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DR. WAGNER: S o , |l et 6s get started.

We are shifting now from, um, uh, pexentdiscussions to post event. MCM use, medical
countermeasures use and research anéepuse nt scenarios, and we will ag

to make your presentations, and then open it for questions.

First will be CAPT Carmen Maher, Dety Director of the Office of Counterterrorism and
Emerging Threats within the US Food and Drug Administration. In this role CAPT Maher assists i
formulating counterterrorism policy and provides leadership and direction to the office of countertearatism
emerging threats, as well as, the FDA medical countermeasures initiative. CAPT Maher also advises :
collaborates with senior staff in developing, updating and implementing medical consequence management
mitigation programs, policies and plang fesponse in healthcaieexcuse md public health emergencies.
Welcome CAPT Mabher.

CAPT MAHER: Thank you very much and thank you for inviting me here to speak with you

today. Um, | was asked to, uh, comment or, to be specific about the regidatisgape for providing medical

countermeasures to children in an emergency. An

The first thing | did want to share and ¢t}
almostallof our presentations, when we talk about me
FDA, um, bal ance that we strike when wedre evalu

to either authorizing use of an emergency madoountermeasure for the population or, um, the reviewers,
when theyoére | ooking at, um, uh, individual EI ND
health or the medical need, whichever may be the case against the regulatorynedsjrand the scientific

evidence or the scientific data that we have regarding the product and regarding the intended use.

Um, webre also |l ooking at the <circumstan:t

situation, the risk benefit assessment midtange.

Our regulatory mechanisms for utilizing medical countermeasures in an emergency, um, incluc
the investigation on the drug application, the IND, the IDE for devices investigational device exemption. An

uh, we also have as has been spokead#y, the emergency risk authorization.

With regard to the | ND, itds the same mec

investigational product in humans for clinical trials. But, as you can see, we can also use it if, um, neec



during an erargency. In some circumstances, the IND might be the most appropriate mechanism that we he
for the investigational product.

We can use it for individual patient access, which is the EIND. We can use it in an expande
access trial, um, for intermedkasized patient populations, and we can also use it in a treatment IND or, uh, .
treatment protocol under IND.

Um, we also have for larger scale events and for authorizing, um, wide scale use of either
investigational product or an unapproved akan already approved product, the emergency use authorization.
Um, a couple of nuances with it. It requires a determination and a declaration under Section 564 of the Fed

Food Drug and Cosmetic Act.

In order for the EUA to be utilized, it must etefour conditions for authorization. There has to
be aseriousorlift hr eat ening condition thatoés caused by a
that the product may be effective. The known and potential benefits of using the produgtjlothe known

and potenti al ri sks of the product. And, thereb

Uh, one of the benefits of emergency use a
large scale response is tlitaloes not require informed consent or IRB review, even though you would be using

a product that is technically investigational or unapproved for the intended use.

Um, it does require sufficient scientific evidence to support the intended use obthets and
for some products, uh, there may not be, um, sufficient scientific evidence to support that use under an ELl

and thatoés where we ar e, um, with the AVA vaccin

Um, there are many medical countermeasure challenges in pedigiaguns. A lot of them
have been discussed at length today. Um, with regard to the EUA, in order for us to authorize use of a proc
under EUA, in addition to the scientific evidence that we mentioned or that | mentioned, the potential benef
mustwe i gh the potenti al risk, and youdbve had a | ot
benefit assessment, um, before an emergency because of the uncertainty of the risk, and even during
emergency because of the uncertainty of igle r

Um, the IND mechanism requires informed consent and IRB approval. During large scal
emergencies obtaining this might be difficult.

with the CDC and with state and local partnersridasstand what the limitations of, uh, on the ground are with



regard to response, so that we can consider that
in children.

