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P-ROCEEDI-NGS
(8:30 a.m)

MODERATOR CONLEY: Good norning. Last
chance to grab one nore cup of coffee. There will be
a break a little bit later.

Wel come to Rockville. If you had been
here earlier in the week, it was so warmwe're al
having trouble getting into the Christmas spirit. |
have a theory that it's because Texas was so hot | ast
summer. It's |ike when you put a brick in bed with
you to keep warmat night; it's still warmng the
whol e nation. But we're getting there.

" mthe one who gets to introduce hinself
this nmorning. I'md/|l Conley, and I'm a Consuner
Safety Oficer in the D vision of Blood Applications,
and 1'll be the noderator today.

I ntroduci ng nmyself, | kind of had a choice
of deciding what to call nyself, and | think noderator
is probably best. | started with Master of
Cer enoni es, but then we woul d need candles on the
tables, and | would have to tell jokes and maybe sing
a song, and you woul d be sneaking out the back | ooking
for the ganbling tables. So we'll stick with
noder at or .

My task today is to introduce our speakers
and to keep us focused on the task that we're here

for. W really appreciate all of you comng to join
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us. These neetings are al ways preceded by the

di sclaimers. The speakers today are all fromthe FDA
and they all have a vested interest in a snooth,
efficient regulatory process which both protects and

i nproves the public health.

Qur other presenters today, hopefully,

w Il be you, because we're presenting sonme new i deas
and inviting discussion, and we hope that you'l
participate in that discussion, especially later

t oday; and, of course, you all also have a vested
interest in the entire regul atory approach that the
FDA fol | ows.

Al t hough the term workshop has really conme
to mean another nanme for a lecture series, that's not
what we're about today. It's a true workshop where we
want to exchange ideas, hear your thoughts and
opi nions on what we are currently proposing or

thinking is a proper direction for regulatory affairs.

Wiy are we here today? Well, if you' ve
heard nme speak before, you know | |ike cartoons. They
usually sumup life pretty well, and this one does.

In this one, Ruthie is com ng hone from
school, and her grandfather wants to know what she
has. She expl ai ns she has schedul es, changes, and
announcenents for her nother, and she says, "I'monly
in first grade, and already I'mfed up with the

paper wor k. "
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Well, there are a lot of us who feel the
sanme way about sone of the regul atory paperwork we've
been through, and you've already seen that a | ot of
t he changes that have been comng fromour group in
recent history have been geared toward reducing the
paperwor k, both for you to produce and submt and for
us to review.

Today's efforts wll, hopefully, extend
t hat whol e goal of reducing paperwork and easing the
process without losing the FDA's responsibility for
t he public health.

Sonme housekeeping issues first: There are
bat hroons right outside this door and nore in the
hal | way around the corner. |If you need to use a
phone, again, farther down this hall on the right or
back near the bathroons over here there are phones.

Come |unchtine, there are many
opportunities in the area. O course, there is a
restaurant in the hotel. There is a listing in your
folder of local restaurants. Sone are too far away,
| think, for lunchtinme, but directly across Rockville
Pike in front of the hospital there's a Geek and
| ndi an restaurant.

There's al so nobre restaurants as you go up
Rockville Pike, and if you exit through the door
that's at the back of this auditoriumand across the

way, there's another restaurant on the right. You
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won't have any trouble finding places to eat.

We al so have a nessage center here today.
In this day of cell phones and beepers, probably nost
of you won't need that, but in case you do need to
gi ve sonebody a phone nunber where you can be reached
today: 301-230-6757. That cones to a phone for the
peopl e who are manni ng our front desk area, and there
is a nmessage board out there that you can check during
br eaks.

You all got handout packages and, | ust
briefly to go over sone of the information that you'l
find in the package: |In the righthand pocket you'l
find today's agenda. So if | deviate fromthe agenda,
you can call nme on it.

There's a list of our speakers, and there
will be copies, | believe, of nost of the presenters
slides to nake it easier for you to take notes.

In the | efthand pocket there's a
participant list, at |east those who registered for
t he program ahead of time. |It's possible there should
be sonme people who are registering here today or that
peopl e regi stered and deci ded not to conme, but that's

the list of those who registered.

You will also find a sheet -- | believe
it's on gray paper -- that is topics and questions for
participant comrent. W'Ill go over those in a little

nmore detail later this norning, but they are sone of
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the issues that we want you to consider, and we
specifically or especially want to hear your comrents
on this afternoon.

