you very nuch for
|l etting ne present to you all.

CHAIR BOCCHI NI :  It's very clear that
your presentation generated very significant,
| mportant di scussion about this topic.

And what | think going forward is that
it would make sense for the long-termfollow up
committee to look at this issue to determ ne
whet her rather than a statenent to the Secretary,
maybe we need to consider going back over the | OV
report, seeing if we can find a Departnent of
Labor report, seeing what the current situation
is in states which has clearly been outlined.

And nmaybe deci de whether we need a
policy statenent fromthe comrittee that m ght
address this issue, at |east provide our input
into that. So I'd like the long-termfollow up
comrittee to consider |ooking at the data and
maybe within sone nonths kind of chew on this and
see what we think m ght be beneficial going
f orward

MEMBER MCDONOUGH: This is McDonough.
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| can't speak for the full sub-workgroup or
wor kgroup, but | would anticipate that there's
going to be a lot of interest.

There was quite frankly a | ot of
di sappoi ntnment in the subcomm ttee now workgroup
t hat nedi cal foods was not one of charges that
canme out of our |ast neeting.

| also don't see why we can't send
another letter to the Secretary. | viewthe
previ ous decision was a mstake. W have a new
Secretary.

Every person in this roomcones to
these neetings with different |ife experiences.
And we have different ways of |ooking at things.
And just because one previous experience did not
want to have this a part of an essential health
benefit doesn't nmean that the new Secretary woul d
feel that way.

| think the Institute of Medicine
report had reconmendations to nodify essenti al
heal th benefits as tinme goes forward.

There was a nmechanismin place and |
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think there were sonme committees recommended to
be created. And | don't think that they're doing
that. | can't find themwhen | try to Google
t hem

But | think there's a |ot of things we
can do in this area if we were given the charge
to do it.

But I will be advocating that the
Secretary get another chance to re-look at this.

CHAIR BOCCHI NI':  Well, | think that
may be the eventual conclusion of the work, but
I'"d like to bring it to the subcommittee, to the
wor kgroup, and then let the workgroup kind of
di scuss, get the background data, and then
consi der going forward what can conme back to the
conmttee for full discussion and deci sions.

Dr. Lu?

MEMBER LU. This is Mchael Lu from
HRSA.

The way | look at this in terns of
noving forward, there are basically two ways to

do this. One is to do this legislatively and the
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ot her adm ni stratively.

I'"'mcertainly not going to comment on
the | egi sl ative nechani sns.

But | think as far as admnistrative
mechani snms go that you can do this through
Medi caid and that nostly has to do with state
Medi cai d policies.

You can do it through preventive
servi ces under the Affordable Care Act. And
there are four different types of preventive
services that are covered. And that's the
preventive services for kids which is Bright
Futures that we can certainly get nore
information in ternms of what Bright Futures
sti pul ates.

There's preventive services for wonen.
There's the newborn screening which as Debi says
does address specifically about the screening,
but not necessarily the treatnment. And then
there's the inmunization.

And then lastly there's -- you can do

it through the essential benefits which really

Neal R. Gross and Co., Inc.

98

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

ki nd of goes through our O fice of Health Reform
for HHS.

And so we'd certainly be happy to
followup with the long-termfollowup commttee
and provide sone additional information about
sone of these mechanisns if that would be
hel pful .

CHAIR BOCCHI NI : Great, thank you.
Al right. Thank you.

Let's nove to the next item Dr.
Botkin has the Pilot Study Wrkgroup report or

presentation. Jeff?

MEMBER BOTKI N:  Thanks, Dr. Bocchini.

So, the Pilot Study Wrkgroup was
created in May of 2014 so it's been two years.
So about time that we came forward with our
report. So it's been a wonderful opportunity to
work with a great group of folks. And I'm
pl eased to see that nmany of these folks are here
with us today in order to back nme up when | nake
statenents that perhaps sonebody m ght want to

expand upon.
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So, it's been a good coll aborative
effort, and thanks so nuch to Debi and El ana too
for their support for the commttee.

You have in your briefing book these
slides, but also the report itself. And there's
been a flurry of activity over the | ast couple of
nonths to pull this together. So | will not
claimthat this is a highly refined docunent.

But | think one of the questions |'l]I
pose here in a second is how we want to address
that report.

Hopeful | y many fol ks have had a chance
to read the whole thing. Wat |I'mgoing to do
with this presentation is really just focus on
t he recommendati ons t hensel ves.

Then | guess part of the strategy wll
be whether we want to as a conmittee either
refine and come back at sone later tine the
recommendati ons, whether we want to vote sone of
t hose through now, and then whether we want to
vote the whol e statenent through

And | think part of the challenge that
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| need to better understand is that many of our
col | eagues who have provided substantial help
with this statenent are federal enployees and
have sonme difficulties with making
recomrendati ons thensel ves back to the federa
governnent. So exactly how all of that will be
woven together |'ll be looking to Dr. Bocchini.

So, a very little background here
before we dive into the specific reconmendati ons.
Qobvi ously the evidence revi ew process depended on
gual ity data.

Pilot studies, a variety of different
steps essentially yield evidence about several
di fferent aspects of the newborn screening
system

The Public Health Service Act recently
passed as everybody knows. It very nuch
shortened our tineline to cone forward with
reconmendat i ons.

So, that has conpressed this set of
i ssues for us. And so part of the purpose of the

Pilot Study's recomrendations is to try to nmake
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sure that as recomendati ons cone forward for
formal evidence review that the data is present
so that that review process can be as efficient
as possi bl e.

So, here's our charge. And I'll be
t ouchi ng back on each of these to categorize the
reconmendat i ons.

But first, to recogni ze and support
current efforts regarding pilot studies and
evaluation. And there's really a | ot of
excel l ent work going on now that we intend to
support.

| dentify other resources that could
support pilot studies and evaluation. That's a
little bit nore open-ended. W' ve tried to be
creative with that domain.

And then identify the informtion
required by the commttee to nove a nom nat ed
condition into the evidence review process. That
is, define the minimumpilot study data required
for a condition to be accepted for evidence

revi ew
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We've tried to be a little bit nore
specific here and we'll see how our thoughts fly
wi th the group

So, just to enphasize the question is
what data are mnimally necessary to nove a
nom nated condition to the evidence review
process. Not what evidence is necessary to
actually approve a condition on the RUSP. So
we're in that internediate category with | ooking
at the data from pilot studies

So, here's what we decided to do with
the definition. And | would say we did not
really have a great opportunity to reviewthis
even anong our witing group in great detail.

And so we may want to wel cone feedback on whet her
this is the correctly phrased definition. But
"1l go ahead and read this.

For the purpose of this report and
consistent with previous definitions newborn
screening pilot studies are defined as systematic
i nvestigations or public health activities that

are designed to evaluate the efficacy and safety
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of incorporating a new test or condition on a
popul ati on-based | evel into state newborn
screeni ng prograns.

Al right, so that's a nouthful. What
this intends to say is that many of these, of
course, will be categorized as research. But as
we know in certain circunstances fol ks have been
constrained by the requirenents of a research
agenda, and states have approved conditions on
their recomended panels in a node to coll ect
data to eval uate the outcones of those public
heal th activities.

So | think for the purposes of this
definition we also want to include those
enterprises where data are being coll ected but
per haps under the public health rubric rather
t han under a separate research agenda. Hopefully
that will make sense to fol ks.

And | think we're | ooking here at
anything that's, again, directed at the public
popul ati on- based eval uati ons.

So let me stop here for a second and
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just see if anybody has any specific thoughts or
concerns about this definition.

Okay. W certainly can cone back to
that as we delve in a little bit nore detai
about the reconmendations thensel ves.

So again, here's our first charge, at
| east first charge I'lIl deal with in organi zi ng
t hese recommendati ons.

Identify the information required by
the conmttee to nove a nonminating condition into
t he evi dence review process.

So recommendati on one. Apol ogi es,
"1l go ahead and read this.

Dat a shoul d be avail able on the
anal ytical validation of one or nore screening
nodal iti es proposed for use in popul ati on-based
screeni ng i n newbor ns.

Data shoul d include information on
preci sion, accuracy, the reportabl e range,
detection limts, interference, reference
interval s and cost.

Pilot studies for anal yti cal
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val i dati on shoul d include use of dried bl ood
spots froma popul ati on of newborns incl udi ng
known positive and negative specinens in addition
to | aboratory-prepared target specinens.

So again, that's a nmouthful. It
i ncludes quite a bit of information to be sought
on the | aboratory phase of the newborn screening
system

So Dr. Bocchini, | think I'Il probably
stop with each of these recommendati ons. W
could go through themall and then cone back, but
that m ght be too tough for folks to hear. So,
t houghts on this. Dieter?

MEMBER MATERN: As part of the group
| should have brought this up earlier, | guess.

You nentioned your use of dried bl ood
spots. But as we know there's other screenings
that don't use the blood spot. So we m ght have
to broaden that definition to be whatever you
have to test.

MEMBER BOTKIN:  Very good. W should

i ncl ude use of dried blood or other biol ogical
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materials or sone such thing? No?

MEMBER MATERN: We have the bedside
test now, so | don't know, sone physiol ogical or
pat hol ogy test.

MEMBER BOTKIN: Ckay. Any specific
recommendat i ons anybody el se has on that? |
understand the points. The bedside test and to
the extent that nmaybe we're going to go to saliva
on sone tests, or sone other -- bilirubin we
| ooked at that was a different nodality. Nancy?

kay. And | think the key point here
is that you want to be dealing with actual
af fected and unaffected babi es as opposed to
artificially designed test systens.

M5. GREEN. This is Nancy Green from
Col unbia University. Thanks, Jeff. And I
realize this is very hard so | appreciate the
wor k of you and this comrttee.

The i ssue about the popul ation of
newborns. Do your recomrendations go -- | don't
know what's com ng next, but there had previously

been di scussi on about diverse popul ati ons,
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sufficient nunbers.

| nmean, without actual specifics but
sonet hi ng about the fact that a popul ati on ni ght
reflect the heterogeneity of the U S. or state
popul ati ons. Something to that effect.

MEMBER BOTKIN: Good, and | think
you' Il see that under recommendation three. So
hopefully that will address that specific issue.

VMEMBER MATERN: Di eter again.
Actually, should we limt this to newborns, or
should we just say froma target population in
case we want to do sone pediatric screen, or
other screen later in life?

MEMBER BOTKI N:  Ckay.

MR. OSTRANDER: |Is the point here when
you said dried blood spots with Dieter's coments
taken into account specinens that are obtained in
real world circunstances?

Because obviously if they're collected
specifically for a pilot study it may not be with
the sane degree of -- maybe with nore attention

than those that are collected in real world
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circunstances. And | don't know if that was what
you were inplying, that they needed to use real
wor | d speci mens or not.

MEMBER BOTKIN: Yes, and I'lIl ook to
Carl a perhaps for sone thoughts on that issue.

MEMBER CUTHBERT: Carla Cut hbert, CDC.

So, this particular recomendation
really is targeted at the anal ytical validation.
You'll find that the clinical validation cones
next .

Anal ytical validation is really at the
poi nt at which the state or the program has done
devel opnmental work and has cone to a stable
nmet hod and wants to show performance netrics that
actually show that this nethod is now ready to be
taken into a new popul ati on.

So with respect to this that's why
you' ve got a nunber of these paraneters being
i denti fi ed.

And yes, Dieter's right, we should
real |y consi der what happens with point of care

testing. But for the dried bl ood spot tests you
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want to be able to do this. CLIArequires it.
FDA in sonme formrequires it as well. So, these
are things that need to be done.

Wth respect to the sanples and the
popul ations you'll find that in nany states they
can actually use the |ast three nonths' worth of
sanpl es that they've identified, or that reflect
their own population to see what the actua
measur enent val ues are for this particular test.

Many of the states will also
col | aborate with physicians who see these
patients, get perm ssion to be able to access the
dried bl ood spots of affected and be able to go
back and al so test for that as well.

The clinical validation is sonething
alittle different. But this is nore of a
retrospective analysis of blood spots just so
that they can determ ne these paraneters,
determine that the test works and that it's
stabl e, and have this for a reference. | hope
that's hel pful.

MEMBER KELM | can just speak to the
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FDA. \When we're review ng newborn screening
assays nost of the tine, for exanple, precision
detection limts, interference, they actually use
contrived sanples, |like take adults. Because you
need a lot to do that. You can't take enough

froma newborn, even dried bl ood spot.

And so they'll make dried bl ood spots.

They' Il just contrive them for exanple, adult
bl ood, nake them so that you have enough sanpl es.
So it depends on the study.

And t hen obviously you want, vyes,
cl ose to whatever sanple type your test is going
touse. So if it's going to start being point of
care whol e bl ood serum plasma then that's a whole
‘not her ball of wax.

MEMBER BOTKIN: Okay, good. And I
think that |ast phrase gets to the prepared
speci nmens.

kay, what | have then in terns of
revision, and | won't claimthat this is too
preci se yet.

So, pilot studies for analytical
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val i dati on should include use of biologic or

ot her physi ol ogi c assessnents from a popul ati on
of newborns or other target population including
known positive and negative specinens in addition
to | aboratory prepared target specinens. Sound
good? Ckay.

Al right, recomrendation two. Data
shoul d be avail able on the net benefits of
clinical interventions followng early detection
conpared to clinical diagnosis. Early detection
can be achi eved through popul ati on screening
pil ot studies, through testing secondary to a
famly history of the condition, or through
targeted screening of high-risk groups.

So the intent here is to say that the
pilot study itself need not be the vehicle that
you're using to determ ne whether early detection
and intervention is affected.

You can denonstrate efficacy of early
i ntervention through other nodalities. The
popul ati on- based screening pilot may denonstrate

the feasibility of the systemin other ways, but

Neal R. Gross and Co., Inc.

112

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

113

ef fi cacy per se might be through the popul ati on-
based pilot, but it mght well be through other
measur es.

And again, | think the background
material within the paper highlighted the SCI D
experi ence here as inportant, that fol ks had
identified early intervention, bone marrow
transplant as being effective with kids at an
earlier age with SCID, and that the popul ati on-
based pilot was not used to denonstrate that
efficacy again. So, | think that's the central
point with this reconmendati on.

MEMBER W CKLUND: Cat hy W cklund. And
t hanks again you guys for working on this.

This might be in the report, but | was
wondering how to deal with though just the really
i ncredi bly small nunbers and sone of the data
just doesn't clearly show the net benefit.

Are we just asking that we've tried to
show the net benefit? | nmean, this is where it
seens |like we're really having a hard tinme naking

the distinction between what to add to a RUSP or
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not .

MEMBER BOTKIN:  Yes, and | guess ny
response woul d be to say that as a condition
cones forward if it's going to go to an evi dence
review there has to be sone data.

Now, whet her the evidence review
process and subsequently the commttee will find
those data to be conpelling or convincing is a
separate | evel question.

But there needs to be sone data on
efficacy and safety, and that can cone as stated
here froma variety of different types of
st udi es.

kay, recommendation three. Data
shoul d be avail able from pilot studies involving
popul ati on-based screening of identifiable
newborns. So, not talking the identified blood
spots.

3A, the study should be sufficiently
large to identify at |east one true positive
newborn for the condition under consideration.

3B, the population included in the

Neal R. Gross and Co., Inc.

114

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

pil ot study and the screening protocol used
should be simlar to the U S. population and to
state newborn screening progranms with respect to
known preval ence of the condition, the timng and
approach to screening, and the screening nodality
used.

So, 3A 1 think is sonething we've
floated in discussions to the conmttee in the
past. And this parallels again what we did with
SCID so there's sone precedent here.

But | think folks in our discussion
rai sed the question about whether you even need
one newborn. |f you denonstrate feasibility of
ot her aspects of the popul ati on-based program do
you even need to identify an affected baby or
not .

What we've decided is that one is a
m ni mum nunber, but | think open to debate.

3B here is an indication of sone of
the chall enges we've had in the past with studies
done in other countries. And the question is is

the nature of the condition different with
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di fferent popul ations, different perhaps
ethnic/racial mxes. How do they do newborn
screening in those countries. Are they using the
sanme test nodality that's being considered in
this context, et cetera.