Um, there is a need for clinical studies and, um, | did want it pat, | stole this little bullet
from a colleague of mine, Rich Gorman, from his slides at the FDA sponsored Pediatric Medic:
Countermeasure Workshop. Um, a lot of the information that we have about the use of products and childre
lot of the use isoff-label but, a lot of the information that allows us to use the product is extrapolated
information from adul ts. Either wedve extrapol a

off-label based on information that a prescribphgsician may have in front of them.

Um, when you talk about CBR and medical countermeasures and the difficulty with developin
t hose, youdre talking about medi cal counter measu
humans. Saftey , you may have a very | imited safety dat
adults but from animals, and then, adults to children. So, it becomes even more difficult.

Um, there is extrapolation from adolescents to toddlers aramhtsifbut still that is an
extrapolation of the data. Thereds modeling wuti
inform.

Um, therebs a need for bridging studies, s

you aredealing with, um, clinical trials or studying medical countermeasures in pediatrics.

| wanted to keep this very, very brief. Regulatory presentations tend to be long, boring and dr

(Laughter) So, I 61 1 be happegqueston andanswerrsesgion.y quest

DR. WAGNER: Thank you very much. And, next, we will hear from Dr. Sonja Rasmussen whc
is Deputy Director for the Centers for Disease
authored 12 book chapteemd over 160 peer review papers related to this. Dr. Rasmussen has receive
numerous honors including the Arthur Flemimghe Arthur S. Fleming Award in honor of outstanding men
and women in federal government. She participated in planning for a jpamdemic, and subsequently in the
response to the 2009, H1IN1 influenza focusing

Welcome, Dr. Rasmussen.

DR.RASMUSSEN: Thank you. Uh, 1 tds my pleasure

clinical research that occurred during the 2009, H1N1, uh, response. And, just to remind you of some of



timeline associated with that outbreak, in April of 2009, uh, two patients from California were identified witl
the Novel Influenza A (H1N1) virusUm, on April 26, 2009, the US declared a public health emergency. Uh,
April 27" 29" and June 14, the World Health Organization raised from global pandemic Level 3, where we
had been because of H5N1 in Asia, the Avian flu to Phase 4, 5 and 6,isadfull blown pandemic on June
11™. And then, August 1) WHO declared end to the 2009 H1N1 influenza pandemic.

What was the impact in the United States? Uh, these are estimates. Um, 61 million case
274,000 hospitalizations and 12,470 deathsit he Uni ted St ates. And, [
death, the distribution of deaths was different from what we really saw typically with seasonal flu, which is &
emphasis on primarily older people.

Um, there was a, um, big emplagou can see in thealmost 10,000 deaths in the 18 to 64

yearolds.

So, Il &dm going to use two examples here. C

critically ill patients and the other is use of antiviral medications in pregnanewo

The first issue with intravenous medicatiori$iere was no FDA approved IV influenza antiviral
medi cation for treatment of severely il/ hospit a
the case now. Um, there was a question of whether oral oseltamivir can be adequateddabgwitically ill
patients. And, the other medication to which the HIN1 virus was sensitive, zanamivir, inhaled zanamivir
contraindicated in patients with, uh, uh, airway disease, uh, like asthma. So, that takes a lot of the popula
out, and paents that are mechanically ventilated for example in an ICU.

Uh, so the potential emergency use was, uh, investigated. Which possible IV, uh, neuraminida
inhi bitors could be used and HHS deci dedIlrebdy heard q u
about EUAG6s on October 23, 2009 and that was t

investigational, unapproved drug was authorized for use under an EUA.

CDC was responsible for distributing the medication peramivir and,tlmy, developed an
online system, the Peramivir Electronic Request System for clinicians to request peramivir for individu:
patients. And, really the goal here was to get that medication, that medication that might be lifesaving
patients that were, we critically ill. So, the point was to ensure equitable, rapid access and to get patients wr
needed the medication, the medication. So, there wasasdd information for healthcare providers. Um,

CDC connected three pestlease followup surveys.



Um, we received 1,371 requests for peramivir through the EUA program and over 2,000 adu

treat ment course equivalents were delivered. Il t 6

were for terday courses rather than fiday courses.