There's a sheet that describes the
transcript that will be taken here today. There wll|
be a full transcript of this neeting available 15
wor ki ng days after the neeting. There will also be
summary mnutes that will be produced no | ater than 30
days after this neeting.

The easiest access for the transcript wll
be on the Net, and there's a Net address given to you
on that sheet of paper. There are also other
mechani snms for requesting a print, if you w sh.

There are few sheets in there for notes,
very few sheets. Wite small. But there are also
sone cards in there that we'll want you to wite your
gquestions on. You nmay use those or later, as | said,
there will be opportunities to come to the m crophone.

Pl ease turn your questions in after the
speakers have spoken on the relevant topic. In past
sessions we've found that we got a | ot of questions
that had to have been witten before the speakers
spoke, because the information was included in what
they presented to the group. So after the speaker has
conpleted their presentation, if you have questions,
jot them down on those cards.

"Il be reading them |'mgetting ol der
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all the tinme. W just got a stronger script. So
pl ease wite clearly for ne, and I'll organize those
questions for later.

You can give those to ne at the break or
you can give themto the people at the front desk in
the | obby or later in the day sone of those sane
people will be circulating around the roomto pick up
your questions.

W will ask later this afternoon when you
gi ve your opinions to not limt yourself to just
reacting to our own ideas that are presented, but to
expand on them w th suggestions and i deas for
regul atory revi ew

Today's agenda -- There are -- Look at the
agenda sheet with nme just briefly. W've got |arge
gaps of timschedul ed for breaks and for |unch.

Pl ease spend that tine to sit down with your
col | eagues and, again, enhance the discussion so that
you can share those ideas with us.

| think that's enough housekeeping. So
our first speaker today is Dr. Rebecca Devi ne.

Becky is the Assistant Director for Policy
for the Center for Biologics Evaluation and Research.
She assuned this role in April of 1994 and has
responsibility for the oversight of policy
initiatives, regulation and guidance for CBER In

ot her words, she's an agent for change wthin the
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FDA/ CBER. She sponsors it, encourages it and, hence,
meetings like this.

She's al so responsible for the devel opnent
and the mai ntenance of the managed revi ew process at
CBER. She's in charge of the systemthat keeps our
reviews on track and on tine.

Dr. Devine received her BS degree in
m crobiology in 1977 and a PhD in m crobi al physiol ogy
in 1986, both fromthe University of Maryland. She's
hel d various positions in CBER in the areas of quality
control testing, GW review, inspections, and vaccine
and biotech application review since she jointed the
FDA in 1979.

Becky is here fromthe Ofice of the
Director to wel cone you.

DR. DEVI NE: Good norning, and wel cone to
t he workshop. As G| said, I"'mhere to wel cone you
and | would also like to thank those of you who have
taken the time out of your busy holiday schedules to
cone and spend sone tine with us.

| think it's inportant, as we go through
our reforminitiatives, that we get feedback fromthe
regul ated industry and the affected public. So that's
why we spend tine and effort to have workshops such as
this, to get that kind of feedback

In terns of setting the stage, in 1994 in

January, as you all may recall, we issued a Federal
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Regi ster notice asking people to give us input on
where we coul d change our regulations. This was part
of an effort that we were taking to |l ook at all of the
bi ol ogi cs regul ati ons and deci de where they needed to
be changed if they were outdated or were no | onger
useful in ternms of what we wanted to acconplish to
protect the public health.

We got many comments during that tine
period, and in addition to that, we specifically
queried the blood industry for ways that we coul d
change the bl ood regul ations. W also received nmuch
i nput on that.

Over the past four to five years, we have
been enbarking on an effort to acconplish many of
t hese changes. In 1995 we began our reinventing
government initiatives under Vice President Gore's
| eadership in terms of how we could streamine the
regul ati on of nedical devices, drugs and bi ol ogics.

As you mght recall, in April of 1995 we
i ssued our first RIGO report which indicated sonme of
the initiatives we were undertaking. One of the very
inportant initiatives that affected the bl ood industry
in that tine period was the manufacturing changes
streanmlining that we were undert aking.

In that time period, April of '95, we
i ssued our first effort in ternms of trying to

downgrade certain types of manufacturing changes.

10
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That was just a first step. W, after the gui dance,
had to go forward to change our regulations at 601. 12,
and that effort was conpleted in July of 1997

Now during the comment period for the
manuf acturing changes rule, it was interesting that we
did not get a |ot of public coment on the proposed
rule and the attached gui dance docunents. However,
after the comment periods had cl osed and we were now
working on the final rule and issuing final guidances,
we then began to hear sone dissatisfaction with sone
of the initiatives.