So you would want to study, if you're
going to use it for this purpose, to be
sufficiently simlar -- what's the termhere --
simlar. And obviously that's a subjective word,
but there it is.

Al right, so let me stop tal king and
see what thoughts people have on this.

M5. GREEN: Just a quick question for
t he recommendations. Are they "and" or "or?"

MEMBER BOTKIN:. They are "and." So
maybe there needs to be an "and" between 3A and
3B.

Yes, yes, point well taken. That's
right. These are all necessary as far as we've
got. M chel e?

M5. PURYEAR: M chele Puryear. | have

a question on 3B. What do you nean by "and the
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screeni ng nodal ity used?"

MEMBER BOTKIN: Yes, |'m not sure what
we nmean there. | guess we're really thinking
about -- | nean it's largely witten in the
cont ext of bl ood spot screening.

Per haps this cane forward -- naybe
approach to screening would sufficiently capture
the idea to the extent that maybe you' re | ooking
at different ways to do pul se oxinmetry or that
type of thing.

MS. PURYEAR: So does that allow that
kind of variability, point of care screening?

MEMBER BOTKIN: It would not. | nean,
| think the point is the data ought to be
collected in a way that is interpretable in the
U.S. context where the data woul d be applied for
t hi s purpose.

MR. WATSON: Jeff, that cane out of
t he Ponpe di sease outconmes where Tai wan had used
the fluorescence assay and tandem aspect was
going to be used in the United States. So the

screening platformor testing nodalities were
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different.

MEMBER BOTKI N. Ckay, good.

MS. PURYEAR. And that | under st and,
but would it include point of care testing. |
mean, is there enough | eeway there?

MEMBER BOTKIN:  Well, | guess
different types of point of care testing. |Is
that the question? |If you had a different
approach to pulse oxinetry in one study versus
ot hers?

M5. PURYEAR: The condition that you
were putting forth that used point of care
testing instead of blood spots simlar to hearing
screeni ng or screening for congenital heart
di sease.

MEMBER BOTKIN: Yes, that woul d.

MS. PURYEAR: It would include.

MEMBER BOTKIN: Yes, | think that's
right. Dieter?

MEMBER MATERN: Dieter Matern. |'m
really sorry, but it really hel ps to have these

face-to-face neetings and see that on the screen.
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So when it cones to the screening
nodality while | agree what M ke just said,
think -- or what | am concerned about is whether
this woul d prevent innovation in using a
conpl etely different technol ogy or approach to
screeni ng.

Because if we say it has to be tandem
aspect, or it has to be whatever technology is
al ready a part of screening then we m ght get
stuck. So it nust be a nodality that is -- |
nmean, it has to be high throughput | think. But
it shouldn't be seen as a specific technol ogy.

MEMBER BOTKIN:.  Well, | guess | would
say that as a test cones forward and bei ng
proposed for inclusion on the RUSP the proposal
woul d include a certain test nodality.

And if the pilot studies were done
using a very different test nodality then the
guestion would be are those pilot studies
sufficient evidence of what's being proposed.
And | think you' d probably conclude that they

were not.
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Now, maybe you coul d nmake a case by
case argunent in that respect, but | think it's
the m smatch between what's bei ng proposed for
i nclusion and what the pilot studies collect data
on that would be the m smatch that woul d be
probl emati ¢ here.

MS. GREENE: Carol Greene, SIMD. It
took me just a nonent to realize that apparently
| heard what was just explained. Apparently
people are reading this differently, reading
what's on the screen to say that the nodality
used has to be one that's already in use in the
state health departnent.

And | assunmed this neant that the
nodality used in the pilot has to be the sane one
that you're proposing to be adopted. And
apparently that |anguage is not sufficiently
clear and it should be nade clear that it's not
that you have to use tandem aspect that's already
bei ng used, but that there has to be a match.

MEMBER BOTKIN. Ckay. Al right, so

point well taken. So the |language here, |I'm
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going to think about howto -- there's not
necessarily a really easy fix to this problem

But | think -- Dieter.

MEMBER MATERN. Dieter again. | just
wonder whet her we should just state that it mnust
be anmenabl e to high throughput screening. And
what the exact nodality is is irrelevant. As
|l ong as you can do it efficiently and effectively
and cheap.

MEMBER BOTKIN: Yes, and | think that
was perhaps part of the intent of the earlier
recommendat i ons, al though they do focus primarily
on accuracy.

MS. URV: Because there's been a
variety. Different states test in different ways
for SCID. It's the outcone, or the outcone needs
to be simlar, and they need to neet the
requi rements of reconmendati on one.

M5. GREEN:. You're sayi ng conparable
nodal i ty.

M5. URV: Yes, right. So, conparable

nodalities would be. And you want your outcone
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to be the same because for sone of the conditions
we do have a variety of conpeting tests that are
out there.

MR. WATSON: One true positive. One
true positive isn't a whole |ot of true
positives. W sort of fell back to that with
SCI D because | think it was 600, 000 babi es or
sonmething. | think the conmttee was at the
poi nt where just give us one. Because it was
supposed to be 1 in 100,000 with that definition.

So, | guess a true positive is a
clinically effective infant, not sonebody who had
-- is confirmed to be a waiting, |ate onset
di sease or sonething |like that?

It's getting increasingly sort of
blurry, certainly across the LSDs that are coni ng
into screening now with sone of themat 90
percent |late onset. That's a long wait to see
real |y weat her your intervention is going to | ead
to benefit or not.

MEMBER MATERN. Dieter again. | think

one true positive in ny mnd neans that you have
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a patient who based on the diagnhostic process has
the di sease. \Wether their phenotype is
expressed at the tinme is a different story, but
based on everything we know we woul d expect the
patient to becone synptomati c.

MR. WATSON: It's not an anal yti cal
pil ot that shows you can find people. It's a
pilot to find them intervene, show benefit.

And | think you have to get all of
those together in order to say yes, it's a
screening test that's good for newborn screening
progr ans.

MEMBER BOTKIN:. Wl |l again, you have
to have all of those data elenments. But | think

what this is saying is you don't have to have

themall in the same study.
MR. WATSON: |'m good with not being
all in the sane study.

MEMBER BOTKIN:  Don?
MEMBER BAI LEY: We might want to go
back as a group and rethink this particul ar

recommendat i on because you can envi sion sone
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ot her odd scenari os.

Let's say you did a pilot study for
sonme condition. You found a baby on the first
day. |Is that then -- so we're really talking
about sonething nore than just identifying one
baby. We're tal ki ng about enough to show t hat
you can scale up to do this systemin a broad
way .

And so maybe we need to go back and
t hi nk about that statenent in a little bit
broader ki nd of perspective.

MEMBER BOTKIN:  Well, that woul d
certainly be fine.

| would say just to renmind folks we're
still talking about a threshold criterion to get
it up to the evidence review.

So the evidence review in that
ci rcunstance m ght say well, okay, you passed our
criteria by having an affected baby but you only
screened 500 kids so this isn't going to fly.

Nancy, | think you had a conment

agai n? kay, should we try to go ahead?
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M5. GREEN. Thank you. Nancy G een.
So, recall that the concept or the term"true
positive" is an anbi guous term because it m ght
nmean, as | think Mke is referring to, it mght
nmean a | aboratory true positive, but it doesn't
necessarily nmean a clinically true positive.

MEMBER BOTKIN: |'msorry, say that a
little bit | ouder for ne.

M5. GREEN. That a true positive m ght
be a | aboratory true positive, confirnmed by
| aboratory di agnosi s, but not necessarily
clinically true positive.

So while | understand that you
woul dn't have to, you know, | think what the
group is saying you wouldn't have to identify a
child and then go to treatnent and outconme. But
t hat woul d be data coll ected from anot her source.

But | think you want to say that the
true positive is clinically true positive to
di scern that from | aboratory.

MEMBER BOTKIN: So is adding that term

sufficient then, one true clinical positive
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M5. GREEN. You might want to ask a
newbor n screeni ng person specifically about that.

You know, like a SCID screen, |like a
preterminfant would be a true positive, but it's
not clinically true positive.

MEMBER BOTKIN: No, and | think the
ot her conplexity here is it nmay be one of the
adult onset fornms, say, that would be a true
positive but it wouldn't be really what the
programis designed to identify for clinical
i nterventi on.

MEMBER CUTHBERT: And Jeff, | think
that the idea is that it would be a clinically
identified patient. So you do want to go beyond
t he screened positive to be able to do the
foll owup and verification with the early -- yes,
sorry, you're correct, it is a clinically
verified case.

MEMBER MATERN: But does clinically
verified nmean that the patient nust have

synptons? Ckay.

Neal R. Gross and Co., Inc.

126

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

CHAIR BOCCHINI: So it would be a
positive confirmatory test that the patient has
t he condition.

MEMBER MCDONOQUGH: This i s McDonough.
| think what you've got there is just fine. |
think there's enough broad interpretation there
that gives the conmttee gui dance on what we need
to do.

I"'mnot sure if wordsmthing this and
having it conme back again and again is going to
add that nuch. So | really Iike what you' ve
done.

MEMBER BOTKI N  Ckay, thank you. All
right, so | do have one edit here that | think
it's worth probably putting in that clinical true
positive.

Now, whether we want to refine that
further by saying a true positive for the actua
babi es that you want to treat, you're trying to
find as opposed to other variants of positive |I'm
not sure yet.

| have some proposed | anguage. |'m

Neal R. Gross and Co., Inc.

127

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

128

not sure who this cane from [|'mjust junping in
on this.

Popul ation included in the pilot study
should be simlar to the U S. popul ation
including with respect to preval ence of the
condition and the screening protocol used, be
conparable to that proposed for screening in U S.
states with respect to the timng and approach to
the screening and the screening nodality used.

So that could probably use sonme refinenent as
wel | but okay.

So, let ne spend a little bit of tinme
with -- about a revision and then we'll talk to
Dr. Bocchini, see whether we can find a short
period of tinme at sone other point in the neeting
to bring back a revision and see whet her that
woul d be acceptable to folks.

O her conments about this three? All
right.

Second charge. Recognize and support
current efforts regarding pilot studies and

eval uati on.
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Recommendat i on four, sustained support
shoul d be provided by DHHS for the NI H
initiatives that support pilot studies in newborn
screeni ng i ncluding the NBSTRN, NSIGHT, the pil ot
studi es grants, natural history grants,

i nnovative therapies grants, and grants supported
under the parent announcenent.

So NIH has been doing a |lot to support
newborn screening in recent years and this is
sort of alist of a variety of those activities
that are described in nore detail in the ful
paper.

And so this basically just says that
these are inportant and valuable initiatives and
HHS ought to continue to support these
initiatives.

So, thoughts on this? Probably not
much di sagreenent but are there additional things
to add here perhaps, or other ideas? Tina?

M5. URV: | guess | would just be
concerned that it sounds like fiscal support, and

that it shouldn't -- HHS doesn't give us specific
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noney or earmnmarked noney for this. The institute
itself earmarks the noney for these activities.
So, just maybe wordsmith sustain, support to
sonet hi ng that doesn't nmake it sound fiscal.

MEMBER BOTKI N:  Okay.
Recommendat i ons?

M5. URV: | think it's fine to say
continued -- sustain sounds |ike keep putting
noney into it. And |I'mjust always cautious of
anything we send to HHS that kind of rings with
noney or doll ars.

MEMBER BOTKI N:  Yes. Continued
support. Does that sound a little less fiscal?

M5. URV: Yes.

MEMBER BOTKIN. Ckay. Make that
revision. Oher thoughts on this? Ckay.

Recommendation five. Sustain or
continued support should be provided by DHHS to
the CDC for its activities relevant to the
support of pilot studies that address techni cal
training and quality naterials for state

| aboratories, assistance to state prograns in
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obt ai ni ng | aboratory equi pnent, the creation and
di stribution of validation test packages, and the
fostering of |aboratories of excellence.

MEMBER SPONG  Just a wordsnithing |
think for both this one and the | ast one. Having
"support" twice in the beginning isn't -- doesn't
read wel | .

| think that too the support of could
cone out of both four and five. So, for the
activities relevant to pilot studies that
address. And the sanme with the previous
reconmendat i on.

MEMBER BOTKI N Ckay, very good. All
right, 1'll make those changes. O her thoughts
on this. Dieter?

MEMBER MATERN: Dieter. |'mjust
wonderi ng whether it has to be state | aboratories
and state prograns, or just |aboratories.

MEMBER BOTKIN. Ckay. So state or
regi onal perhaps, or do you want to just
el imnate the geographi c aspect? Assistance to

progranms in obtaining | aboratory equi pnent, et
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cetera. GCkay. Nancy?

M5. GREEN. Sorry for so many
coments. |I'msorry, but does CDC al so do
surveil l ance regardi ng newborn screeni ng? Wuld
that be part of the sustain support aspect?
Maybe it's a question for Col een.

MEMBER BOYLE: Yes, we do. | nean,
this is specific to |laboratories so | think we'd
have to create a different recommendati on, or
have a sub.

MEMBER BOTKIN: Yes, and this is
nostly focused of course on pilot studies. So,
woul d surveillance be an el enment of a pil ot
st udy?

MEMBER BOYLE: Sure, in terns of
trying to understand the outconme, whether or not
the programis effective. Be able to evaluate
and identify both the effectiveness of the screen
to identify children with the condition and then
to follow them up short-term

MEMBER BOTKIN: Could we just add a

surveillance termin here, or is it sufficiently

Neal R. Gross and Co., Inc.
(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

different that we need -- could we say

di stribution and validation of test packages,
popul ati on surveillance and the fostering of

| aboratori es of excellence? Does that neet the
need?

MEMBER BOYLE: Sure, | guess it could.
|'d have to see it.

MEMBER BOTKI N:  Okay.

MS. TANKSLEY: Hi, Jeff, this is Susan
Tanksl ey. Can you hear ne?

MEMBER BOTKI N:  Yes.

M5. TANKSLEY: Hi. Just in regards to
t he comment about taking state away fromthis
recommendation. Isn't the -- sois this for
after the fact, or continued pilot studies, or is
this for the pulling together the evidence prior
to it being submtted for evidence review.

MEMBER BOTKIN: Yes, this is in the
broad category of what can we do to recogni ze and
support activities that are already ongoing wth
respect to relevance to pilot studies.

And so this is sort of recognizing
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what's bei ng done and supporting that that
conti nue to be done.

M5. TANKSLEY: Ckay. So it doesn't
have to do with | guess pronoting inplenentation
noving forward after a reconmendati on.

MEMBER BOTKIN:  Not primarily, no.

MS. TANKSLEY: Ckay.

MEMBER BOTKIN:. Carla, do you have any
conment on that?

MEMBER CUTHBERT: Susan, renoving of
the term"state" was just to indicate that CDC
woul d provide materials to any of the
| aboratories that woul d request.

MS. TANKSLEY: Ckay.

MR. SHONE: | had basically the sane
coment and question that Susan had about state,
especially around the line that says assi stance
to state prograns in obtaining | aboratory
equi prent .

So, CDC is not providing those types
of resources to non-state prograns. And | guess

it gets back at the question of the charge to CDC
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is to assist the states, not necessarily private
| aboratori es and commerci al prograns.

So, | kind of amin favor of perhaps
wordsmthing it to naintain "state" in there.

MEMBER BOTKIN:. Could we say state and
ot her | aboratories or other prograns?

MEMBER MATERN: That woul d be fine
with me but I don't know why by taking it out it
woul dn't include the state | aboratori es.

MEMBER BOTKIN:. Ckay. |'msorry,

Di eter, say that again?

MEMBER MATERN: By taking state out
doesn't nean you take out the states out of the
equation. It's just not limted to state
| aboratories and state prograns.

MEMBER BOTKIN:  Right. No, and |
think -- but folks were a little nervous about |
t hi nk de-highlighting the state connection there.

MR. SHONE: M question renmains does
CDC provide what is in here. | mean, the idea is
continued support. So, if it's continuing

support that exists is that support currently
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provi ded outside of the prograns.
MEMBER CUTHBERT: Thanks, Scott. This

is Carla again.