The were delivered to 563 hospital pharmacies in the US and Puerto Rico, um, within 24 hou
of the request. And, the median delivery time was 12 hours. So, the goal really was getting that medicatior

critically ill patients quickly.

Um, there vere, uh, in as part of the surveys that were done afterwards, 1,274 distinct peramiv

recipients were identified.

This slide shows the, um, frequency of peramivir administration during the EUA and compare
that to the percent positive influenza tesported to CDC, and you can see that these two things mirror each
other. Um, you can see the EUA was, uh, issued on October 23, 2009, and you can see there was a |
increase in requests for peramivir of distribution of peramivir, and then, dropdirag dhe pandemic, uh,

slowed down.

And here, | think this is helpful because you can see these are sick patients. Um, there were 9.
of them at the time of the request were in an ICU. Uh, 92% were intubated. Um, 23% were on dialysis. 5(

were on pessors. And then, you can see the data at the end.

The difficult thing is that because of the, the way this was done during an event, during a
emergency, we dondt know i f, uh, the fact téwnet i
people on pressors to support their blood pressure, um, after they got peramivir was related to the peramivi

not.

The same thing you see 23% on dialysis at the beginning, 29% afterward. Did that hav
anything to do wi tshdiffitubt® knpwe rAadmnhavwas Based dd la 127 respdnses to a
clinician survey. So that was a very small proportion of the number of, uh, of clinicians that actually receive

peramivir.

Um, these are data from the Adverse Events, uh, ReportingngstEDA, and this is the way
the data was planned to be, um, received as part of the EUA. And, here you can see adverse events by

preferred term. This is metric term. Um, and t



oft hese but, just to see that most of them are r
with influenza. Death, H1N1 influenza, ARDS, acute renal failure, cardiac arrest, etcetera. Um, and, the FI
experts that analyzed these dath, um, the only adverse event that they were able to clearly associate witf

peramivir use was rash.

So, the conclusions about research in peramivir. Many recipients were critically ill and at risl
for influenza related complications. Rash was thly treatment emergent adverse event that was attributable
to peramivir. ltés difficult to distinguish bety

and what was due to adverse events.

And, the data collected were insufficientassess whether peramivir affected outcome. Did it

make people better or not? Or, whether it caused adverse reactions other than rash.

Um, then, | also wanted to talk to you about the use of antiviral medications in pregnant womel
And, we knew before the pandemic based on previous pandemics and from seasonal influenza experience

pregnant women are at an increased risk for compitatelated to influenza.

However, there were limited data available on the use of antiviral medications for treatment c
influenza during pregnancy. And, | just want to note that this is really true for almost all medications that a
usedduringprgnant women. That we dondt have enough d

saf e. So, antiviral medi cations werenodét really

Um, we did have a meeting about a year. I
the top. We had a meeting at CDC and brought in a number of experts and partners to, um, work on prepa
for a pandemic to review the data that were already available and plan for a future pandemic. What sort

recommendations would be made.

Um, that paper, ironically, | got the galley proofs for that paper the same week that the MMWR

came out about the, um, the two children in California.

But, it meant that we did have information. We had well thought through information for
recommendationsUn f ort unat el y, iitsomaefdhe teseardh that had beerhcallddrfa in that
paper, obviously had not had time to be done.



So, our treatment recommendations were to treat with oseltamivir for pregnant women an
women up to two weekpostpartum regardless of pregnancy trimester and not to delay treatment based
negative rapid influenza diagnostic tests or inability to test or while awaiting test results. Physicians were, u

recommended to use their clinical judgment of whethep#tient had, um, flu.

Um, we have some data about what happened among pregnant women. These are data that v
um, a collected at states, and then, sent into CDC. So, this is really the work of states, um, that worked Vv

closely with CDC on influeza surveillance during the pandemic.