So we thought we had nade great efforts to
try and get the input during the coment period, and
that's again nore of the reason why we're here this
nmorning. It is helpful for us to know ahead of tine.
So pl ease don't be shy about giving us your input on
this proposal that we're tal king about today.

Now in ternms of the other initiatives that
have affected us and that are noving us towards this,
we have, obviously, been affected by the passage of
the Food and Drug Adm ni stration Mdernization Act
whi ch was signed into | aw in Novenber of 1997.

Now t hat | aw codified our second Rl GO
initiative, which was the elimnation of the
establi shnent |icense application and the product
Iicense application, and our noving to a single

bi ol ogics |icense application for all biological

11
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products that are subject to |licensure under the
Public Health Service Act.

Now we have not yet been able to conplete
that initiative, but we're getting very close. W
proposed a rule, and we had an open public neeting in
Septenber to discuss that. The comment period on the
rul e has now cl osed, and we received several letters
of conment.

It's interesting that nost of the comments
we received were fromthe blood industry. So for
those, | thank you, and we are now working on trying
to get that rule finalized.

The conpani on docunent to the proposed
rule was the CMC or the Chem stry Manufacturing and
Control s gui dance docunent that described what
information would go into the BLA. Now it proscribed
a set of things we thought were appropriate for
inclusion in the BLA, and we are now currently
eval uating comments on that as well.

Now as you know, there are many oversi ght
bodi es which are | ooking at how we regul ate bl ood and
ot her biological products. As a result of nmany of
t hese oversight reviews, we have established in the
Center a blood action plan to address many of these
public health issues that have been brought to our
attention in sone of these oversight, as well as to

address the reformefforts that we were undertaki ng

12
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starting in 1994.

Part of the blood action plan is this
effort at the pilot programwhich we will be tal king
about today. One of the things we're trying to do is
| ook for areas where the amount of information that's
submtted in an application can be streanlined or
decreased as nuch as possi bl e.

So we're now tal king about proposals such
as the one today where we would submt |ess
i nformati on, and we woul d be able to approve,
hopeful |l y, applications on supplenents nore quickly
and streanline the process.

So, hopefully, that's put the effort in
perspective for you, and again the only way that we
can really make this useful for the industry is to get
your feedback

So | really hope that we get a good
di al ogue going today. | notice there are many FDA
peopl e that deal with the regulation of the bl ood
products in the audience, and they' re very anxious to
hear your thoughts.

If you are shy and you don't want to step
up to the m crophone today, there are other ways that
you can give us your input. The guidance docunent,
which will be discussed today, was posted on our Wb
site. It is available there for people under our

FDA/ CBER gui del i nes | ocation on our Wb site.

13
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In several weeks there will be a Federal
Regi ster notice of availability for that docunent that
we'll publish, and it will have a docket nunber, and
that would be a place where you could send witten
comments to the docunment, if you feel that you really
don't want to get up to the m crophone today; but I
woul d encourage you to cone to the m ke today. don't
be shy. W really are very anxious for your input.

| hope that we have a productive neeting.
W have a lot of time schedul ed today, and the success
of the effort today is going to depend on
participation fromthe audi ence.

In terns of my reconmmendati ons and w shes
for you today, | hope that we have a productive
nmeeting and get lots of good input. M recomrendation
for lunch is Anbrosia, and | would order the gyro
platter. So have a good neeting, and thanks for
com ng.

( APPLAUSE)

MODERATOR CONLEY: Any program that runs
absol utely on schedul e nust be boring. So we have a
surprise wel cone not on our agenda. Dr. Jay Epstein
is the Director in the Ofice of Bl ood.

| f you understand the organization of the
Center, there are a nunber of offices within the
Center for Biologics, and Jay heads up one of those

groups and wants to re-accent how wel cone you all are

14



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

and how nuch we appreciate your tine today.

DR. EPSTEIN. Thank you, GI|. The
noderator said, well, if you're going to conme, you're
going to speak. So --

Let nme just express ny pleasure in being
here and having the opportunity to greet you al

personally, and to add ny appreciation to those that

you' ve heard for your willingness and interest to conme

today and help us in this task.

|"m sure you all know the Chinese proverb
that a journey of a thousand mles begins with a
single step, and this fairly small and fairly qui et
meeting really is the start of what potentially is a
maj or new approach to bl ood |icensing.