So, there are sone activities that CDC

will provide exclusively for state prograns. And
you're absolutely right. And there are sone
things that we will generously give to other
prograns who request.

So, you're correct, we would help as
states help with equi pnment and things |ike that.
Val i dati on packages again is sonething that's new
that we would be able to create specifically for
states. And again, if anyone el se requests we
can al so nmake those avail able. Thank you for
your clarification.

M5. URV: One exanple that m ght make
sense to you is we m ght have investigators at
the NTH who are devel opi ng new tests. And
they're at a university or a small business.

And then they would go to the CDC
because the NIH funding, we ask themto go to the

CDC and work with them So it's in the

Neal R. Gross and Co., Inc.

136

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

137

devel opnment al process.

MEMBER BOTKIN: So, does it still neet
the need then to say state and other? Does that
sort of get to both points here?

MEMBER CUTHBERT: We can do a little
bit of wordsmthing and make sure that we include
the word "state" and perhaps "other" as well.

But we'll do sone wordsm thing on that.

MEMBER BOTKIN:. Ckay. |I'mgoing to
nove on then to charge three, identify other
resources that could support pilot studies and
evaluation. And this is our |ast recomrendati on.

DHHS shoul d support the devel opnment of
a network of centers of excellence for newborn
screeni ng pilot studies.

This network shoul d be conprised of
st at e-based public health prograns, |aboratories
and research centers that would provide a stable,
experienced, conpliant, efficient and quality
i nfrastructure for the conduct of popul ation-
based pil ot studies for newborn screening.

So this is a pie in the sky, but to
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sonme extent how fol ks are already noving in sone
respects here. So let ne just open it up for
conment s.

kay, terrific. So perhaps we'll see

i f we can nake sone revisions and get these done

in a way that will perhaps enable a vote during
this nmeeting. Dr. Bocchini, is that?
CHAIR BOCCHI NI : Well, it seens to ne

that the principles that you' ve el uci dated have
all been accepted by the commttee. O | don't
see anybody who is opposed to the principles, but
clearly we need a little wordsmthing for sone of
the things to nake these reconmendati ons nore
clear and to address all of the things that were
rai sed.

So | would think that if we could --
well, | guess we would do two things. One, can
we as a conmittee accept the report of the Pilot
St udy Wor kgroup and accept the reconmendati ons
with the proviso that these recommendations wl|l
be wordsm thed and then sent to the commttee for

further comrents if necessary.
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Is that fair? And then this way we
don't have to bring it back for a vote. W could
provi de those if you can tonmorrow, but | think we
woul d then be able to address the
recommendat i ons.

If that's acceptable to the conmittee
by a show of hands, approve? Then | think we can
go forward. kay. Does that sound fair?

MEMBER BOTKI N  Sounds great.

CHAI R BOCCHI NI :  Ckay. Well Jeff, |
want to thank you for your |eadership in this and
all the work that you've done.

And | want to thank all the conmttee
menbers because this | think is a very inportant
project and it's going to provide the
recommendat i ons and gui dance for us to go forward
in a very effective way as new conditions are
nom nated for inclusion on the RUSP. So | want
to thank you all for the work you've done.

St eve.
MEMBER MCDONOUGH: Jeff, this is your

| ast neeting as a conmittee nenber | think. And
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| just want to say that | have so nuch enjoyed
all the work that you've done and the way you
present yourself.

One of the cool things about con ng
out here is the chance -- you get to neet a | ot
of different people that | don't normally
encounter in North Dakot a.

['"'mjust so inpressed by so many of
you on what you've done. And | just want to
t hank you for your years of service to the
comrittee. | know you'll be involved in ethics
and newborn screening in the future. But it's
been a real honor to get to know you, and again
want to thank you for all you've done.

CHAI R BOCCHI NI :  Thank you for that
coment. So, this concludes the norning session.
We now have fromnow until 1 o'clock for |unch
after which we will pronptly start at 1 p.m wth
t he public comment section. Thank you.

(Wher eupon, the above-entitled matter
went off the record at 11:55 a.m and resuned at

1:06 p.m)
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(1: 06 p.m)

CHAI R BOCCHI NI : Now, we're ready to

Don Bail ey?

MEMBER BAI LEY: Here.

start. 1'd like to open the session with rol

CHAI R BOCCHI NI : |''m here. Jeff

MEMBER BOTKI N Here.

CHAIR BOCCHI NI : Carl a Cuthbert for

MEMBER CUTHBERT: Here.

CHAI R BOCCHI NI :  Cat heri ne Spong.

MEMBER SPONG  Here.
CHAIR BOCCHINI:  Kellie Kelm
MEMBER KELM  Here.

CHAIR BOCCHI NI :  Fred Lorey by

Di eter Matern.

MEMBER MATERN: Here.

phone.

CHAI R BOCCHI NI :  Steve MDonough.

MEMBER MCDONOUGH:  Her e.

CHAIR BOCCHI NI : Kamila Mstry.
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MEMBER M STRY: Here.
CHAIR BOCCHI NI : M chael Lu.
MEMBER LU: Her e.

CHAI R BOCCHI NI : Al exi s Thonpson by

MEMBER THOWPSON: | ' m here.
CHAI R BOCCHI NI :  Cat hy W ckl und.
MEMBER W CKLUND: Here.

CHAI R BOCCHI NI :  And Debi Sarkar.
M5. SARKAR: Here.

CHAIR BOCCHI NI :  Now f or

organi zational representatives. Bob Ostrander.

MR. OSTRANDER: Here.

CHAIR BOCCHINI: Beth Tarini.
MS. TARINI: Here.

CHAIR BOCCHI NI : M chael Watson
MR. WATSON:. Here.

CHAI R BOCCHI NI :  Joseph Biggio. Kate

M5. TULLIS: Here.

CHAI R BOCCHI NI :  Susan Tanksl ey by
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MS. TANKSLEY: |'m here.

CHAIR BOCCHI NI :  Chris Kus by phone.

MR KUS: Here.

CHAI R BOCCHI NI :  Adam Kani s by phone.

MR. KANI'S: Here.

CHAI R BOCCHI NI :  Nat asha Bonhome.

M5. BONHOMMVE: Here.

CHAIR BOCCHI NI : Ed McCabe by phone.

MR MCCABE: |'m here.

CHAIR BOCCHI NI :  Cate WAl sh Vockl ey.

M5. VOCKLEY: Here.

CHAIR BOCCHINI: And Carol G eene.

M5. GREENE: Here.

CHAIR BOCCHI NI :  Thank you all. W're
going to open this session with public conment.
And there are a nunber of people who have signed
up to make public conments.

We have a half an hour so | want to be
careful about everybody please try and stick to
the tinme allotted so that everyone gets a chance
to make their coments.

So first we have four persons fromthe
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Associ ation for Creatine Deficiencies who wll
di scuss newborn screening for GAMI defi ci ency.

They are Kim Tum nell o, Laura Martin,
Heidi Wallis and Melissa Klor. So if you'll all
come to the mcrophone and then you can speak one
after each other. Wl cone.

M5. MARTIN. Hi. So nmy nanme's Laura
Martin, and |'mhere with the Associ ation for
Creatine Deficiencies today to tell you a little
bit about ny son.

This is Ryan. He'll be five years old
in July. So Ryan was di agnosed with GAMI
deficiency just before his third birthday on a
genetic epil epsy panel .

He started treatnment right away and
within two weeks his seizures had conpletely
stopped. His EEG nornalized, his coordination
i nproved, and, it took awhile, but he is talking
now which is a huge relief to us.

He's got hundreds of words and he's
able to put themtogether into short sentences.

He can tell us things |Iike hands cold, Mom need
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mttens.

He's a happy kid. He's affectionate.
He's active and playful. W're very proud of him
and excited for his future.

Si nce | earni ng about Ryan's di agnosis
| felt kind of torn between two different
per specti ves.

| try tolive primarily in the first
which is the one that |I just told you about. |
actually used to work at a hone for adults with
severe intellectual disabilities, nostly non-
verbal, and | know what Ryan's future would have
hel d had he not been di agnosed at such an early
age.

But there's another side to this story
that | wanted to share with you today, and that
has to do with the fact that my son has permanent
brai n damage that could have been prevented by
newbor n screeni ng.

So, Ryan currently attends a speci al
school for nultiply handi capped chil dren where he

gets speech therapy, physical therapy,
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occupational therapy, nusic therapy, you nane it

He's still in diapers, and he scores
at less than the first percentile on every
standardi zed test he's ever had across domai ns.

He may never be able to live
i ndependently or care for a famly of his own.

So, Ryan al so has an ol der brother,
stepsister and a fraternal twin brother as well.
And none of ny other children have GAMI
deficiency. But | want you to know that their
| i ves have been inpacted by the diagnosis as
wel | .

| feel very guilty about all of the
tinme and attention that's been stolen fromny
ot her kids while | focus so nuch of ny energy on
Ryan's care.

And coincidentally |I happen to be a
genetic counselor as well which adds to my guilt
as you can imagine in so many ways. How could |
work in this field and not know for so | ong that
nmy own son has a treatabl e genetic disease.

The truth is that before Ryan's
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di agnosi s | had never heard of GAMI defi ci ency,
but when he tested positive one of ny very first
t hought s was how could this not be on the newborn
screeni ng.

It's the perfect candidate for
screening. It's a devastating di sease when it's
|l eft untreated. Treated frombirth kids are
normal. It has a treatnment that is just
incredibly safe, and it also really couldn't be
any | ess expensive. So Ryan just has creatinine
and ornithine suppl enments.

So, ever since Ryan's diagnosis | feel
like I've just been kind of carrying around this
terrible secret because |I know that there are
ot her kids and adults out there w th undi agnosed
GAMI' who are sei zi ng and wheel chai r-bound and
unabl e to conmuni cat e.

And every year that goes by w t hout
putting this condition on the newborn screening
that nunber is only going to grow.

The first case of GAMI defici ency was

di agnosed in 1994 which is nore than 20 years
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ago. So | feel strongly that this has gone on
for long enough and | ask that you pl ease vote
today to nove GAMI forward toward the condition
review team Thank you

CHAI R BOCCHI NI :  Thank you, M.
Martin, for presenting your personal story. W
appreciate it. Thank you.

M5. KLOR Hi, ny nane is Mssy Klor
and I'mone of the cofounders of the Association
for Creatine Deficiencies.

And ny son was di agnhosed at 13 nont hs
old with GAMI deficiency.

He's now ei ght years old. W went
t hrough a | ot of tough nonments on our journey to
a di agnosi s including being m sdiagnosed with
cerebral pal sy.

None of it was easy and it was very
scary at tines, but we were lucky. John only
suffered 13 nonths of brain damage.

John went through years of costly
physi cal therapy, occupational therapy and speech

therapy. But after eight years John only has
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speech on a consultative basis and occupati onal
t herapy once a week. So in terns of a cost

anal ysis you can | ook at the continued care that
he woul d have received versus how he's doi ng

t oday.

Today John is a typical boy that can
run and play. He's eight years old and finishing
the first grade. He loves to play with his
friends. He takes two hours of gymnmastics tw ce
a week and is currently working on front and back
hand springs.

That's kind of, you know, when he was
two the physical therapist told ne he no | onger
needs physical therapy. And as a nom| was
hesitant to let that go with a kid with brain
damage so | may have kind of overkilled taking on
t hat expense nysel f, but the state, no one ever
had to pay for any nore continued physical
t herapy for him

He plays soccer. He gets 100s and
sonetines 110s on his spelling tests. He

currently likes to read Goosebunps books.
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Wiere was a tine before John was
di agnosed where the future did not | ook good for
him But we were |lucky thanks to the doctors at
Duke. They were know edgeabl e about GAMI and
screened himfor it.

Today he has achieved nore than | ever
dreaned. He had to work hard to overcone his
del ays, but he did it and I couldn't be prouder.

John takes three supplenents three
times a day. Although the treatnment can be
rel atively inexpensive | received approval from
federal Blue Cross and Blue Shield to have one of
his medi cal foods covered. | have a letter from
them stating that we were granted an exception
for it to be covered under our preferred benefits
until John turns age 22.

And during the discussion about
medi cal foods | actually |ooked at the letter
that | received fromthemto see how nany years
it took me to get this letter. And John was
di agnosed in 2009 and the letter is dated 2013.

So it was four years of fighting.
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John is also on a special diet, but so
are a lot of kids these days so that really is no
bi g deal at school or at hone.

This diagnosis will not define John.
Unfortunately until GAMI is added to newborn
screeni ng not every child and parent will be as
| ucky.

Currently many children are either
undi agnosed or diagnosed at a |ater age. They
have brain damage that causes sei zures,
difficulty speaking, difficulty walking, and the
| i st of negative outcones only gets |onger.

I ' m asking you to pl ease consi der
voting for nore futures |ike John's. You get to
vote for nore children to have a future that is
not defined by the four letters GAMI, but instead
by what they want to make for the future for
t hensel ves.

These children will be able to grow up
with alife relatively unaffected by GAMI and
will be able to experience |ife to the fullest.

They may not realize how | ucky they
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are to be diagnosed frombirth, but that's okay.

You and | and the other four nothers in the room
that | stand here with today will know just how

| ucky they are.

| always tell John that | love himto
t he Moon and back. This year for Mdther's Day he
gave nme a special gift. It was a list of all the
t hi ngs he | oves about ne, and at the very end it
said I'd like to tell nmy momthat | |ove her from
10 gal axi es and back.

Every parent shoul d get that
opportunity to hear those words fromtheir
children. But unfortunately with |ate diagnosis
that's not al ways possi bl e.

Every parent here has a different
story to tell, but unfortunately the outcone of
that story is ultimately defined by how quickly
they were able to get the diagnosis of GAM.

Al'l every parent wi shes for is a
healthy child. Please vote yes to add GAMI to
newbor n screeni ng.

M5. TUMNELLO Hi, ny nane is Kim
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Tumnello and | ama nother of two children with
GAMI. |I'm also the president and cof ounder for

t he Association for Creatine Deficiencies and |I'm
here today to represent nmy famly and the entire
creatinine deficiency community.

"' m hoping that if you didn't know
about this particular genetic disorder in the
past that you now have a better understandi ng of
this severe neurol ogical disorder that is
devastating in every way.

However, GAMI is conpletely treatable
but only if it is caught in the very begi nning of
life.

It has been proven in studies that a
newbor n bl ood spot can detect the el evated
guani di noacetate | evel

We know from Utah's pil ot of newborn
screening this past year that there are no gaps
i n evidence and no fal se positives.

W al so know t hrough a study at Duke
that there are no fal se negatives and the rate of

occurrence nmay be as high as 1 in 120,000 which
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woul d be as many as 33 babi es di agnosed each year
just here in the U S.

There is a safe and vi abl e treat nment
that is a life-altering therapy. Qur children
sinply drink a cocktail of creatinine, ornithine
and sodi um benzoate a few tines a day along with
a noderate | owprotein diet.

This sinple therapy saves themfroma
|ife of hundreds of seizures in a day, the
inability to conmuni cate and being strapped to a
wheel chair for the rest of their |ives.

My 10-year-old son Ty was not
di agnosed until he was 10 nonths old. | guess we
are consi dered one of the |ucky ones because we
got the earlier diagnosis than nost.

But Ty has gone through years of
physi cal therapy, occupational therapy, vision
t herapy and today he still continues to be in
speech therapy through our school district in San
Di ego.

But because we knew to test for GAMI

ny daughter has been treated since birth and
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Paige is now a typical 6-year-old in the first
grade and has never had a day of therapy or
intervention in her life.

Last year ny daughter's kindergarten
did a project in class for her school's open
house and was asked to wite about sonething that
nmeant nore to themthan gol d.

Whi | e nost kids wote about their
puppy or new bi ke, Paige wote, "M nedicine
nmeans nore to nme than gold because without it |
couldn't walk or talk." It's just that sinple,
isn't it?

Wil e the val ue of diagnosing and
treating GAMI deficiency frombirth truly is far
greater than gold, the actual cost of this life-
saving treatnment is practically nothing.