Five percent of deaths in the United States from the 2009, HLN1 were among pregnant wome
And, pregnant women account for about 1% of the general population. So, it shows a higher proportion

pregnant women aftged.

We also found that early treatmdnearly treatment with oseltamivir, um, was associated with

fewer ICU admissions and fewer deaths.

And this, just quickly to show you the, um,thé dondét have a pointe
layer there, gu can see women who received oseltamivir, and antiviral medication, uh, five days or more afte
uh, symptom onset, compared to those who received it in the first two days were six times more likely to
admitted to an intensive care unit and 53 timesentigely to die. You can see a very broad confidence interval

there though because fortunately, there were not very many deaths.

And these are observational data. So, these are not the same as data that you could collect

clinical trial.

So, onclusions about influenza antiviral medication. We have observational data that sugges
that pregnant women who received antiviral treatment were less likely to die and less likely to be admitted to
ICU. But, knowledge about the pharmacokineticsictwhwe know pharmacokinetics are different in pregnant

women and about safety of medications during pregnancy remains severely limited.

So, our overall conclusions. Collecting data on safety and performance of medica
countermeasures during a publicalle emergency is challenging and | was actively involved in the part of
pregnant women and we werave were working as hard as we possibly could and it was hard to collect the
data that we had.



Investigators are often actively working on responseviies. Making sure that people get the
treatment that they need.

The goals of providing rapid, equitable access to medical countermeasures may conflict with tt

goal of performing research.

Research studies in the midst of a response mighpdreeived by the public as using

countermeasures that are not safe, and then, possibly decreasing adherence to public health recommendatic

And then, just a question. Can adequate informed consent for research studies be obtained in

event of a phlic health emergency response?

Just a few more comments. Um, preparednes
event, | think you really need establishment-gvent of mechanisms such as clinical networks, and
mechanisms of ways to pdgr things in the government to conduct réale or near realime safety and

clinical evaluations of those investigational medical countermeasures.

A systematic mechanism for rapid review and analysis of those data collected is needed so i
they can uh, continue to inform guide usages. The event goes on and studies would need rapid institutio

review board review, um, that could be facilitated by a central IRB.

And, | just wanted to acknowledge, uh, Denise Jamieson and Yon Yu and Yon Yaithey,uh,
one of the people that was very involved with the EUA program for peramivir and she lent me her slides.

DR. WAGNER: Well, thank you. Thank you, Dr. Rasmussen. And, the final speaker in this
particular panel is Dr. Suzet McKinney. Uh, McKinney is Deputy Commissioner for the Bureau of Public
Heal th Preparedness and Emergency Response and
Department of Public Health. She oversees preparedness efforts there for the department. bcityisap
McKinney is the principle investigator for preparedness programs funded by both the CDC and the Office of t
Assistant Secretary of Preparedness and Response. She has been the primary force in the development of |
health regional plans iHlinois to respond to bioterrorism events and other public health emergencies, and he
contributed to numerous programs on public engagement and distribution and dispensing of medi

countermeasures. Welcome.



DR. MCKINNEY: Thank you very much. It indeed an honor to be here to speak with you this
morning. | was asked to talk about the challenges associated with local level implementation of the curre
regulatory framework that the commission is considering, uh, to deliveor delivering medical

countermeasures in children in emergencies.

So, |l 6d | i ke to start today and frame my
Chicago from two redife events. Once | describe each of these, uh, scenarios, | will go into, uh, som
challenges that we faced in each of those response efforts. And then, also some potential improvement:

suggestions.

Il n 2008, t he Chicago Department of Public
Emergency Response, along with our Immunizadod Communicable Disease Programs initiated a mass
vaccination campaign that was designed to increase vaccination rates against meningococcal disease in chi

ages 11 to 18 in two Chicago community areas.

This campaign was initiated out of an abumzkaof caution but due that was after the recognition
of increased incidence of meningococcal disease within these two community areas, as well as two de:

associated with this increased incidents.