As Dr. Devine explained, the FDA is
responding to a set of forces. W are highly m ndful
of our responsibility to assure bl ood safety and
availability. At the sane tinme, we live in an era of
cost accountability and downsi zing, and there is a
need to stream ine, both for the purposes of the FDA
and for the purposes of the industry.

| cannot overenphasi ze the fact that
success in this endeavor depends upon you and your
coll eagues. We think that it is essential that we
engage in a good, two-way comrunication, and we
certainly hope that you and your counterparts wll

enbrace this initiative constructively and make it

15
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wor K.

What can you do? Well, you can help us
spread the word, and you can set good exanpl es of
successful use of applications through nonographs.
What you need to know is that the agency is poised to
nmove fairly quickly to expand the scope of the use of
nmonogr aphs, should the pilot denonstrate that this is
a successful nmode which results in safe and effective
product s.

So | would encourage you to interact fully
at the workshop. Oherwise, let nme just say that |
hope that you have a fruitful day and truly enjoy this
"inside the Beltway" experience.

( APPLAUSE)

MODERATOR CONLEY: So you're only a smal
group today, and you' ve al ready heard how i nport ant
you are and what a role you may get to play in setting
the tone for future changes in regulatory review.

Qur next speaker, Captain Mary Qustafson,
is the Director of the Division of Blood Applications
inthe Ofice of Blood, CBER, within the FDA. That
means that the majority of the people who are com ng
to the podiumtoday report to Mary, and she shepherds
our efforts within the D vision of Blood Applications.

It's alittle bit |ike harnessing the
potential energy in a rock slide to good use, but

that's what she does.

16
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17
During her career with FDA, she has been

i nvol ved in policy devel opnent, product approval, and
conpliance enforcenent in the regulation of biologics,
but primarily in blood and bl ood rel ated products.

She frequently speaks to the bl ood and
regul atory organi zati ons concerning FDA s regul ation
of blood. She's a registered nedical technol ogi st and
a bl ood bank specialist, and prior to comng to the
FDA she worked in clinical blood banking for several
years at private hospitals and then at the National
I nstitutes of Health.

She holds a BS from Fort Hays State
University, an M5 from University of Tennessee Center
for Health Services. She is a conmm ssioned officer in
the U S. Public Health Service

Mary will discuss the background issues
whi ch have led to today's neeting to discuss possible
new regul atory approaches. Mary.

CAPTAI N GUSTAFSON:  Thank you, G1I. |

| oved the introduction. | think I would refer to ny
job not like a landslide. | usually think it's nore
like herding cats. Also, listening to ny bio, | know

| have a dilemm, having received ny Master's degree
from University of Tennessee, and | have a daughter
who's a sophonore at Florida State. So the Fiesta
Bow this year is going to be a real dilema for ne.

The primary reason that we're here today -
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18
- By the way, | have six or seven overheads. They're

not in your packet, but they're not anything that's
critical to the actual program So you may wonder why
in the world I'"meven speaking. It truly is
background on why we have gotten to this point in

bl ood |i censing.

The primary reason is that |licenses are
requi red for blood and bl ood conponents when they
cross state lines. Up until about a year ago -- in
fact, for nearly two decades in FDA -- | would quote
t he | anguage of the Public Health Service Act as
sayi ng no person shall sell, barter or exchange from
any state into any other state any bi ol ogical product
unl ess that product has been manufactured at an
est abl i shnment hol di ng an unsuspended and unrevoked
license.

As Dr. Devine nentioned, there is a | aw
that was passed in 1997 that's called the Food and
Drug Adm ni stration Moderni zation Act. Anmbng many
ot her provisions that we are grappling with, it
changed the | anguage of the Public Health Service Act,
so that it reads nore |ike the | anguage in the Federal
Food, Drug and Cosnetic Act.

That is, "No person shall introduce or
deliver for introduction into interstate commerce any
bi ol ogi cal product unless a biologics license is in

effect for the biological product.”
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You may ask, what in the world does that

wor di ng change nean? Well, it elimnates the need for
an establishnent license altogether. It has sone nore
subtle nmeanings that | will leave to the attorneys for

anot her day, but the bottomline is that a license is
still required when a biol ogical product crosses a
state line.

In the past few years we have been working
on changes in the way we |icense biol ogical products
to decrease the burden on industry, which is you, but
still ensure the protection of the public health. One
of the changes was initiated as a report reduction
project and ended up as a change in the regulation
gover ni ng when and how changes to an al ready approved
product are reported to the FDA

This is a change in the regul ation covered
by Title 21, Code of Federal Regul ations, Section
601. 12. The new regul ati on was enacted in July of
1997 and i nplenmented in QOctober of 1997.