As a matter of fact, the cost is so
i nexpensive that even if a famly didn't have
i nsurance coverage of their own they could
probably still afford to go to their | ocal Whole
Foods and supply their child with creatinine for

about $20 a nont h.
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Everythi ng needed to treat this
debilitating disorder could literally be ordered
of f of Amazon.

To think there is a famly out there
who believes they are just one of the statistics
in the autismcommunity, that their child has
unexpl ai ned seizures and slowly or sonetinmes
rapidly continue to watch their child slip away,
and all they had to do was sinply go to their
| ocal GNC and pick up sonmething that literally
woul d change the future of their child in every
way i magi nabl e.

Today | abs across the country al ready
have the tandem mass technol ogy needed to start
testing for GAMI. Even if second tier testing is
needed it's estimated that the cost adds up to
only be 49 cents a baby.

|'"'m sure every state will be happy to
have this on newborn screening in conparison to
the millions of dollars that would be spent over
the lifetime of the child in school, special

services, and eventually being turned over to the
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state to receive lifelong care.

My fear today is the |longer we wait
nore babies will go untreated. For themit would
be too late. The danage will be done. And just
with us four nons today we have six children.

Vell, | have good news. GAM is
exactly the type of treatable disorder that RUSP
is looking for. Al of us here today have had
many physicians who have said this should be a
sl am dunk. This should be a no brainer. And I
certainly believe that to be true al so.

But we know that you all have an
awesone responsibility, but you al so have an
amazi ng opportunity to save these children and
their famlies fromthe unnecessary heartbreak of
GAMT.

The Association for Creatine
Deficiencies has built a strong patient advocacy
net wor K.

W help famlies with resources and
prograns such as patient grants if they are not

able to afford the treatnent thensel ves.
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And our community knows that they can
depend on us to get the job done. Each of these
not hers you see here today ironically left their
famlies on Mother's Day to drive fromthe far
nort heast or fly across the country for this
neeting today for just a few mnutes to tell you
about this rare but treatable disorder our
children, and nost inportantly to save the
countl ess other children in the future. Thank
you for your consideration.

M5. WALLIS: Hi, ny nane is Heidi
Wallis and ' mthe nother of four children, two
with GAMI and two w t hout .

There are a fewthings | want to be
sure you understand about children w th GAM.

First is that they do not | ook
different. They are not instantly recogni zed at
birth as havi ng GAM.

| tell you this because the burden of
di agnosi ng t hese kids should not be on their
primary care physician.

Al so, not every GAMI child devel ops
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synptons that are alarmng in the first few years
of life.

My ol dest daughter Samant ha was sl ow
to reach m | estones, but for exanple, she did
finally walk at 18 nonths. This was considered
just barely good enough

She did not have fl oppi ness or
novement di sorders, and until she turned five she
did not have seizures.

At three she was di agnosed barely on
the autism spectrumand we were given a list of
resources to go hone and figure out howto live
with this new di agnosis.

W as her parents knew sonet hi ng nore
was goi ng on, but again it was not obvious or
al arm ng enough for anyone to take our feelings
seriously.

Thankfully at five the onset of
sei zures ended up getting her an MRl along with
spectroscopy and that is how her creatinine
deficiency was finally noticed.

Sheer luck led her to a GAMI di aghosi s
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and treatnent, not uni que synptonms or dysnorphic
f eatures.

Secondly, | would Iike you to know
that treating a GAMI child frombirth does not
just help them It does not just make their life
alittle better, or ease the synptons. It
absol utely saves their life.

My son Louis was diagnosed at birth.
As | have watched himgrow froma tiny baby to
the 4 and a half year old preschooler that he is
now treatnment for himhas been nothing short of
m r acul ous.

He is full of joy, intelligence,
creativity, love and affection, inmagination and
music. He scores in the typical range in
cognitive testing.

He sticks to a regular RDI of protein
every day so no over-indul ging, and he has to put
his playtine on pause four tinmes a day to take a
gui ck syringe full of easily available and
af fordabl e powders m xed with water

Treat ment has been sinple for himand
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very successful.

Treating a child with GAMI later in
life can help them Samantha went -- this is ny
daught er Sanmant ha was di agnosed at fi ve.

Samant ha went froma 5-year-old that
could only approximate a handful of words to
having | ots of actual speech. She can ride a
bi ke.

But here's the problem Her I1Qtests
very low. Her speech is not always

under st andabl e, not the pronunciation but the

content. | don't know what she is trying to say
tome. It is often neaningless, or quoting
novi es.

She can ride a bi ke, but not
i ndependently. She crosses | anes w t hout
| ooki ng. She's reckless and tries to take off on
her bi ke al one and gets | ost.

She has inproved with treatnent and
|"mgrateful that she's conme as far as she has.
But she will continue to suffer because of her

| at e di agnosis for the rest of her life.
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The danage has been done. She has a
severe intellectual disability.

| ask you to please understand that
there is not a second option for children with
GAMI. They must be di agnosed at birth.

Treatnent is successful. There is no
guestion about it. Please reconmend GAMI for the
RUSP. Thank you.

CHAIR BOCCHINI: | want to thank all
four of you for com ng here today and presenting
to the conmttee. W appreciate it. Thank you.

Next we have Christine Brown and Jana
Monaco who would Iike to address the inportance
of access to quality care and treatnent.

M5. MONACO Good afternoon. M nane
is Jana Mobnaco and | amthe parent of two
children with isovaleric acidem a.

And | wanted to thank you to Kathy
Canmp for her great presentation this norning,
al though it was truly disheartening to ne as a
nom

I''mal so the advocacy |iaison for the

Neal R. Gross and Co., Inc.

162

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

Organi ¢ Aci denmi a Associ ati on.

Steven, now 18 as nmany of you know
woul d be graduating from hi gh school next nonth,
but that's not going to happen. As you know, his
| at e di agnosis due to | ack of newborn screening
paused his netabolic acidosis 15 years ago this
nonth at age 3 and a half, resulting in his
significant brain damage and taking away that and
count| ess ot her dreans.

Caroline, now 13, will have that one
and many other dreans. The difference is the
early detection for her disorder and appropriate
treatment with a detailed diet plan, nedical
formul a and supplenments. That's a cost-benefit
if you really are | ooking for one.

In ny 13 years of advocating for
expanded newborn screening and foll ow up and
treatnment medical formula and foods has been
identified as a critical conponent of the
treatment, though not everyone has access due to
the | ack of coverage for it.

They are costly, but they are
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essential, and children Iike mne and Christine's
depend on themto thrive.

In 2010 during ny termon this very
comrittee a letter was sent to the Secretary
requesting that they be included as essenti al
heal th benefits under the Affordable Care Act.

It didn't happen due to the
Secretary's request for nore information,
particularly on insurance pl ans.

The IOM s report in Cctober of 2011
recommended further evaluation of coverage by HHS
of nutritional supplenents and fornul as needed
for the treatnent of inborn errors.

There has been no foll owup and no
further evaluation, but we need you to ask HHS to
foll ow through. Just as bureaucracy caused
di sparity in state newborn screening prograns
prior to the expanded recomrendation fromthis
comrittee resulting in kids Iike Steven so has
its inpact on nedical fornula and food coverage
with NIH, FDA and CM5S and ot hers operating under

various classifications and definitions, and
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their own barriers.

W request that you ask the Secretary
to end this disparity that has |ingered for
al nrost 10 years since we' ve expanded the newborn
screeni ng panel .

W ask that you invite her to initiate
a joint neeting of these departnents and ot her
key players that Cathy nentioned this norning and
convene and agree to a common definition and
solutions to nake |ifelong access to nedi cal
formul a and foods avail able and accessible to
each and every child and adult who needs them

If treatnments are required for
conditions to be included on the RUSP then it is
ethically wong to allow themto be inaccessible
to the very patients that need them

This commttee has a noral
responsibility to ensure that this conponent of
lifelong treatnment be properly identified and
avail able to the popul ati on whose |ives depend on
t hem

Pl ease stop allowing this el ephant in
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the roomto continue to renmain while patients and
famlies suffer the consequences. Thank you for
your continued work.

CHAI R BOCCHI NI :  Thank you.

MS. BROWN:. Hi, |I'"'m Christine Brown.
| have two children with PKU. | sit on the Long-
Term Fol | ow-up and Treat nent Subconmittee and |'m
al so the executive director of the National PKU
Al li ance.

And nmany of you saw nme present to the
full commttee a few nonths ago giving a patient
perspective on |ong-termfoll ow up.

And you m ght renmenber that | put two
pictures up of ny two children with PKU.  And
many of you raised your hands when | asked you
how many of you have sim |l ar pictures of when
your children were born and that day.

And we all had sone of those same
guesti ons when our children were born. Wat wl|
they look like? Wat mark will they nmake on the
wor | d?

| had additional questions after the
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di agnosis of PKU. WII they be able to go to
school? WII they need an IEP? WII| they need a
504 plan? Can they go to college? Wat are they
going to eat on their promdate? Can they go on
a busi ness | unch?

But never in a mllion years that
first week of asking those questions did I think
to ask the question am| ever going to have to
worry about their treatnment being covered by an
I nsurance conpany.

As a patient comrunity the National
PKU Al liance at our |ast conference asked adults
and parents to free wite what are their top
three concerns in dealing with PKU

Nunber three was the devel opnment of a
hone feed nonitor for better managenent.

Nunmber two was new treatnents. And
you saw from Cathy's presentation and ny
presentation a few nonths ago that 91 percent of
our conmunity said that new treatnents are
i mportant.

But the nunber one concern that
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trunped everything el se was access and coverage
to nedical foods to treat PKU

There is a failure here, and | think
you all recognize that. W have all failed to
acconpl i sh support and access to treatnment after
t he diagnosis is made on that newborn screening
test.

As Jana said we believe you have a
noral obligation. You have a noral obligation to
ny children, Connor and Kellen. You have a noral
obligation to Jana's children Steven and
Caroline, and to the other 475 children born
every year with a positive diagnhosis that
requi res nmedi cal foods for treatnent.

| think we've already had sone great
di scussi on and sonme wonderful suggestions
i ncludi ng asking the Secretary to follow up now
that that Departnent of Labor survey has been out
and the 1OM report has been out for nore than
five years.

This issue of medical foods has been

punted too many tines. |In the |last seven years
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we have been as a patient organization talking
with the NNH W nmet with CMS. They told us to
neet with FDA. W talked to FDA. They said
well, our definition of "enteral" is different
t han CMS.

We testified before HHS at the
| i steni ng sessions on the essential health
benefits. W were told to go to the Ofice of
| nt ergovernnmental and External Affairs, who told
us to go the Ofice of the General Surgeon, who
told us to go to the National Prevention Council,
who told us to go back to HHS

Then when we went to OPM and tal ked
about the federal enployee health benefit plans
we were told they were going to |ift the age
limts on nedical foods. That didn't happen and
they referred us back to HHS and CMS.

It's been goi ng around and around for
far too | ong.

So again | ask you that sane question
| asked you two nmonths ago. Wat hopes and

dreans did you have for your children when they

Neal R. Gross and Co., Inc.
(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

wer e born?

One of ny biggest dreans shoul dn't
have to be the dream of getting their nedical
f oods cover ed.

| want to set my sights on sonething
bi gger and better for them and in order to do
this | ask you all to be bold. Thank you.

CHAIR BOCCHI NI :  Christine and Jana,
t hank you both very nuch.

And as you know fromthis norning's
presentation and di scussi on we have asked the
Long- Term Fol l ow-up Conmittee to reviewthe
current information fromthose reports and to
kind of cone up with sone plan to go forward to
try and inprove the situation. So thank you.

Next, Carol Greene is going to make us
aware of the Society of Inherited Metabolic
Di sorders updated statenent on access to care
with focus on nedical foods.

M5. GREENE: Thank you. So | am Caro
Greene representing today the Society for

| nherited Metabolic Disorders which is a
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prof essi onal organi zati on of those who work in
the area of inborn errors, supports access to
guality are including nedical foods.

And we hope that our updated statenent
will be a useful tool to those who are working in
support of this.

And in the interest of keeping to time
even though it's only one page I'lIl just read
hi ghl i ghts of our April 2016 statenent on nedi cal
f oods, and ask that the whole of the statenent be
included in the record.

So, the SIMD strongly urges that all
private and public systens for healthcare paynent
be mandated to cover specialized diets including
medi cal foods for treatnment of inborn errors of
nmet abol i sm found by newborn screening or
clinically diagnosed.

Qur statenent describes what inborn
errors of metabolismare and nentions the O phan
Drug Act definition of nedical foods.

And we point out that although nedica

foods are an essential medically necessary
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treatment for many inherited netabolic disorders
many heal t hcare payers deny coverage for nedica
f oods and mandates are not consistent across
st at es.
The conpl ex pattern of heal thcare
coverage in the United States nmeans that nany
i ndividuals with inborn errors of netabolismare
at significant risk of disability or death
because of | ack of access to the nedical foods
that are a critical part of their nedical care.
The | ack of uniform and consi stent
coverage of nedical foods throughout the United
States threatens individuals and famlies.
Because nedi cal foods are essenti al
treatnments for many of the conditions detected by
expanded newborn screening failure to provide
| ifelong access to these treatnent nodalities
al so threatens the success of public health
policy.
And that's for PKU, for isovaleric,
that's the creatinine for GAMI, and we really

hope that you will be able to use this statenent
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which we offer as a tool in the fight to get this
cover ed.

CHAI R BOCCHI NI :  Thank you, Carol.
Next, Spencer Perlman to tal k about newborn
screeni ng for spinal nuscul ar atrophy.

MR. PERLMAN: Good afternoon and thank
you for the opportunity to testify today.

My nane is Spencer Perlman. | ama
menber of the Cure SMA board of directors though
|"mtestifying today on behalf of the entire SMA
comuni ty.

Bei ng sensitive to time I wll just
briefly explain our purpose and our request, and
ask that the remai nder of ny conments be
submtted for the record.

As you all know SMA or spinal rnuscul ar
atrophy is an autosomal recessive genetic
di sorder that occurs in about 1 in every 10,000
live births and is the | eading genetic killer of
chil dren under the age of 2.

Today | urge the advisory committee to

gi ve serious consideration to the forthcom ng
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nom nati on and eval uati on of SMA for universa
newbor n screeni ng.

SVMA fam |lies, investigators and
clinicians all believe that newborn screening is
i nperative for ensuring access to effective
treatnent of this disorder.

In the 10 years since | last stood
before this coormittee there have been significant
advancenents in the devel opnment of a treatnent
for SMA. And indeed this is a really exciting
time as we are on the brink of seeing an approved
therapy in the foreseeable future.

O the 18 SMA drugs currently in
devel opnment 6 are clinical trials including
several in phase Ill. And we expect that one or
nore of these prograns will undergo FDA NDA
review in 2017.

Therefore it's critical that SMA be
added to the recomended uni f orm screeni ng panel
as soon as possible to ensure that patients can
obtain access to treatnent at the earliest

possi bl e nmonent .
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Bot h human natural history data and
ani mal nodel data indicate that there is only a
very small opportunity after birth for effective
intervention in the nost conmon and severe form
of SMA type 1 which affects 60 to 70 percent of
all SMA individuals and frequently | eads to death
before the age of 2.

Prelimnary data in nouse nodel s al so
i ndi cates that pre-synptonmatic drug intervention
is far nore effective than post synptomatic.

And addi tional studies have al so shown
that proactive treatnment of an infant with SVMA in
the first few weeks to nonths of |ife prol ongs
survival and inproves the quality of life.

Furthernore, the technol ogy for
newbor n screeni ng for SMA has been successfully
utilized in several ongoing pilot newborn
screeni ng prograns including in New York State
and i n Tai wan.

So in conclusion the SMA community
strongly urges the advisory commttee to take up

consi deration of the forthcom ng SMA RUSP
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nom nation, in particular because of the
approaching availability of a treatnment for SMA
and the denonstrated benefits of early

i nterventi on.

| thank the cormittee for the
opportunity to address you this afternoon.