The campaign required a multidisciplinary responshickv included state and local public
health, law enforcement, public school officials, as well as, private and parochial school officials and oth

stakeholders that were instrumental in assisting the department with its vaccination effort.

The campaigriasted for approximately 18 days and included botkcimool and community
level vaccination sites, covering over 65 schools. In the end there were nearly 7,000 vaccinations that w
provided mostly to children during this campaign. However, the nuwdssinated represented only about half
of the intended population that we wanted to reach.

In this effort, we were providing an FDA approved medication that is also recommended for thi:
age group by the advisory committee on immunization practices. However, this operation was still hindered
a perceived lack of urgency or need, poor percemiiathe intent by parents, some school officials, as well as
the intended population. This made the ability to obtain parental consent particularly difficult despite a fu
media campaign and joint coordinated messages that were being disseminatecagp €hblic Schools and
the Chicago Department of Public Health.



It is very important to note that the two community areas in which we were operating represet
multiple levels of vulnerable or-aisk population groups, primarily pediatric patients, lmvcioeconomic status
communities, as well as, primarily African American and Hispanic communities, which in our experience at
subpopulation groups with high levels of false perception of governmental intent and, um, consequent

mistrust.

During the2 0 0 9 , H1IN1 response, our health depa
offices, community health centers and federally qualified health centers, um. Those antivirals were providec
physiciansd offices under anatidBdfér.the masteariciretheir medical e

homes, which we believe perhaps minimized some of the anxiety around the medication.

But, in the fall of 2009, once the vaccine was available, our health department provide
vaccination to city residents undemultiple mechanisms servicing any resident voluntarily presenting for

vaccination for either themselves or their children.

This response effort was also a multidisciplinary response but one that also garnered loc:
national and international attentiorHowever, despite widespread media coverage of tbethe event and
what should have been an obvious and real threat, Chicago experienced poor acceptance of the vaccir

specific atrisk population subgroups.

Once again, we saw many of these geoap being primarily African American or Hispanic and
low socioeconomic status communities. Um, and there was particular concern from parents around the in
for the need of vaccination in children. It was our experience that stigma associated wiilskiegee
experiments and the misperception that vaccines create autism and other adverse health events in chilc
further hindered our ability to relieve parental concern about the safety of the vaccine, as well as, what ¢

attentions were in terms eécuring full participation in the vaccination effort.

So, in each of these response efforts, there were logistical and operational challenges mos
related to the large numbers of persons requiring vaccination and consequently, the number ofomaccina
locations. However, these are challenges that we plan and prepare for on a daily basis. So, we did not
them as daunting as one might think.

In both situations, public acceptance of vaccination was poor due to numerous factors but, mc
frequerntly, religious beliefs, poor perception of both threat and governmental intent, as well as an overe

mistrust of what our efforts, our governmental efforts were at the time.



As with any situation, we found that communication was particularly diffaust to the myriad
of ways that members of the public tend to access information and receive information. No matter hc
widespread our communication efforts were, we found that there were, um, pockets in areas that were mis
among particular subgroups thfe population, and also subgroups who simply did not heed the messages th

we were attempting to deliver.

In Chicago, we also experienced difficulties associated with the legal interpretation of the
Emergency Use Authorization. Differing interprgfin | 6 m sorr vy, di ffering 1int
attorneys in the absence of clearly defined guidance for EU implementation and physician accountabili
required additional examination and hence caused some delay in the delivery of counternegsoxeser

offices.

In the event that the US government makes a determination of the need for AVA and pediatr
popul ati ons, it is our belief that the challenge

complicated by questiorssirrounding the different regulatory policies for adults and children.

I n the <case of the EUAG6s <cl ear speci fic
minimize the varying interpretations that we saw here during the HLN1 response effort.

There wil/ be no simple explanation for wh
adults and yet another for children. However, clear specific and coordinated messages across all level:
government and the healthcare sector, um, may alleviateddme anxiety.