Reporting of changes was stratified by
risk into three reporting categories. Changes to an
application determned to have a substantial potenti al
to have an adverse effect on the product requires the
subm ssion of a supplenent that nust be reviewed and
approved prior to the product prepared by the changed
met hod bei ng shi pped for use.

Changes to an application determned to

19
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have a noderate potential to have an adverse effect on
t he product require the subm ssion of a supplenent,

but product manufactured by the changed nethod can be
shi pped prior to the subm ssion actually receiving
approval .

Changes that have a mnimal potential to
adversely affect the product can be reported once a
year in an annual report. The report is reviewed and
filed in the license application, but the changes
reported in this manner are not issued an approval .
This change in reporting was undertaken to benefit
both the industry and FDA in ternms of reducing the
reporting burden.

We have quickly |l earned that use of the
prior approval supplenent route assures the greatest
public health, but is basically the status quo of how
applications have been submtted, reviewed and
approved over the years.

The 30-day changes and the changes being
ef fected upon subm ssion -- that is, the CBE-30 and
the CBE -- may benefit the industry somewhat because
of the ability to inplenent the change and ship the
product prior to the approval being granted. However,
this reporting category does nothing for us.

In fact, the need to review the subm ssion
upon receipt to determne if the reporting category is

correct requires us to track these subm ssions

20
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separately and increases our burden. W also know
that you in the industry are not terribly confortable
with the notion of going ahead with a change w t hout
knowi ng for sure if it is approvable or not.

The annual report, although viewed by many
of you as a new burdensone reporting requirement, is
where we see the nost regulatory relief. W have been
i npressed by the reports we have received in terns of
the reporting being in the correct category.

There have been few cases in which we have
di sagreed that the change was not m nimal but had
either a noderate or a substantial potential to harm
t he product being changed and, therefore, should have
been reported in a higher reporting category.

We know that we owe you additi onal
gui dance for reporting under 601.12. You have told us
that you wanted the bl ood and conponents gui dance
renmoved fromthe general biologics guidance, because
so many of the exanples are not related to what you
do, and the | anguage is, well, rather druggy.

We have been preparing the guidance you
want, but quite frankly, we want to include as nuch as
we can in the annual reporting category, since we
think this category benefits all of us. W are
| ooki ng for as many changes as possible that represent
a mniml potential for harmto include in the

gui dance docunent.
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Anot her change that was begun several
years ago for a group of biotech products and made
into | aw by the Food and Drug Adm nistration
Moder ni zati on Act of 1997 or what we call FDAMA is the
elimnation of the establishnent |icense application
and establishnment |icensing and the replacenent of the
product license with a biologics |license.

Currently, we are in a transition period.
Since February of this year when FDAVA was
i npl enent ed, we have issued biologics |licenses, but
have issued those |icenses based on the revi ew and
approval of separate filings for the product and the
est abl i shment .

Yeah, | knowit's really confusing. |If
it's confusing to you, you should know what it's |ike
to work with it on a day to day basis. W have
nunmer ous internal discussions about where we are and
what we are doing in relation to biologics |Iicensing.
Most of the tinme | feel like I"'min a very bad revival
of the famobus "who's on first" sketch

Sonetinme in the near future, we wll be
i npl ementing the biologics |icense application. The
enact nent of FDAMA in many ways put the cart before
the horse in terns of our planned inplenentation of
the biologics |icense application process.

During the sunmer, we published for

coment a gui dance to assist manufacturers in the
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conpl etion of the biologics |license application for

bl ood and bl ood conponents. The agency, as Dr. Devine
menti oned, al so published a proposed rule o regul ation
changes to accommobdate the biologics |icense
application filing.

Comment periods for both the guidance
docunent and rul e have ended, and al t hough we did not
receive a lot of comments, we are thoughtfully
consi dering each one and maki ng revisions as
necessary.

When the gui dance publishes in final, we
wlls be ready to accept applications filed using the
Standard Form 356h, which is an application formthat
w Il be used for all drugs and biologics. Those of
you who have approved product and establi shnment
Iicensed applications will be automatically deened to
have an approved biologics |icense application, which
can then be supplenented with a single application
filing.

In addition, the group of commobn products
that currently have separate |license applications wll
be consolidated into a single filing for blood and
bl ood conponents rather than the separate product
filings.

We believe the change to the biol ogics
license application filing will reduce the filing

burden to industry. W do not know what econom es we
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will actually derive fromthe change.