CHAI R BOCCHI NI :  Thank you for your
coments. W certainly |look forward to receiving
t he nom nati on packet.

Now on t he phone we have M. Dean Suhr
to di scuss the RUSP roundtable and California
nodel |egislation involving the RUSP. M. Suhr?

MR. SUHR  Yes, good afternoon. Thank
you, Dr. Bocchini and I thank the commttee for
this tine.

| wanted to touch on these two
particul ar issues just briefly.

The RUSP roundtable is continuing. |
spoke about that at the February neeting so |
won't provide any nore details on that except to
say that our next neeting will be Wdnesday,

August 24, just prior to the next neeting in the
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D.C. area.

On the state legislation I'minvol ved
in a project in California, in basically a study
to address the issue of the U S. having 50 states
with 50 policies relative to how a screen is
i npl enented after it's approved and on the
Recommended Uni f orm Scr eeni ng Panel .

As you know, in many cases that
i nvol ves a |l egislative action of sone kind. And
in fact, that |egislative action is not
necessarily tied to the RUSP. There are, |
believe there are states that are mandated by
| egi sl ative action w thout being on the RUSP.

However, what we're tal king about here
i s what happens after the issue is put onto the
RUSP.

The | egislation that has been proposed
and introduced in California is sonething that
|"mparticipating in cooperation with the rare
di sease | egi sl ative advocate.

And it's a one and done we're calling

it kind of in the global sense where once a
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di sease is on the RUSP a |l egislative action is
automatically taken care of. So we would pass a
| aw up front that says anything that is qualified
on the RUSP by a thorough evidence review process
that you all go through, that that disease is
then acceptable to that state to go forward with
i mpl enent ati on.

W' re not requesting any specific
tinmeline, nor are we able to include an
appropriation that would allow that addition to
be i npl enent ed.

| would highlight that in California
that the appropriations that cover the expenses
relative to newborn screening are actually a
matter of |aw already. So that actually is not
an issue in California.

W want to use this legislation as
nodel legislation in all 50 states, or at | east
all states where the legislators are involved in
getting these di seases onto the panels.

W recognize this will not work

everywhere, but we're hoping that we can bring
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t he advocacy and the fam |y groups together to do
this kind of in a one and done sense.

W' ve run across an issue though that
| want to just put in front of the conmttee.

And |I'm not sure how you woul d address this, or
it mght be just an undercurrent.

But there are a nunber of states that
i npl enent their screening, they alnost replicate
the entire set of work that the commttee goes
through in terns of evidence review.

And we expect sone of that because
every state's equipnent is a little bit
different, their processes are a little bit
di fferent.

But it appears that there's a varying
wi dt h of acceptance of the work that the
comrittee is doing.

And everybody recogni zes that it's a
basel i ne, but how nuch additional work is done on
top of that is a question we're starting to run
into across states. So that's sonething I'd |ike

to throw back at you to naybe consider a little
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different work effort in terns of how can we
continue to build the credibility of the
conmttee's work and continue to share the
breadth and the depth of the work that you're
doi ng.

So with that, | do thank you for all
your work, and | thank you for the tine.

CHAI R BOCCHI NI :  Thank you very much,
M. Suhr. W appreciate your conments.

This will conclude the public coment
session for this neeting. So we appreciate the
i nput that we've received fromthe public
comrents. Thank you.

W' re now going to go forward with the
GAMI' Nom nation and Prioritization Wrkgroup
report. Dr. Matern will present this
i nformation. And subsequent to the presentation
there will be a discussion, decision, and a vote.
Dieter?

MEMBER MATERN: Thank you. So I'll be
tal ki ng on behal f of the Nom nation and

Prioritization Workgroup. And | don't have a
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slide that actually nmentions the nenbers of that
wor kgroup, but it includes Dr. Bocchini, and Dr.
Cut hbert, and Dr. Scott, and Debi, and Fred
Lorey, and probably I'm forgetting soneone.

So, the nom nation was subnitted by
Dr. Nicola Longo fromthe University of Utah and
cosponsored by Dr. Marzia Pasquali also at the
Uni versity of Utah and al so running the biochem
and genetics |ab at ARUP Labs.

There was no advocacy group nentioned
in their nom nation but of course we have heard
fromthe Association from Creatinine Deficiencies
just before this presentation.

There are several questions that we
had to answer review ng the nom nati on package
and then checking the literature with other
experts that we realized are out there.

So, the first question of course is
t he nom nated condition nedically serious.
Second, are there prospective pilot data either
done in the U S. or el sewhere from popul ati on-

based assessnent available for this di sorder.
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What about the case definition and the
spectrum of this disorder. 1Is it well described?
s there a phenotypic range of children
i dentified on a popul ati on-based screeni ng?

What about the test's analytic
validity? Do we know enough about the test to
wor k anal ytically, but also has it clinical
utility or other concerns with the test?

And then about treatnment. |Is there
treatnent? Are there nmedications that are FDA
approved avail abl e or needed? So what about
treat ment.

First, I'd like to introduce you
guickly to creatine deficiency syndronmes. And |
as a biochemgeneticist, | have to show you a
nmet abol i ¢ pat hway, not so that you pass out, but
just so you get an understandi ng.

| think it helps to figure out the
approach that is taken to both the testing for
t he disorder and al so the treatnent.

So as you can see creatine is here

| ocat ed. It's also outside in the bl ood and
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needs to get across cell nenbranes. But creatine
first needs to be made unl ess you obtain it
t hrough food i ntake.

The pathway to synthesize creatine
starts with arginine and glycine which is
produced to guani di noacetate which is then
nethylated to creatine. And then again it has to
cross the cell nmenbranes to get into the brain
and nuscle, and there's a creatine transporter.

So there are two enzynes invol ved, and
the enzyme we're tal king about is
guani di noacetate nethyltransferase which is
| ocat ed here.

However, any of those enzynmes, GAM,
AGAT, and then the transporter can be deficient
and cause di sease.

And this is taken fromthe gene
reviews that was updated in Decenber 2015 so it
should be fairly up to date.

You can see there are 110 GAMI
patients known in the literature. They present

and that is what we heard earlier after a few
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nonths of |life to up to three years.

The phenotype is mld to severe
intellectual disability. Mst patients have
epil epsy and the epilepsy is difficult to
control. In half of the patients there is
novenent di sorder and then their behaviora
probl ens.

In AGAT the situation is that this is
much nore rare it appears than GAMI and agai n has
a sonewhat simlar phenotype, muscle weakness
bei ng pronounced.

And then there is the X-1inked
transporter defect. This is the condition where
nost patients are identified. Again, onset is
| ess than three years in those affected, boys,
and simlar phenotype to GAM.

Treatnment as we heard already fromthe
parents is available and it's nostly
suppl enentati on of creatine and ornithine, and
then restriction of protein and/or arginine and
sodi um benzoate. And the treatnent is also

established for the other conditions.
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Here you see from Scriver's, the
online nmetabolic textbook a picture taken from
t he chapter on GAMI defi ci ency.

And here you see one patient in A B
and C. And you can see the significant hypotonia
here, dystonia here at 22 nonths, and then after
bei ng put on treatnent you see that the patient
seens to be doing better but is still having
synptons. And that is of course consistent with
what we heard fromthe parents.

And this is an untreated patient at
four years ol d.

So, inportant here of course is that
the outcone is inproved when you treat these
patients as early as possible. And of course
that is always good reason to think about newborn
screeni ng.

What about the biochem cal genetic
di agnosi s? Cuani di noacetate, when you have a
defect here is accunulating. And you can neasure
this in urine, CSF, plasna and now in dried bl ood

spots and it is elevated.
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If you | ook at the other conditions,
AGAT deficiency and the transporter defect, GAA
is low or up to normal. AGAT deficiency is
normal in the other conditions, so GAA alone is
not really helpful to identify the other creatine
defi ci ency di sorders.

However, you can al so neasure creatine
and creatinine all at the sane tinme as you do the
GAA.  You can do ratios and that kind of hel ps
you a little bit better differentiating those
di fferent disorders.

There is a diagnostic algorithm again
fromthe Gene Reviews article for patients that
are presenting with synptons that are suggestive
or could be consistent with GAMI defi ci ency.

You do as a next step the neasurenent
of GAA, creatine and creatinine in urine or in
plasma. And then based on those results you can
follow up using different studies including
nol ecul ar genetic testing for the rel evant genes.
And if that results in a genotype of uncertain

signi ficance you mght still have to do a
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speci fic enzyne assay for each enzynme to arrive
at a di agnosi s.

But this is all doable because there
are |l aboratories that offer this test. The only
one that is a little bit tricky is the enzyne
assay which | believe is only available in
Anst er dam

So, creatine, again | nentioned
earlier the source of it is either the diet or
bi osynthesis. And the function is inportant as
you can see here in the regeneration of ATP. And
it is also a neurotransmitter in the CNS.

Because of the energy provision
t hrough creatine as we al so heard fromthe
parents you can obtain creatine in all kinds of
stores, not only at Anmazon but at Walmart. And
since it is not yet reinbursed through health
insurance it still is relatively cheap.

| always wonder if those costs would
go up if health insurance actually would have to
pay for it because those providers mght think

it's a good reason to jack up the price.
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The pat hophysi ol ogy of GAMI defi ci ency
is basically, again, if you consider that you
have this enzynme not working functionally you
wi |l have a deficiency of creatine and you wil|l
have accumul ati on of the precursor,
guani di noacetate which is a neurotoxic agent as
far as we know.

So, the idea then is in treating these
patients that you provide creatine at sufficient
doses to overcone the blood-brain barrier and
al so maybe providing S-adenosyl L-nethionine to
potentially help any residual GAMI activity to be
nore effective.

And al so to reduce guani di noacet ate
whi ch is accunul ating. And you do this by
providing ornithine, but also restricting
argi ni ne and nmaybe gl yci ne by providi ng sodi um
benzoat e.

So what are the outcomes of treatnent?
As we heard very effectively fromthe parents is
that if you identify these patients basically at

birth or shortly thereafter they can have a
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normal life.

The | ater you nake the di agnosis the
nore severe is the phenotype. So initiation of
treatment as early as possible seens to be very
i mportant.

Also interesting is that in a paper
t hat was published a couple of years ago there
was a patient that was first reported in 2006 by
a German group.

They found a patient who was di agnosed
in the first few nonths of Iife and was doi ng
very well, but apparently the parents then
decided, well, this is kind of difficult and our
child seens to be fine so they stopped treatnent.
And it didn't take long and then the patient had
irreversible danage. So it is inportant that
these patients stay on treatnment consistently
t hroughout Iife.

So back to our key questions. The
nom nated condition is nedically serious. The
answer | think is yes.

And | think we pretty well know what
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t he phenotypic spectrum | ooks |ike, at |east
based on these 110 patients.

What about treatnment protocols? Are
t hey defined? Are there FDA approved drugs, and
are those all avail abl e?

So, in a paper by the Utah group they
talk -- which is called Evidence-based Treat nent
of Guani di noacetate Methyltransferase it
i ndi cates here very clearly that the
recommendati ons for treatnent of GAMI deficiency
are evolving. So it mght be that we don't have
that nail ed down conpletely.

I n anot her paper a year later in 2014
a larger study of 48 patients where they review
and provide reconmendations for diagnosis,
treatment and nonitoring, one of the concl usions
is that overall nunerous questions regarding the
evi dence of the described treatnent nodalities
still remain to be answered.

So, we mght not have yet fully
defined treatnent protocols.

What about newborn screening? Are
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there any pilot study data avail abl e and how good
is the test?

So the proposed newborn screening test
is to neasure GAA but creatine has al so been
al ready nentioned as in use in Utah at |east, and
you coul d al so neasure creatinine along with the
acyl carnitines and am no acid anal ysis.

So this is not a separate test. You
don't have to buy new equi pment. You don't have
to add extra people to do the testing. All you
have to do is add a few reagents and do a
nodi fication to your analysis in nostly the
software. So it's really, as the parents
i ndi cated, fairly cheap.

Al so, the CDC already is providing
reference materials for GAA and creatine through
their quality assurance program

A second tier test is probably a good
i dea to have as also reported specifically from
t he proponents from Ut ah.

And what they basically do, they do

the analysis for GAA and creatine again by liquid
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chromat ogr aphy tandem rmass spectronmetry which is
not as common as the regular flow injection

anal ysis in newborn screening | aboratories, but
really any mass spec you can do LC- M5/ M5 on.

So you may but al so may not require
extra equipnent. But it also has many second
tier tests. They could probably be regionalized.

And | think as there are a good nunber
of second tier tests out there | would still
propose to many screening |aboratories to join
forces and every screening |lab should offer at
| east one second tier test and work with other
nei ghboring states maybe to provide the test to
their rel evant popul ati ons.

There's al so nol ecul ar genetic
anal ysis of the GAMI gene avail abl e and has been
proposed for newborn screening.

But what you find at the sane tine is
that there are again variants of uncertain
significance that are identified and therefore
genotypes of uncertain significance. So it's

really in ny opinion not that hel pful.
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And it also is not yet typically used
in a wide nunber of newborn screening prograns.

So what is the status of newborn
screeni ng for GAMI deficiency?

Publ i shed data fromthe University of
Ut ah | ooki ng at 10, 000 newborn screeni ng sanpl es
retrospectively, they found a fal se positive rate
by just |ooking at GAA and the GAA to creatine
ratio of 0.08 percent.

However, they didn't report any false
positives, or any of those out because they have
a second tier test to look at GAA and creatine
again. And so the final false positive rate is
zero percent.

And the true positive, however, is
al so zero. They didn't find an affected patient
in those 10, 000 sanpl es.

The Bayl or Research Institute in
Dal | as, Texas, did a study of nearly 20, 000
babi es of which about 50 percent were from
Mexi co. And they did this between 2008 and 2011.

They had a false positive rate of 0.5
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percent just |ooking at GAA, but with the second
tier test which basically neans you take the
ori gi nal newborn screening sanple, you do not
tell anyone about this outside of the screening
| ab. You do the second tier test and if that is
normal then you do not report it out.

So, in the end the fal se positive rate
is zero which is extrenely good. But they al so
didn't find a patient in that study.

In British Colunbia they | ooked
retrospectively at 3,000 newborn screening
sanpl es, had a false positive rate only using GAA
of 0.13, but could get rid of all false positives
with the second tier test.

They al so tested for two common
mut ati ons and happened to find two carriers of
two novel mutations. So com ng back to what does
this mean now. But those were only carriers so
it really is supportive of the conclusion that
there was no true positive in their cohort.

In Australia they've been actually

doi ng prospective newborn screening for GAMI
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deficiency since 2002 and have screened nore than
1 million babies.

Their report in 2014 included only
about 770,000 babies, but | conmunicated with Dr.
Pitt in Australia and he confirnmed that they're
continuing screening. They have screened about a
mllion babies and they didn't find a single true
positive. And the false positive rate with
apparently no second tier test is 0.02 percent.

Now, we al ways wonder if it's
i nternational does it reflect a very different
popul ation to what we would find in the U S.

So | Googl ed the denographics of
Victoria, Australia, and could find that 66 of
Victorians identify as Australian, and then of
Scottish, English, or Irish ancestry and | ess
than 1 percent aboriginal. And nost immgrants
are fromthe British Isles, China, Italy,

Vi etnam G eece and New Zeal and. So, nore or
| ess |i ke America maybe.
In the Netherlands a study that cane

out only this year, and for those of you who | ook
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at what is in the briefing book this is basically
two versions after what you have in front of you
so this slide was not included.

They | ooked at 500 newborn screening
sanpl es retrospectively. They did sequenci ng of
t he GAMI gene and they nmeasured GAA

Thr ough sequenci ng they found two
carriers, one with a known nutation and one with
a novel nutation. And based on expression
studies they feel that it is a pathogenic
mut at i on.

And t hrough neasurenent they found no
fal se positives, but also no true positive.

So based on this the presuned carrier
frequency is 1 in 250 which would cal cul ate an
i nci dence of about 1 in 250,000 anong the Dutch
popul ati on.