The availability of medical countermeasur e

as was done with the HIN1 vaccine may also alleviate some concern for parents with regards to their childre

Building upon the H1N1 experience, we believe that local and state public health working ir

conjunction with the CDC will be wekquipped to accommodate this type of scenario.

The risks associated with pediatric administration of the vaccine will hede specifically
addressed for parents. This should include multiple venues for discussion and a clear comparison of

advantages and disadvantages of the vaccine in pediatric populations.



Without a real credible threat or perception thereofpdlie most aggressive and comprehensive
efforts will be met with anxiety, fear, protest and apprehension.

DR. WAGNER: Thank you. Thank you all three. Actually, | think Nelson got his hand up first,

and then, weoll go to you, John.

DR. MICHAEL: Thanks to all three of you for, for, uh, a great presentations. My question is to,
um, to at | east, Dr ., uh, Rasmussen or per haps,
information that you showed about what your view would be, of thsilfdity of actually doing, um, in a
bioethically robust way, a pre versus a paatnt study that would be looking at things that would be relatively
arcane like dosing and immunogenicity studies of AVA? Not the kind of studies that would be, uralgpigrtic
what the public might be more, um, um, expecting that we would ask in terms of efficacy but in terms of, ur

more arcane guestions.

DR. RASMUSSEN: I dondét know that 1isohavyeo uc¢
uh, youoysnsad kow thig somnof study would go-puent?

DR. MICHAEL: |l 6m asking how you coul d I magin
bioethical, um, uh, framework for a study done-pvent versus posivent that would be say, a relatively, uh,
small stug of several hundred individuals, children, where you would be asking questions, not of efficacy ¢
even, of significant safety questions in a study that size, but would be asking questions of dosing &
i mmunogenicity, which iboutealnl yt ewmast owe GArVeA . t a | Kc
because of some of the questions that you raise:t

three of you about the feasibility of executing some of the science in the context okagrbstudy.

What would be the balance, obviously, between now, a much greater, uh, idea of risk becau
now, you actually have an event versus the, um, the informed consent process that might be a little bit pres

um, because of the situation of an acexnent.

Do you think that the bioethical framework of asking that kind of question is going to be as
robust in a posévent scenarioasinapeevent scenari o? And, I think t
a question that necessarily is gotagget the efficacy. Much like the neuraminidase inhibitor study that you
showed. You coul dndét get to an outcome. Okay?
more arcane, and in my view, might be more difficult, uh, to explain tenpal research volunteers, um, and

their families.



DR. RASMUSSEN: Yeah, I | am not a bioethical expe.l
pediatrician. I, um, | think that parents, at least in my experience can understand, if you, if you take enou
time and you, um, speak in words that they understand, | think parehtsny, um, before | went to medical
school, | was a genetic counselor. | think families can understand just about anything you have to explain
them, and | think they can make an imh@d decision, if the, um, if the informed consent procedure is done in

an appropriate way.

Ah, you know, we, oftentimes in genetics explain very complicated things, and families, | think
are able to follow it and make decisions that work for them.ISo,t hi nk from t hat st a
Um, | think the, the side of things that | worry about in a {ge&nt structure is how hard it was for us to do
something in, in a posvent, um- Now, again, | think, you think, well, all of these peopke getting, um,
this vaccine. We can study all o-everntéteem libvetd r teh gto
to have to narrow it down to a fairly small number of people that can be consented to be part of a, uh, some
of study.

So, Il think, um, youodore stil!]l probably not
withaposte vent study with smaller numbers. |l donot |
DR. MI CHAEL: Thatds a tough one.

DR. RASMUSSEN:Yeah.

DR. WAGNER: John, how about something easier? (Laughter)

DR. ARRAS: Uh, you can always turn to me. (Laughter) Uh, so, uh, this is just a point of
information from doctor or CAPT Maher. Uh, what does it take to get bumped from IND st&uststatus?
Uh, so, | heard you say, | think, that, you know, to get EUA status, you have to go through some hoops
youbve got to present some real scientific infor
Webre nottgeeftfhngaspfe Wedr e |-eventstudyeitnrhunogenicity, ddsingb e
So, just as a point of clarification is that sufficient to give you EUA status?