Qur work in preparation for the change,

i ncl udi ng gui dance, tracking and docunent handli ng,
have been very resource intensive for us. W plan for
the payoff to be in less adm nistrative paperwork once
the filing change is inplenented.

The process changes | have just nentioned
were discussed in detail at our workshop al nost
exactly one year ago today. Staff nenbers fromthe
Di vision of Blood Applications also presented these
changes during a workshop at the Anmerican Associ ation
of Bl ood Banks annual neeting in Philadel phia this
year .

In addition, | know that there have been
consi der abl e one-on-one di scussi ons between you and
your consuner safety officers concerning these
changes.

| am al so, as background for this
wor kshop, going to share with you sone information
about our performance in the review of blood and
conponent applications and our resources.

We currently function under a nmanaged
review system By nmanaged review, | nmean the
applications and suppl enents received for review are
assigned to a reviewer or a team tracked, assigned a
review goal, sonmetinmes with interimm]lestones,

revi ewed against an internal SOP, and checked by
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supervisory staff for regulatory and scientific
qual ity.

Revi ewers are accountable for the quality
and tineliness of their reviews. Review performance
goal s and neasures are determ ned as part of Vice
President Gore's National Performance Review. The
initiative is Governnent Performance Review and
Accountability or GPRA

Currently, for blood and bl ood conponents,
the GPRA goals are 12 nonths for the review of new
applications and substantial supplenents and six
mont hs for | esser supplenents.

Now | know you think these tinmes are too
long. | was born at night but not |ast night.
However, before you stormthe podium |et ne show you
our performance data over tine.

First I want to show you our application
subm ssion inventory by years. The fiscal year is
represented along the x axis. W are on an October to
Septenber fiscal year. So for us here in the
government, 1998 has al ready ended.

The y axis represents the nunber of
subm ssions. | have | unped the received subm ssions
and the pendi ng subm ssions together, since they
represent our in-box, and they are represented by the
shaded box.

The solid blue bars represent the
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subm ssions conpleted during the year. As you can
see, our in-box grewin the early 1990s, while our
conpl etions remained fairly constant.

What happened in 1995? The big junp in
recei ved and pendi ng subm ssions was due, in |large
part, to the licensing of irradiated bl ood conponents.
However, in 1996 the in-box was substantially reduced,
and this continued into 1997.

| am sonmewhat concerned about the | ower
nunber of conpletions in 1998, with the flatlined
recei ved/ pendi ng colum, and I'm |l ooking into the
reason for this. At this point, I'mnot sure if it is
due to staffing, inplenentation of the revised 601.12
regul ati on or perhaps other reasons.

One reason nmay be that we have just sinply
hit the critical mass in workers, and I'lIl show you a
|ater slide on that; but is a marker for concern, if
it continues into our current year.

My second overhead shows you our tinme to
conpl etions over tine. Once again, the fiscal year is
horizontal. The nonths to conpletion are represented
vertically. | have split the original applications
fromthe supplenents to approved applications.

Applications are blue, and supplenents are
yellow. | have chosen to represent nedian tinme to
conpl etions rather than averages, since they seemto

be | ess skewed by outliers. | have al so chosen the
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cohort of subm ssions conpleted in the year rather
than the cohort of subm ssions received during the
year.

This is because the 1998 and sone of the
1997 subm ssi ons have not yet been conpl eted, or those
that were received in those years, and hence those
dat asets are inconplete, and they woul d be,
consequent|ly, m sl eading, which is good enough for the
President. It's not what | want to do, though.

As you can see, over time our conpletion
ti mes have generally decreased. The GPRA m | est ones
were first established in 1997 using 1996 data. You
can see fromthe graph how 12 nonths and si x nonths
wer e established as reasonabl e performance goals from
the 1996 dat a.

These goal s were not changed | ast year,
even t hough our performance had inproved, in |arge
part because of the planned institution of the
bi ol ogi cs license application and the changes to our
system including our conputer system that had to be
done in order to accommodate the new filing system

The bottomline was | was just plain
scared silly that we would not be able to neet our
revi ew performance, knowi ng how many of our review
resources were being used in planning for the
bi ol ogi cs |icense application change, but as you can

see, in 1998 our performance still inproved.
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In 1998 our nmedian tine frame for review

of new applications was six nonths, and our review of
suppl enments was just under four nonths. | amvery
proud of my staff for their efforts in reducing the
tinme to review applications.

As | mentioned when | showed you the
earlier slide, however, | am sonmewhat concerned about
t he pendi ng versus conpletion ratio froml ast year,
and will be nonitoring that ratio.