And the Dutch popul ation is described
in that paper as consisting of individuals with
Dut ch, Turki sh, Mroccan, |ndonesi an, German,

Suri nanese, Latin Anmerican, other European and

Asi an et hni c backgrounds. So, very diverse.
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So, how frequent is GAMI defi ciency?
So, you can |l ook at this based on cal cul ati on and
based on prospective newborn screening.

So as | just nentioned, the
Net herl ands, they assunme it to be 1 in 250, 000.

In Utah they | ooked at the nunber of
patients they had di agnosed over a 10-year period
and then calculated it back to the live birth and
came up with a calculated incidence of 1 in
114, 000.

In Portugal in 2007 they had a report
where they | ooked at 1,002 newborn screening
sanpl es that they tested for one nmutation which
appears to be conmopn anpng patients wth GAMI
deficiency in Portugal and they found ei ght
carriers.

So their calculated incidence is 1 in
63, 000.

And based on prospective newborn
screening in Australia as | nentioned | ess than 1
in1 mllion, and in Uah |less than 1 in 50, 000.

So Utah is currently actually actively
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screeni ng for GAMI deficiency. And at this point
t hey screened, as Dr. Pasquali nentioned to ne
earlier today, 50,000 so far. They had one fal se
positive that turned out to be a NI CU baby and at
this point no true positive.

But if you | ook up here the estinated
incidence is 1 in 114,000 so they shoul d get
t here next year.

So in sunmary we believe that GAMI
deficiency is a serious nedical condition. The
natural history of GAMI deficiency seens well
under st ood even though there are only 110
patients known worl dw de.

The treatnent | think is very simlar
to many of the conditions on the RUSP. And |
think that if you renmenber the di scussion about
PKU this nmorning | think there's a | ot of overlap
i n how we woul d approach these patients. You
need di et naybe, but certainly supplenents and
you need support.

The best outconmes is when treatnent is

started shortly after birth.
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Dried bl ood spot based assays can be
adopted for newborn screening quickly and at very
| ow cost so that's new for us.

Prospective newborn screening is
ongoing in Victoria and apparently in Uah. But
again, at least in Australia very |ow incidence
apparently. So, the sensitivity, however, of the
screening test is also nicer than many of the
conditions that we have added to the RUSP with a
| i kely 100 percent sensitivity and near zero if
not zero false positive rate.

So, should one add GAMI to newborn
screeni ng?

So, one could say well, we understand
the natural history. Treatnent is simlar to
many classic inborn errors of netabolism The
outconmes are best with early treatnent. Newborn
screeni ng assay is cheap and easily inpl enented.
And t he newborn screening strategy has a high
sensitivity and | ow fal se positive rate.

If you didn't want to do it you would

say well, we only understand the natural history
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on 110 patients. |Is that enough?

There is no agreed upon treatnent
strategy. Metabolic control nust be strict. No
FDA approved newborn screening or diagnostic
assay. And | don't believe that is really an
i ssue because | aboratory devel oped tests are just
fine, so that shouldn't be an i ssue.

And, however, no patient has ever been
i dentified through prospective newborn screening.

So, back to our key questions.

Medi cal ly serious condition - yes. Prospective
pilot study data - yes, not only Australia but
also in Uah,

Case definition - yes, based on 110
patients. Analytic validity - yes. dinical
utility - well, the problemis no case identified
prospectively yet.

And defined treatnent protocols, you
could argue well, they're not really that
defined, so maybe not yet. But | think that is
sonet hi ng that coul d be fixed.

So, what is the recommendati on of the
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wor kgroup to the advisory committee? At this

poi nt we would say we do not initiate externa

evi dence revi ew because not a single case has

been identified prospectively through newborn

screeni ng which would really nmake the evidence
review very difficult.

And t hen treatnent guidelines appear
to be in devel opnent but are not finalized.

What | think should al so be
recommended, or what we think should be
recommended, that the proponents work with other
experts to formalize the treatnent guidelines and
encourage the continuation of newborn screening
for GAMI deficiency in Uah and Australia, and
report ASAP back to us when a patient has been
i dentified prospectively.

So, please we would say, proponents,
resubmit a nom nation i medi ately when above has
been achieved. That's | think all | have.

CHAIR BOCCHI NI : Dieter, thank you for
that presentation. It was very clear and

t horough. Appreciate it.
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This is now open for discussion and
guestions fromthe conmttee and then fromthe
organi zational representatives. Don.

MEMBER BAI LEY: Dieter, could you
speak a little bit nore about -- | don't
under stand why treatnent guidelines are unclear.
Maybe | just don't have the information, but can
you give ne a little bit nore informtion?

MEMBER MATERN: | think what --
basically, and | would agree with do we really
need this. Because if you | ook at conditions
that we added only recently for Ponpe di sease
there still in the literature you have questions
about what is the right imune nodul ation, et
cetera. So there are no clear guidelines there
ei t her.

So | would agree that this is a weak
argunent not to proceed because there is a | ot of
i nformation out there. And it probably would be
one short phone call anong the proponents al ong
wi th people and their coll eagues in Canada to fix

that and wite a paper that outlines nore exactly
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what those guidelines are.

MEMBER BAI LEY: Plus we're not talking
about a dangerous treatnent.

MEMBER MATERN: From what | understand
it's not a dangerous treatnent.

MEMBER BOTKIN: Dieter, thanks, it was
very hel pful

You nentioned that the clinical
sensitivity of the testing estinmated to be 100
percent. \Were does that nunber cone fromin the
absence of any real babies identified yet?

MEMBER MATERN: So, that cones from
the fact that specifically in Australia where you
have this large area called Victoria which is
served by one screening | aboratory and one
di agnostic | aboratory.

And the Australians | think are very
proud in their healthcare system and feel that
since they haven't diagnosed a patient with GAMI
deficiency since 2002 through their clinical
efforts while they were screening that there are

i ndeed no fal se negati ves.
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And in Uah | think at the sanme tine
t hey' ve been screeni ng now probably for nore than
a year and didn't nmake a diagnosis clinically.

And again, the |aboratory, there's
only one bi ochem genetics |lab. And even if
another lab did the diagnosis the patient would
be followed by Dr. Longo.

MEMBER MCDONOUGH: Knowi ng what we
know now in 2016 about how serious this condition
is, and there's effective treatnment, and what
happens when these children aren't picked up on
tinme, if we knew that back when the tandem nmass
was devel oped and the RUSP was expanded is it
nore |ikely than not that this condition would
have been part of that panel back then?

MEMBER MATERN: At the time there was
no screening test so that is one thing. | think
if the screening test woul d have been around |
woul d believe that it would nore likely be
i ncl uded than not.

MEMBER SPONG So, I'ma little newto

this, but is it -- I"'mconfused as to why this
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woul dn't get noved forward just to the condition
revi ew t eam

Is it just because we haven't
i dentified one case using these prospectives? 1Is
that the reason why? And how | ong coul d t hat
take to happen? And what would be the harmin

noving it forward while waiting for that one

case?

MEMBER MATERN: Well, the harm of
course is always that a baby will be born in a
state that could have screened and w |l not

recei ve the treatnent.

MEMBER SPONG That's the harmin not
noving it forward, or in noving it forward?
VWhat's the harmin noving it forward?

VMEMBER MATERN: Well, the problem]
think for the evidence review, because we're just
di scussi ng here whether it should be noved
forward to the evidence review. So we're not
even tal king about should it just be included.

| think the harmis that we're asking

t he evidence review to proceed and conme up with
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the fact that there was not a single true
positive.

And so they don't really know what to
-- well, they're not recommendi ng us anyt hi ng,
but the data they will provide us will probably
not add anything new that we don't know ri ght
now.

Yes, we had this discussion. Yes.

MEMBER MCDONOQUGH: The point | was
trying to raise with the question | asked is that
there's probably -- | shouldn't say -- is there
nore i nformation about this condition, the
benefit of treatnment, early detection, that
per haps sone of the conditions that were added on
the RUSP i n that expansion? Do you have an
opi nion on that?

MEMBER MATERN: Well, to ny counts
this is a no brainer. Again, this is a condition
that's nedically serious. There's treatnent that
seens to be -- well, that is cheap, that can be
done, and the screening test is not difficult.

Does that answer your question?
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Steve, do you have a question?

MEMBER MCDONOUGH: Well, we have to be
careful we don't get too paral yzed by our
policies and don't take an opportunity to help
some Ki ds.

MS. GREENE: Carol G eene, SI M.
Thanks for the excellent review

And whil e personally |I'm not speaking
for the SIMD for nme obviously it's a slam dunk.
| identify the kids and | treat them

| wanted to speak to two points. One
is with respect to treatnment. | think perhaps --
because if you don't follow your own guidelines
t hen the next person comng along will of course
say well, you've got your guidelines and you went
ahead and did it, and why not for ne as well.

So, the guidelines are neaningful and there's
reasons to follow them

Wth that said | think perhaps we need
alittle bit nore guidance on the interpretation
of treatnment is not set.

Because the treatnent, core of
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treatment is you give creatine. W're arguing
around, you know, we're nibbling around the
edges, can we nmake it better, what do we do with
the diet. Do we give sodi um benzoate which
tastes nasty and nobody wants to drink it anyway.
How much ornithine do we give.

But we've got a treatnent, there's no
doubt about it. | think we need to be a little
careful about over-interpreting.

When sonebody genui nely and honestly
says we need to do better figuring out the best
way to treat this that we don't |ose sight of --
so | feel very strongly as a clinician, you know,
I"mgoing to go talk to people. Do | give
ornithine or not. But |I'mgiving creatine.
That's no probl em

So, | think this one gets a yes when
we have agreenent about therapy. We're still
trying to make the therapy for PKU better. |
think this one gets a yes on therapy.

Wth respect to the question of has it

nmet the criteria for pilot, | don't think the
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SIMD -- | don't want to represent the SIM of
having an opinion, but | will say as the SIM I
think this one gets a yes on treatnent. W're
working to inprove it, but we have a treatnent.

MEMBER W CKLUND: Ckay, so forgive ne
if you already said this, Dieter

So, retrospectively they were able to
take dried blood spots and identify affected
individuals, right? So the limting factor is
identifying a true positive prospectively. kay.

So, once that happens it still won't
further delineate the natural history. Because
if it's just till they identify a true positive,
right, that's just the fact that they've
identified a true positive.

And if they notify us imedi ately with
t hat how does that add to our |evel of evidence?
| guess I'mtrying to tease out a little bit
versus if we're trying to get nore informtion
about if they devel op synptons.

| guess I"mjust trying to get ny head

wr apped around. Is this com ng back to our pil ot
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recommendat i ons about having to have one true
positive? Anyway, |I'mjust a little nuddled
ri ght now on that.

MEMBER MATERN: | think the answer is
yes, but Jeff is getting ready to say sonething.

MEMBER BOTKIN:  Well, it is rather
ironic that this comes up i nmediately. But of
course, that's the discussion we were having.

| think it just forces additional
t hought about what's the value of that one baby.
That's not going to tell you anything additional.

| guess in ny thinking it really
denonstrates whether in fact you have a program
that's effective in identifying affected kids or
not .

Now, everybody seenms to think this is
a good test, but yet a mllion babies is a |ot of
babi es without a single true positive.

And so what's the explanation there.
Is it sonething about Australia? |Is it sonething
about these other prograns that have yet to

identify an affected baby? | don't understand
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what the alternative explanations m ght be of
that failure.

So, | have to agree, the rest of the
el ements seem pretty solid here to nove forward
but | have to be disturbed by the failure of
public health prograns to yield affected kids.

MEMBER KELM Wl |, you know, we
obvi ously focused all of this information on the
prospective.

But | guess one piece that woul d be
great to have is how robust is the, you know,
when they retrospectively just even | ook at their
met hod and their cutoffs and have a retrospective
sanpl i ng.

What ki nd of nunbers are we talking
about. How well did that [ook. That would
probably be hel pful for us to understand.

But there is one thing that | guess |
also feel -- wanted to have a little bit nore
flavor fromyou is, | nmean obviously you're
saying this can be done, but what sort of

insights from | nean if Fred was on your group.
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Is this really sinple to add in the
public health Iabs? | guess that was ny question
is that we have that public health inpact
assessnent also. So how easy is this to add to a
current progran? | don't know if sonebody can
wei gh in on that.

MEMBER MATERN: Yes. Personally |
would think it is easy. And again, the CDC at
| east has the materials so they have the test
running in their own |laboratory. So they could
train as they train anyone el se on acylcarnitines
and am no acids. Just nmke it part of their
program O not.

CHAIR BOCCHI NI :  Fred, if you're on
did you want to nake a comment related to that
guesti on?

MEMBER LOREY: No, not at this tine.
Thanks.

CHAI R BOCCHI NI :  Ckay, thanks.

MR. OSTRANDER: So, | think it's
fortuitous actually this cane right after Jeff's

talk because | think it gives us food for thought
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about the difference between rare conditions and
ultra-rare conditions.

| nmean, this is unique in that it has
a cheap and safe treatnent which has not been one
of our previous criteria, but certainly gives one
pause about whether we need to be as strict about
the criteria in that setting as opposed to ones
where the treatnents are dangerous and of unknown
ef ficacy.

So, even in your talk, Jeff, there was
a comrent about the value of having one true
positive.

| mean, is one nuch different from
zero? Yes, and naybe not. |If you can prove that
with the existing technol ogy retrospective
i dentified cases test positive | don't know that
froma scientific standpoint it's all that
different in a rare condition |ike this.

And I'mgoing to chime in with Carol"'s
treatment protocol thing too. |If you ve only got
110 cases worl dwi de you're not going to have

standardi zed treatnment protocols that are going
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to be conmpared in a prospective way from no
treatnent or the standard treatnent.

So, it may be for ultra rare
conditions that the thought process could be
nodi fied just a sm dgeon, taking into account and
wei ghing not only the criteria for true positives
t hrough screening and the treatnent protocol on
t he one hand, but al so on the other weighing the
safety and efficacy of the intervention.

That might tip the scales and it
sounds to nme like in this case it m ght even be
reasonabl e to consider it to have tipped the
scal es.

CHAI R BOCCHI NI :  So, | think, Alex,
can you tell us what one positive case neans to
evi dence revi ew?

MR. KEMPER And this is where |
resolve all the nysteries.

So, before | branch out there | just
wanted to thank Dieter for doing really an
excel l ent presentati on about GAMI deficiency in

ternms of digging up what evidence is out there.
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So thank you very nuch for setting ne up.

You know, this issue of finding one
case we' ve oftentines tal ked about as being
really inportant and it's certainly where we cane
fromw th SCl D

It's alittle bit difficult to
articulate, but what | would say is in addition
to finding the one case, we're able to | ook at
all the cases that weren't GAMI deficient. So,
we're able to | ook at both the positive
predi ctive value and the negative predictive
val ue.

And one of the things that we're
supposed to do as part of our evidence reviewis
al so | ook at what woul d happen in the real world
as state prograns adopt screening. So, it really
goes beyond just finding that one case.

Certainly we in the Evidence Revi ew
Wor kgroup, we serve at the pleasure of the
advi sory conmittee so we're happy to do what ever
you ask us to do, including |Iooking at things

| i ke natural history, or what's known presently
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about treatnent. Perhaps digging a little nore
than Dieter already did in his very nice
presentati on.

But the one part that we would really
struggle with is in |l ooking at the inplenentation
side in ternms of the burden on the newborn
screeni ng prograns.

So, that to me is where the issue is.
But again, we're happy to do anything you ask us
to do. Anything.

MEMBER MCDONOUGH: Can you say a
little bit nore about your concern about the
burden for prograns?

MR. KEMPER Yes. And I'msensitive
that the word "burden" as typically used in day
to day | anguage i s burdensone.

So, one of the charges that we have is
to look at what it would take for state newborn
screeni ng prograns to adopt screening for the
condition we're actually going to be tal king at
| engt h about, issues of cost.

But al so there are these sort of
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broader issues of feasibility and readi ness that
are in our charge.

And so with limted data fromstate
health prograns it's difficult for us to do that.
And so that's where the call for pilot studies
came from

And so to ne it's not just the one
positive case, but it's sort of the broader
i ssues regarding inplenentation.