CAPT MAHER: The specific amount of scientific evidence or data that you wedd for an
EUA is going to depend, and | know that this 1is

the intended use of the product, the popul ation



to support that useAnd, um, as products are being developed down the pipeline, especially the investigation
products, thereds a constant | ook at what the sc
the early clinical data and, um, an evaluatio o f at what poi nt do we feel
looking at, um, allows us to reasonably believe that the product would be effective for the intended use and

circumstances and thatoés the data that gets you

DR. WAGNER: Alex2 é m sorry, Christine was next. I

DR. GRADY: Thank you all. Um, | wanted to pursue one just, | guess also pretty technica

guestion that I have. Um, | 6ve heard i éncedbawedn b

using an EUA afterwards and using it, a research IND, would mean, uh, consent from the parents and an |

review.
So, my question really is even with an EUA
the difference just writenorot wr i tten or i s there no difference
And, the second is couldndét | RB review and

most likely protocol that we would use and, and be ready to go. So, in other words, how ranatbsfacle

are those two things, | guess is the question?

CAPT MAHER: Thank you, and, and from the
with AVA, and, and how we use | NDG6sSs in emergéenci
protocol or a protocol thatdés designed to genera
product. And, what wedére planning on doing in t

Um, the reason why we havetodawin der | ND i s because as |
sufficient scientific evidence to support its wus

We donot know anything about the wuse of rytlimeed pr

information to extrapolate, if you could extrapolate that information, and it may not even be sufficient.

Um, we have met with CDC and state, local, tribal and territorial partners to understand th
limitations on the ground and the diffecers between EUA and an accessed IND. Um, the information with
regardi the information about the vaccine, what we know about the vaccine, what the components of tl
vaccine arg | heard that thatods, uh, uh, s aheaeamhb infarmatidn h a

that you would be providing under an EUA, which requires you to inform certain information to the recipient



And then, the recipient can elect to take the vactitiee, the product or not, um, versus the IND, where you
have to actu@ get, uh, from what | understand a signed informed consent, the typical informed consent. N«
your eightpaged, informed consent with all your basic and additional elements, very similar perhaps to tt

EUA fact sheet but, designed specifically for tN®land to obtain informed consent from the parent.

DR. WAGNER: Interesting. Oh, did you answer the question about an advanced IRB?

CAPT MAHER: We have, um, as, as part of the Medical Countermeasure Pediatric Workshoy
one of the things that we waat to understand and we brought experts in to discuss was, um, the, the situatic
with the I RB6s and, and the difficulty.

Theoretically, if you could preposition a protocol, um, have it approved by the IRB and ready t«
go, um, then you would be able do the research intevent. We, actually, we have, FDA, CDC led Intra
Event Surveillance Action Team thatodés actwually d
safety, efficacy and use of the product is evaluated. How we used $dhose uh, surveillance mechanisms
during HIN1 and other emergency responses, and, and what can we do to stand up -@tiesit pretocols,

intra-event protocols, which would include how do we get to thatiRBeapproval.

DR. GRADY: | f God forbid, there were an e
have to constitute an IRB and a protocol? | mean what would we have to do to be able to give vaccine to k

because thatodéds what | U kidbeven withoutdlata. hat we woul d ¢

CAPT MAHER: Currently, um, as far as | 6m

um, the access IND, the development of that protocol to access the development of that consent form.

Um, thereds al anwithwegardko developing aghestea rgsearch protocol to look
at it within a subset of the children that receivedvihecine to study immunogenicity and reactogenicity, to
further inform and maybe get us, um, somewhere else with the product.

Um,if itis an IND, it would require IRB review.

DR. GARZA: Well, Christine stole my question about what would you do today. (Laughter)
But, | have other ones. Well, it sounds likenaybe you can clarify this.