My next overhead conpares the nunber of
conpl eted subm ssions versus our full-time equival ent
or FTE personnel resource burn. The FTE burn is
cal cul ated from our resource reporting system
Periodically, a reviewer reports how he spends his
week. This information is generalized for the entire
year .

The fiscal years are across the bottom of
the graph, as in earlier slides. Along the |eft
vertical is the nunber of conpletions. Along the
right vertical is the nunber of FTES used in the
effort. The blue bars represent the conpletions and
correspond to ny first overhead blue bars. The orange
line represents the full-tinme equivalents that it took
to performthe application reviews.

| limted the FTE burn to application and
suppl enment review only. As you can see, in 1992 15-

pl us FTEs conpl eted fewer than 500 |icensing
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subm ssions. In 1998, just nore than six FTEs
conpleted nearly 700 |licensing subm ssions. It shows
that we are truly doing nore with | ess.

The drop in FTE burn is due to a coupl e of
factors. One, we have fewer people assigned to the
work unit that reviews bl ood and bl ood conponent
[ icensing subm ssions than we did in the past. W
have had sone downsizing in this area over the past
few years, but also the staff we have are being asked
to do a greater variety of operations.

The reviewers are not just doing reviews.
They are devel opi ng policies, performng pre-license
i nspections, training and providing guidance to
i ndustry and FDA field personnel, working on
initiatives for change within the Center, and probably
dozens of other things that | can't think of right
nNow.

So what does this nmean to you? | know,
you' re | ooking at the 1992 FTEs and thinking, all she
has to do is get back those 15 FTEs, and they can
approve ny application filings before | even put them
inthe mil. So let's all pack up, go to lunch, and
spend the rest of the day shopping.

Now | have to burst your bubble and show
you why we think we have to nake even further changes
in the licensing process in order to provide

reasonabl e service to you, while protecting the health
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of recipients.

| borrowed the next set of overheads from
M. Mark Elengold, who is the Center's Deputy Director
for Operations, hereafter referred to as the party
pooper .

The first overhead in this series is what
Mark refers to as the flying wedge. Once again, the
years are across the bottom On the vertical |ine,
this time we have noney in mllions of dollars.

S&E i s governnent |anguage for salary and
earnings. The red area represents how nmuch noney we
were appropriated in the salary and earnings category
of operating funds. This is where our people noney
conmes from

The bl ack wedge represents how much noney
we would need to remain in a constant operating |evel.
As you can see, it goes up ever so slightly over tine.
This is because "constant' is not really a flat |ine,
because everything costs a little bit nore now than it
did in 1995.

Once again, the bottomline is that, in
order for CBER to maintain our operations as they were
in 1995, we would need roughly one-third nore noney
t han we have right now

| am sure that you could show ne simlar
representations for your own institutions. This is

not unique, but it is a problem
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The next overhead breaks down CBER s
operating allotnment further into personnel nonies
under the prescription drug user fee program called
PDUFA, and noni es for personnel in the non-PDUFA
prograns. | will not go into nmuch detail, but PDUFA
prograns are those that are funded by noney paid by
drug conpanies to review their applications.

These all ocations are protected by law in
that noney paid for the review of these applications
cannot be diverted into other areas.

As you may have guessed by now, bl ood and
bl ood conponents are not covered under the
Prescription Drug User Fee Act and are non- PDUFA. On
t he graph, the non- PDUFA S&E base is represented by
the aqua line at the bottomof the bar. As you can
tell, the aqua line is getting smaller and smaller and
smal | er.

The | ast overhead represents the total
CBER al | ocation of funds broken down by operating
doll ars versus payroll. Even with a constant nunber
of enpl oyees, which we haven't had, the payroll noney
i ncreases due to pronotions and cost of |iving
i ncreases, and the President has just announced the
ot her day that Washington area Cvil Service enpl oyees
are due, | believe, a 3.68 percent increase in
January. That increase cones fromour allotted funds.

Since the Center does need operating funds
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beyond payroll, the only way to avoid cutting into the
operating funds with the increasing payroll is to
decrease the nunber of enpl oyees.

The Center's allocations are not going to
i ncrease. PDUFA funding is protected. Enployees need
their pronotions and cost of living increases, and
therefore, the staffing dedicated to the non- PDUFA
review prograns will keep decreasing.