Again, we could do the other parts in
terms of natural history and treatnents and that
kind of thing, but we would hit a wall when it
cones to that one conponent.

And the degree to which that's
i mportant is up to you all again.

CHAI R BOCCHI NI :  Plus, once the
evi dence review begins there's really a tineline
within which it now needs to be conpl eted which
al so poses a probl em

MR. KEMPER: Right. N ne nonths.
It's not just a good idea. It's the | aw

M5. GREENE: Carol Greene again, SIM.

Neal R. Gross and Co., Inc.

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

Interesting discussion. O course if
you really want data from states about
i npl enentation then you're going to have to be
hol di ng everybody to have nmultiple pilots in
mul ti ple states because this one, you've actually
got a pilot in a state.

What | wanted just to add is that
there is, interns of actually real life there is
a very good diagnhostic test and it's very easy to
send. It's alittle hard to collect urine on
baby girls, but we do it all the tine. And it's
easy to collect urine on baby boys, and easy to
coll ect blood on both sexes.

And so we've got a diagnostic test
avail able. And we can offer a treatnent.

VWhat | ama little curious about is if
anybody' s got enough nmath to do the sock drawer
problem If the true frequency is really 1 in
120 or 1 in 250,000 in Australia what are the
statistical chances of finding none in a mllion.

And | think that's a reasonably high

nunber, but | don't know because at | east sone of
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the frequency is based on DNA on what you presune
to be carriers, and that assunes that everybody
who's a carrier is synptomatic.

So, I"'mreally interested in the
nunbers and | think that maybe sonebody's got
t hat mat h.

M5. TARINI: This is Beth Tarini at
t he American Acadeny of Pediatrics.

| agree with Alex and the reason |
agree is because if | renmenber correctly, others
pl ease correct ne if I'"mwong, in either MPS |,
| thought it was MPS |, there were two affected
individuals, is that right? In Mssouri. O
there were two affected |I thought found in the
popul ati on that underwent transplant. Am|
correct?

At any rate, historically it seens
ongoi ng condi ti ons have been revi ewed and cases
have been identified from popul ati on-based
screeni ng that we have | everaged or | eaned very
strongly on past evidence of efficacy in studies

that involve identification fromfamly history,
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not on efficacy of treatnment by what is found in
t he popul ati on.

Because | believe of the m nor nunber
of children that were found, the small nunber,
one of themdied after the treatnent. And that
was not taken into consideration as affecting the
assessnent of efficacy of the treatnent. W
| eaned nmuch nore heavily on what was the
hi storical studies that were done.

That is to say if we have done that in
t he past when we've actually had cases identified
and we've sort of not taken into consideration
what the real life outcome was then | don't think
it is consistent to use that one person standard
her e.

MR. KEMPER: And just to anplify on
what you said too.

One of the problens with hinging
everything on the case, not for this condition,
but for a lot of other conditions is that the one
case identified through newborn screening may not

develop clinical problens for years down the
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line. That was the problemw th ALD.

But this is really certainly a
different thing in that the one case identified,
if they were going to devel op synptonms you woul d
expect it to happen earlier rather than |l ater.

CHAIR BOCCHINI:  Since this is under
di scussion we're trying to limt the comrents to
the conmttee and the organi zati onal
representatives.

MEMBER BOTKI N:  Question back for
Alex. And | think D eter had suggested that if
i ndeed there's an evidence review at this point
it's unlikely to provide nore infornmation than
what's been provided by the current review.

And | guess | wanted to see what your
response was to that. Wuld there be additi onal
avenues of evidence to uncover that m ght help
make t hat decision?

Because basically the question would
be would the conmittee be ready today to make a
deci sion about the RUSP if in fact there's not

any additional information that's going to be
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forthcom ng.

MR. KEMPER. |'mgoing to | guess
plead the Fifth in that we haven't | ooked at what
evidence is or is not out there.

| do know from conversations |'ve had
with Dieter in the past that it sounds |like he
did a thorough job of |ooking out there, but I

can't comment on what el se may be out there.

M5. TARINI: This is Beth Tarini, AAP.

To Jeff's point which Kellie had
rai sed the evidence review process i s not just
evi dence review, am| correct? There's a public
heal t h i npact anal ysi s.

So while the evidence may be, and
again we wouldn't know until you did it, may be
not much nore than this, there certainly would be
this other conmponent to the matrix that woul d
have to be done.

MR. WATSON: -- things that run
counter to what | said before which is when coul d
| accept one case.

So if -- 1 was |ooking at the
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testi nony, the public conments. There was a | ot
of patients from California and New York, or
famlies fromCalifornia and New York all of whom
are in our virtual repository and whose spots
could be pulled with consent to see whether or

not they woul d have been detectable on a newborn
screen.

And that actually does get you a fair
bit along the way. It doesn't get you past
having a nunerator of zero which nmakes statistics
really hard, but | think there are things that
can sort of make you feel a |ot nore confortable
wWith retrospective data that could get ne to
t hi nki ng about just one case justifying it.

When you think about the things that
you're doing in the public health prospective
pilot you really want to nake sure that you can
find them get theminto treatnent, and intervene
in time, and get the expected outcone.

You | earn about penetrance which isn't
a probl em here because you've got a mllion

babi es screened with no screened positives |et
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al one true positives.

So when you start thinking about what
are the things that you get out of the pilot you
can really, | think a nunber of them can be dealt
with and reduce the denands on a really ultra
rare condition like this if you think about what
it is you gain and | ose by these different
par anmet er s.

MEMBER MATERN: So that is --
sonething that | haven't pointed out in ny
presentation is that actually of course our
col l eagues in Uah and in Canada and in
Australia, they have added retrospecti ve,
col l ected actual newborn screening sanples from
patients and ran themthrough their test.

And that data is out there, and it
shows nicely how they have nuch hi gher GAA
concentrations than normal popul ation.

MR. WATSON: Part of the data that you
want people to submit is sonething that is really
i nformative retrospectively when you' ve got these

ultra rare situations.

Neal R. Gross and Co., Inc.

224

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

| nean, this happened in SCID. It got
really narrowy defined. W nust have been
around 750, 000 babies into SCID when the first
one was found. | nean, those are ny vague
recol | ections of five, six years ago.

MEMBER MCDONOQUGH: If Utah is the only
state that's going to be testing for this it may
take several years to get a true positive.

In the neantine, if the statistics are
reasonably accurate there are going to be 20 to
45, 40 children born in our country every year
who are going to be brain damaged if we aren't
doing the testing.

W' ve got these rare conditions.

We've nodified our criteria before. Wen we had
this matrix together we actually approved a B3
and the Interagency Coordinating Commttee
approved it.

So I think we constantly have to | ook
at what our criteria are, what we're presenting
with and go fromthere.

"' mconcerned if we drag this out
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there are going to be famlies and kids who w |
be definitely inpacted because they won't be
di agnosed.

CHAIR BOCCHI NI:  Well, I think there's
no question that based on Dieter's presentation
it's pretty clear that the Nom nation and
Prioritization Conmttee felt very strongly that
many of the criteria that are necessary to nove
this nom nation forward haven't been net and
recogni ze the seriousness of delay in treatnent.

On the other hand, it's al so
recogni zed that we have a test that hasn't been
proven to work in a newborn screening situation.

And as a result the decision was to
accept basically the data that was submtted and
ask that as soon as we neet that last criteria
that we nove forward to nove this to evidence
review as qui ckly as possi bl e.

At the sane tine asking the nom nators
and the advocacy groups to get together to | ook
at things that m ght al so add additional data.

And as M ke suggested, that the
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possibility of using other things to help nake a
stronger case could be done relatively quickly.
And all that is so that when we do get
the data that we feel is necessary to nove it to
evi dence review that we would ensure a greater
| i kel i hood of success because we woul d have net
all of our criteria to go forward.
So that's the crux of what we've been
di scussing. And so | think that that's still |
t hink a reasonabl e approach.
MEMBER MCDONOUGH: This i s McDonough.
Is it possible that it could be during the
process of the evidence review that a study could
be conducted during that nine-nonth period of the
bl ood spots, working with the patients, the
i dentified cases that we woul d have t hat
i nformation during that nine-nonth period?
MEMBER MATERN: So you nean that they
take the original blood spots and run them
t hrough their systen?
Yes, but they've done that already.

So that was part of the retrospective studies
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that they interspersed the true positive original
newbor n screeni ng sanples that were stored away
and run themthrough the system and coul d show
that their GAA | evels are higher.

CHAIR BOCCHI NI : And renenber, this
woul d not be the first time that a nom nated
condition was cl ose to being approved but m ssed
sone of the criteria for which we went back to
the nom nating group and asked that that
addi ti onal data be obtained, and that they only
needed to submt the additional data, and then we
noved it forward.

That happened with Ponpe, SCID as you
heard, it was -- the decision was delayed until a
positive case was found and so on. So | don't
think it's unprecedented that we woul d use the
approach to nmeet our criteria.

MEMBER W CKLUND: So, | conpletely
agree with that, but | guess |I'mhaving a hard
time with the -- we require the one true
positive.

| think that if there's additional
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data, retrospective data, or additional data that
can be given to us that provides another |evel of
evi dence.

["mjust trying to figure out in ny
head what additional |evel of evidence does that
one true positive really give us conpared to sone
of the evidence that we have from ot her sources.

So, | -- sothis is where I'm
struggling by saying, you know, we'll consider it
again after one true positive is found. Like
that to me seens really narrow and that's the
part |I'mstruggling with right now versus | ooki ng
at retrospective data in nore detail and getting
nore information that way.

CHAIR BOCCHI NI :  Well, | guess part of
it depends on how that influences the ability to
prove that a newborn screening programin place
can detect a positive on a newborn.

So, | don't know whet her people from
the | ab m ght be able to answer that better than
or with nore detail than I.

MEMBER CUTHBERT: So, | get the

Neal R. Gross and Co., Inc.

229

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

230

tension. Dieter's talking about the perspective
of being a biochem cal geneticist and as one
nysel f | understand that.

But putting on the public health hat
which | have to be concerned about as well com ng
fromCDC and so on it is not only just about the
test.

While this condition does present
itself in being one of the nore positive ones.
When it was nominated | breathed very heavily. |
t hought this was fantastic.

| think | would be alittle bit nore
-- | do support what the Nom nation and
Prioritization Conmttee has said.

It is very inportant that, again, that
we do this for consistency again of the
gui del i nes that we've put forward.

My concern is whereas this mght be a
good one to sort of let slip through what does it
say for every other one that will cone next.

If we for every single condition |ook

at our guidelines and say, well, this one neets
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all of these but not this. W can let that pass.
It just causes the commttee to just not seem
consi stent.

And | think it was brought up that
sonmeone was saying that the state prograns don't
al ways consi der the recomrendati ons of the
comrittee as strongly.

They go back and they review and they
say well, we hear what the ACHDNC has sai d.

We're going to do sonething a little different.
W would Iike to have a little bit nore evidence.

There is a bit of a disparity between
what we say we will do and what we do do and
there's the rub.

And agai n, as a biochem cal genetici st
this is fantastic. | really want to see this on.

But being a public health person and
just recognizing that the commttee has |aid out
gui dance for itself it doesn't bode very well if
we are not able to stick to our guidance.

And there's a lot nore. In other

conditions there's a |lot nore that you would
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i dentify when you prospectively screen.

This m ght seemvery sinple because ny
goodness, you find them you treat them they're
better. That seens very, very apparent.

But for other conplicated diseases ny
concern is that it would not be so sinple. And
that's why there's a great tension wth making
t hi s deci si on.

But again, | still support what the
Nomi nation and Prioritization Conmttee says.

MEMBER MATERN: However, if we don't
nove it to the evidence reviewit wll -- | nean,
we're not adding it to the RUSP today. |It's just
a question whether we're noving it to the
evi dence review.

And the evidence review wil|l have to
| ook at everything we discussed today. They wll
have to | ook at whether the test as it would be
i npl enented in a public health |aboratory.

One of the things that I'ma little
bit concerned about is what is happening in the

screening |l abs right now when it conmes to X-
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adr enol eukodystrophy. You can identify X-ALD by
usi ng | ysophosphati dyl choline with a separate
assay, or along with the |ysosonmal storage

di sorders, or as has been proposed you can al so
add long chain acylcarnitines to the

acyl carnitine panel and pick it up that way.

But | don't know how easy it wll be
to add GAA creatine and the | ong chain
acylcarnitines if you use MRMs because at sone
point there's only so nmuch you can do at a tine
even with a tandem mass spec.

So that is a thing that | don't know.
| don't know if anyone fromPerk & Elner is here
who can tell us what their plans are, those kind
of questi ons.

MEMBER CUTHBERT: So, | can't speak
for Perk & Elmer. This is Carla Cuthbert
speaki ng agai n.

| can't speak for Perk & El ner
particularly, but | do know that Perk & Elner is
com ng out with a nodified neobased kit soon.

They did a presentation earlier this
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year at the APHL newborn screening synposi um

And they did indicate that they are including
several new markers specifically to address X-
ALD, SINMD ADA and GAMT is specifically not on
t hat .

Now, perhaps they were not given a
heads up about this so they had been working on
what they knew had been added to the Recommended
Uni form Screeni ng Panel and that they recognized
-- they're also |looking to inprove the detection
of succinyl acetone whi ch has been a problem
hi storically.

So, when we did ask them about GAMI
they said that they were not planning on doing
this again. They're listening to this
presentation. Perhaps they will consider
differently.

How t hat additi onal marker perforns
with their current expansion which they are
working at to try to get to a sufficient |evel of
acceptability before they roll that out is

anybody' s guess.
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| don't know that, you know, we can
ask them whether or not they can put this in, but
that woul d be a hard request.

MEMBER LOREY: This is Fred. | spoke
to themlast week and it seened they' re not
wor king on it.

MEMBER BAILEY: So I'mgoing to
recomrend we take a chance and nove it forward to
evidence review. | feel |ike we have a very
strong evidence for benefit for these babies.

The | ow cost of screening and relative to a | ot
of the other conditions we've got a pretty strong
case al ready.

| actually don't think we'll Iearn
much nore fromthe evidence review, frankly, but
in the nmeantinme | think what we'll get is the
APHL review of state capabilities.

We can ask the advocates to cone
t oget her quickly and pull together sone consensus
gui delines for treatnent.

These pil ot studies are already

ongoing. W'Ill potentially have nore data. And
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we' Il know in nine nonths whether we can nake a
deci si on or not.

| nmean, | realize we're going to pay
Al ex the big bucks to do the review, but I
frankly think in -- okay, the small bucks -- |
frankly think in this case that we've got a
strong candi date here and that we should take a
chance and nove forward with the evidence review,
recognizing that it may fail at the end, but I'm
willing to take a chance on it nysel f.

MEMBER BOTKI N:  Second.

MEMBER SPONG  So, Don has actually
answered a couple of -- part of the question that
| had. And again, some of it is education for
nme.

If | understand correctly the pil ot
criteria that we went through before |unch was
the first time we kind of outlined what that was.
So that isn't even really final yet, although one
of those conments was that you needed to have a
positive in order to nove forward. But we

haven't totally hamrered those all out.
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So, say this was the | ast neeting.
What woul d be the harmin going ahead and novi ng
this forward, getting that informtion?

| appreciate that you're not going to
get a whole lot as Don just kind of reinforced to
me, at |least not fromthe evi dence-based revi ew.

But maybe while that process is going
on and getting everything el se that you woul d get
in that nine-nonth period you woul d get other
i nformation that woul d be hel pful rather than
wai ting for that one case and del aying the whol e
t hing by not noving forward.

So, education is what |'mafter here
t o understand and make an informed deci sion.

CHAIR BOCCHI NI :  Yes, the only
difficulty is if we get out nine nonths out and
we don't have the key data that's necessary a
decision will have to be nmade to reject the
packet .

MEMBER SPONG  So then could you not
reconsider it at a later date if sonething

positive did cone up?
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CHAIR BOCCHI NI :  Right, but that's the
sanme thing as doing it -- by follow ng our own
criteria for including it.

But | understand your point. Cathy?

MEMBER W CKLUND: | was just going to
say that | wonder if that would set us back even
farther. Like if you nove it forward through
evi dence review, you go through that process.
|"mjust trying to think about tinme-w se, but I
don't know if we'd save tine or not. O if you
woul d just al nost set back the whol e process even
further. | don't know.

MEMBER BOTKIN. Jeff Botkin. A couple
of thoughts.

And | think as the pilot group sort of
t hought about this identify one baby, | think
that really was intended for a couple of things
that may be worth unpacki ng here.

One was just to try to give sone bal
park for the sort of size of study we're talking
about. As we talked a little bit earlier, it

woul dn't be appropriate to say you have to have a
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prospective popul ati on-based study, but you're
done after the first thousand babies.

O on the other hand it wouldn't be
appropriate to say well, we kind of like 20 or 30
af fected babies followed over 5 years because
that would really give us sonme excellent data to
make a decision. You have to find sonething in
t he m ddl e.

So, | wouldn't necessarily personally
consider that to be a hard and fast condition and
be a deal -breaker in this situation when there's
ot her information.

But the question | would have is
whet her there's other information that m ght be
fostered by a recommendation to | ook for nore
data before formally going forward.

One's sort of the natural history.
And | do think the fact that you' ve got |ots of
negatives with a mllion babies wthout false
positives is very hel pful.

I f you had had 40 fal se positive

babies in the first 100,000 kids that woul d be
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very informative. So the fact that we' ve got
zero, that too is informative in a good way.

| don't have a good feel for
popul ati on preval ence at this point. You know,
at 110 babies in the literature there's got to be
| ot s of babies out there that never nmade it to
the literature. |Is there a way to coll ect
i nformation fromclinicians who are likely at the
bottom of the referral pattern for these kids to
get a better estimte on what the popul ation
frequency is for this condition.

And then it sounds like with Nicole's
ot her publication there's additional information
that mght be reviewed in terns of the test
performance as well as potentially sone short-
termfairly quick studies that could be done
retrospectively with bl ood spots.

So | guess ny question is would an ask
for nore data decision by the conmittee at this
poi nt pronpt that additional data to cone
together in a way that a going to evidence review

deci si on woul dn' t.
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MEMBER MCDONOQUGH: This is McDonough.
Second Don's notion.

MEMBER MATERN: Just one conmment.

MEMBER BAILEY: | didn't really nake
a formal notion, but I will eventually. Wen
it's time I'll be glad to.

MEMBER MCDONOQUGH: | thought | --
okay. That's ny fault. Wen he does I'll second

it.

MEMBER MATERN: While you find the
m crophone if | mght just point out that in the
paper here there is also a nention of this kind
of registry that they wanted to inplenent.

Now, this was published in 2014 and if
you click on this it will not get you anywhere.

| sent an email to Dr. Stuckler and
asked her whether this is close to being |live and
| didn't get a response yet.

MS. GREENE: Carol Greene, SIMD. Two
things. The quicker one first.

To contribute I hope to the

commttee's di scussion about whether or not to
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accept the recommendati on of the review
comm ttee.

And that is the recommendati on had two
parts to it. One was based on the judgnment that
treatment was not yet. And | really do feel
strongly that there needs to be sone further
gui dance about what's neant by that because |
really do think, and | think all the clinicians
woul d say treatnent is a yes on that one.

So that the reconmmendati on woul dn't be
based on sonmething to do with the pilot and
havi ng gui dance for treatnent, but | would take
off that for the treatnent.

| think there is enough to go forward
with treatnent. That's just speaking as SI M
trying to offer that for the discussion of the
comm ttee.

The second thing is that perhaps what
| "' m hearing people trying to do with the studies
shoul d have at |east one positive, but yes, of
course if your positive is in the first thousand

you can't stop there.
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That maybe if the | anguage of that was
perhaps rewitten to say sonething |i ke that the
sanpl e size should be sufficient, should be tw ce
t he expected preval ence or sonething so that
you' d have a good chance of picking up at | east

one, and you'd know sonet hi ng about the false

positives.

And | think what are the chances in
the first mllion you don't pick out one of the
four in that mllion that would be affected? |

don't know the nunber, but it's a reasonabl e
nunber .

So maybe if instead of sticking with
the first positive you say that the pilot study

si ze shoul d be roughly twi ce your expected

preval ence. And then you will have data, and you
conbine it with the historic and you'll have that
dat a.

And the reason that | put that forward
in this context is because | really want to
support those who have said if you don't stick

wi th your own guidelines you' re going to | ose the

Neal R. Gross and Co., Inc.

243

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

244

credibility and the sense that you are -- |
forget which group cane and said that we're going
to depend on you to do our evidence review.

If we don't stick to our own
gui delines you lose that. And that's why states
don't accept it. They want to do their own
evi dence revi ew because we don't follow our own
rul es.

M5. TARINI: Beth Tarini, AAP. Quick
guesti on.

The previous exanpl es where there were
no children identified from prospective
screeni ng, was that vote for evidence review?

Di eter brought this up | thought, but wanted
clarification.

Were those votes for evidence review,
or were those votes for nom nation to the RUSP?

The reason | ask is because if it's
the latter then this is not necessarily a
devi ation from procedure that we're voting to add
to the RUSP when those votes said cone back after

you find a case.

Neal R. Gross and Co., Inc.

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

245

MEMBER MATERN: | think it's all about
determ ni ng whether we send it forward to the
evi dence review.

M5. TARINI: M point is the
conversation here is about concern about
deviation fromprotocol. And I'mtrying to
determne if this actually matches the protocol
we think we're deviating from

In the past when there was no case and
we said no, cone back when there's a case, were
we saying no to evidence review, or were we
saying no to addition to the RUSP?

MS5. SARKAR: So, this is Debi. For X-
ALD it was no to nove it for evidence review

MS. BONHOWE: Nat asha Bonhonme,
Genetic Alliance.

My comments kind of go to sone of the
t hi ngs that have already been said. Mre so not
whet her this should be in, or whether this should
nove forward or not, but really the issue of
comruni cating this out.

| think the fact that we've had about,
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what, a 30-m nute or so conversation about is
this consistent or is it not is sonething that
shoul d be not ed.

And that whatever the comunication is
t hat goes back to the nom nators and back out to
the public around this clearly lays out why this
does or does not go, and clearly the next steps.

Because this is an issue that has cone
up with other conditions that have gone through
the process. And to have the parents and the
public becone really frustrated with this process
because it seens very convoluted and not clear
when you have people who say this seens |like a
sl am dunk, or this seens like a go, but it isn't.

| think we just need to be really
careful about the communication that goes al ong
with this because | think there could be an
opportunity for clarity, but also clearly an
opportunity for nore confusion out to the public
in terms of what is this process in terns of
addi ng conditions to the RUSP.

And then al so our having conversations
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of why are advocates going straight to states to
get these things. Shouldn't they go through the
RUSP.

But clearly that's -- even for a
condition that sonme would say is very obvious
it's not clear.

And so | just really want whatever the
comruni cation is that goes back out to the world
around this that there's just real attention to
clarity in terns of why you choose what you
choose to do, and the right next steps for
famlies to follow up, or for the nomnators to
foll ow up.

MEMBER LU. | guess this will cone
down -- this decision to nove it forward wll
come down to whether or not there is a case of
true positive.

And |'mgetting increasingly concerned
whet her that is m spl aced.

| guess the argunent | hear, one is
that it helps -- having a true positive hel ps

establ i sh preval ence and predictive value. And
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if you think about it, howvalid is it to have
one case as a nunerator to help you establish
t hat popul ati on preval ence, or predictive val ue.

And then the second is to establish
that in terns of treatnent efficacy and what
Carol's saying. Again, |I'mnot sure how nuch
i nformation treatnent efficacy fromone case wll
tell you versus all the other information that we
al ready have.

So again | think, I knowthat's the
gui del i nes that we have around pilot studies, but
" m wondering whether we're placing too nuch
confidence in waiting for that one case of true
positive.

CHAIR BOCCHI NI :  So, | guess the
i mportant thing is would everybody be confortable
to approve sonmething to be placed on the RUSP
wi t hout havi ng any baby identified by newborn
screeni ng?

| mean, to ne that's the crux of the
argunent. And | think that was part of the

argunent for SCID as to why it wasn't recomended
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for the RUSP until that positive occurred.

| think that's the one question we
need to feel confortable with if you' re going
forward and then don't have that.

MEMBER MCDONOQUGH: This is McDonough.
Yes, | would be. And if we have to eventually
get to the point with such conditions that are so
rare to say, okay, we think the evidence |ooks
good. W're going to try this. W're going to
give it three years. And if we haven't picked up
any cases then we'll stop doing it.

| would rather that this conmttee
work on identifying cases to help these kids and
famlies out, and err maybe on the side of, well,
maybe we shoul dn't have done this. As |long as
it's not causing harm

Again, if California was doing the
pil ot study, was doing their state we would
probably have evidence pretty quickly where there
are a |large nunber of births. But if it's just
going to be Uah it's going to take a long tine.

So, | would answer yes to that.
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Looki ng at the preponderance of infornmation that
we have with these rare conditions that we need
to take that | eap forward, that we have faith in
our public health [abs that they can do the
testing appropriately.

And if we did it wong and we didn't
pi ck up cases that we can back off fromthat.

But that's better than letting these kids not be
di agnosed and bei ng damaged because that's the
thing we don't -- the longer we wait, we don't
have these fam lies com ng back.

And you're taking a |l ook at the kids
and saying okay, we didn't do this and this is
what happened. W don't see that.

MEMBER BAI LEY: So, just to follow up
on that a little bit.

And this shows how conplicated these
decisions are for us really, and especially again
for rare conditions.

I f you think about some of the other
conditions we've reviewed. So if this disorder

had a very expensive l|laboratory test, if it made
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alot of errors in the test, if the treatnent had
to be a stemcell transplant or sone other
particularly dangerous treatnment, or if it
identified children with many different severity
types that we didn't know whether to treat a
child or not treat a child, having to nake al

t hose conplicated decisions, then | would say
yes, we need nore -- | would feel |ess confident
about screening for a condition, adding a

condition that we never had.

But we're not tal king about that here.

So | would feel, and I"mnot voting to put it on
the RUSP yet, because | think we still need to go
through this process and get a little bit nore
dat a.

But | still feel what | said earlier
that I"'mw lling to take that chance and nove
forward for the evidence review.

CHAIR BOCCHINI:  Well, | think if
we' ve conpl eted the discussion then we are open
to take a -- if someone wants to nmake a notion.

MEMBER BAI LEY: Well, does the
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recommendati on of the nom nating commttee not
constitute a notion?

CHAIR BOCCHINI: It does not. It
opens the opportunity for discussion. The
nom nati on needs to cone fromthe commttee. |'m
sorry, the notion needs to cone fromthe
comm ttee.

MEMBER BOTKIN: Yes, Jeff Botkin. |
just recognized how very difficult this is for
everybody. |'mgoing to nove to support the
recomrendati on of the Nomi nation Conmittee.

MEMBER KELM  Second.

CHAIR BOCCHI NI :  Mwved and seconded
t hat the recomrendati ons of the Nonmination and
Prioritization Conmttee be accepted.

We'll now do a -- no, no, there is
time for discussion before vote.

MEMBER W CKLUND: |Is this inplying
also that there has to be an identified case? |
mean, what |'msaying is that in order to nove it
forward is this recommendi ng that there has to be

an identified case before they can bring it back
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253

to us?

CHAIR BOCCHINI: It does. But in
addition, | think based on the discussion we
certainly can add that additional information can
be brought forward. |f there is a repository
t hat has bl ood spots that can be | ooked at
retrospectively and other things that were
menti oned, that that can conme forward as wel|.
Dieter?

MEMBER MATERN: Well, | think we know
al ready now that there is a repository, so what
are they supposed to tell us? As you' ve just
heard already at the neeting there is a
repository.

CHAIR BOCCHINI:  So, the
recommendat i on does certainly continue to include
the finding of a case.

MEMBER BAI LEY: Call the question.

CHAIR BOCCHINI: So, the nmotionis to
accept the recommendati on of the Nom nation and
Prioritization Conmttee that we do not initiate

external evidence review but that we reconmmend
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that the proponents work with other experts to
formalize treatnent guidelines. And that
certainly doesn't nean that treatnent guidelines
-- 1 mean, it would certainly just inprove the
consensus, but it doesn't nean that treatnent is
not appropriate. But we can discuss that.

And encourage continuation of newborn
screeni ng prospective studies in Uah and
Australia, and then report as soon as possible
when a patient has been identified prospectively.
And that the plan would be to nove, if that's
accepted, then nove that forward to evi dence
revi ew upon achi evenent of that m | estone.

VMEMBER MATERN. One nore. So, if you
were against it does it nean automatically if
there was a majority to vote against this notion
that it would notion towards the evidence revi ew?

CHAIR BOCCHI NI :  No, it would nean
there woul d need to be a second notion for that.
So, Don Bail ey.

MEMBER BAI LEY:  No.

CHAIR BOCCHINI:  So, I"'mgoing to vote
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Bot ki n?

MEMBER BOTKI N:  Yes.

CHAIR BOCCHI NI :  Carla Cuthbert.
MEMBER CUTHBERT: Yes.

CHAI R BOCCHI NI :  Cat heri ne Spong.
MEMBER SPONG  No.

CHAIR BOCCHINI:  Kellie Kelm
MEMBER KELM  Yes.

CHAIR BOCCHI NI :  Fred Lorey.
MEMBER LOREY: Yes.

CHAIR BOCCHI NI : Dieter Matern.
MEMBER MATERN:  No.

CHAI R BOCCHI NI :  Steve MDonough.
MEMBER MCDONOUGH:  No.

CHAIR BOCCHI NI : Kamila Mstry.
MEMBER M STRY:  Yes.

CHAIR BOCCHI NI : M chael Lu.
MEMBER LU: No.

CHAI R BOCCHI NI : Al exi s Thonpson.
MEMBER THOWPSON:  Yes.

CHAIR BOCCHI NI :  And Cat hy W ckl und.

MEMBER W CKLUND: |'m going to say nho.
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CHAIR BOCCHI NI :  Ckay. Well, thank
you all very nmuch. | know that was a very
i nportant but very difficult and conplicated
deci sion to nake.

| have seven yes and five no so the
outcone is that -- six, I"'msorry. Al right,
just to be sure, seven yes. (Kkay.

So, | think the inportant thing is
that we all feel this is a strong nom nati on and
that we would |ike to have the data necessary to
nove forward as soon as possible. So thank you
all very much for that.

And we want to thank the famlies for
bei ng here to make the case of how inportant this
is for us.

So with that that will conclude this
session. W do have the workgroups neeting. And
Debi, do you want to go through where the
| ocation is of each of the nmeetings for the
wor kgr oup?

M5. SARKAR: Just before, do you want

to just clarify what the final vote is?

Neal R. Gross and Co., Inc.

256

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

257

CHAIR BOCCHI NI :  Ckay, so the final
vote was in favor of the reconmendation of the
Nom nation and Prioritization Commttee to -- not
to initiate external evidence review at this
time.

M5. SARKAR: And we will follow up
with the nom nators with next steps.

CHAI R BOCCHI NI : Ri ght.

MS5. SARKAR: So, we will have our
t hree standi ng workgroups neeting this afternoon
until 5 p.m

The Education and Trai ni ng Wrkgroup
will be neeting here in this building. The
Fol | ow- up and Trai ni ng Wrkgroup and t he
Laboratory Standards and Procedures Workgroup, if
we could all neet upstairs by the café within the
next 10 m nutes we need to wal k across the street
to 5600 Fishers Lane.

You'll need your driver's |license, a
picture ID. You'll have to sign in, go through
security. We will have HRSA staff there to

escort you to the neeting roons.

Neal R. Gross and Co., Inc.

(202) 234-4433 Washington DC www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

258

So, Laboratory Workgroup and Fol | ow up
and Trai ning Workgroup nenbers, please neet us
upstairs in 10 mnutes. Thank you.

(Wher eupon, the above-entitled matter

went off the record at 3:09 p.m)
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