This is why we are here today. W can
keep doing what we are doing with fairly m nor
stream i ni ng changes, such as the changes in the
requi renents for reporting changes to approved
applications and the BLA inpl enentation, manage our
subm ssions under a pretty effective system of nanaged
review and accountability, and still have you unhappy
with us, because we will not be able to decrease
further our reviewtinmes and likely will increase our
pendi ng backl og; or we can float a trial balloon for
a new |licensing paradi gm

Yes, | hate that word, but it was the only
thing that | could really think of to fit what we're
doi ng.

Today we are going to present to you our
i deas for |icensing under a program of self-
certification to a nonograph standard. As G|
mentioned, we want this to be an interactive process,

and Dr. Devine and Dr. Epstein also, | think,
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mentioned that to you, that this is very inportant to

us. We want and need your input into this concept.

Do you support or feel a self-
certification |icensing programwould be useful and
effective? W want your input on the specific areas
t hat we have chosen to pilot.

One is designed for the bl ood bankers and
i nvolves licensing of irradiated bl ood conponents.

The other is designed for the source plasma comunity,
and addresses red cell inmunization prograns when the
red cells are obtained froman already approved

sour ce.

The draft guidance for the irradi ated
bl ood programis hot off the press, and you were given
a copy. It's on the Wb, and it will soon publish for
coment .

The other draft pilot guidance is not yet
released. You will have to listen carefully to the
presentation to see our proposed strategy for
conducting this pilot.

We appreciate your comng to this
wor kshop. We are |ooking forward to your comrents and
hel p in devel oping these pilot prograns. Thank you
very nmuch for your participation.

( APPLAUSE)

MODERATOR CONLEY: Just |ike the review

turnaround times that Mary showed you, the FDA is
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getting shorter and shorter in its schedule. So we're
alittle bit ahead of schedule, and we will take that
time in hopes of maybe letting you out sooner for
lunch so that you can go to one of these nearby
restaurants.

So we'll take a hal f-hour break now
Through sone fluke in hotel package deals, we actually
have refreshnents. Please don't expect themat the
next FDA neeting. However, we will reconvene at ten
of the hour. Thank you.

(Wher eupon, the foregoing matter went off
the record at 9:23 a.m and went back on the record at
9:53 a.m)

MODERATOR CONLEY: Mary told ne that she
had intended to tell a joke, but then forgot to.

After her slides about the reductions at FDA in our
support, she wanted to explain that, when | first
started to work at FDA, | used to wear full-length
ties.

W're starting to get into the neat of
today's presentations. So pull out your pens and
shar pen your pencils, and start to think about your
coments, how you feel about the information that's
bei ng present ed.

Qur next speaker is Dr. Jong Lee. Dr. Lee
is the Branch Chief at the D vision of Blood

Applications. He's been at the FDA approxi mately
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three years. Jong will discuss the basic concepts

behi nd t he possi bl e new regul atory approaches. Jong.

DR. LEE: Good norning, and welcone. |I'm
really glad that | was here on tinme to listen to
Mary's presentation. That explains to me why |I've
been having so much trouble over the | ast several
years, and it gives nme renewed confidence that |I'm
doing the right thing. However, we are here to
propose to you to do even better.

If | could have the first slide now -- W
have heard a fair anmount of general background
material thus far, and those are very inportant points
that were nade in the background presentations.

Now we are beginning to delve into the
specifics, and mne wll be the nost general
presentation of the specifics of the pilot program
that we'll be describing to you. | wll focus on
general basic principles, and | hope ny presentation
will give you a solid background to listen to the
specific pilot prograns that are to be described in a
few m nutes.

As in the way of brief overview, this is
the listing of the ten basic concepts that 1'll be
di scussing. By now you've heard from our previous
speakers about the fact that this is an interactive
wor kshop, and we need your input in telling us that we

are going the right direction.
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The first concept | wll be discussing is

that of self-certification and how this pilot program
hi nges on the idea of self-certifying to a set of
CBER- prescri bed gui dance docunents. | wll explain
then the difference between the pilot versus the pilot
program and there's a distinct difference.

| will explain how we propose to use this
pilot wwthin the pilot programas the new |icensing
mechanism and | wll go over how the pilots, specific
pilots, and the pilot programfits in with the BLA and
changes to reported streanmining initiatives.

| will go over how all of this falls under
good gui dance practice and that the proposals that we
make today are not effective, but will be according to
good gui dance practice provisions.

| wll make a comment or two about
nmodi fyi ng the gui dances or the inability to nodify the
gui dances, to be nore specific. | will then go over
the legalities of how the pilots have to be conducted
as a variance request, and I will end with two
comment s about evaluating the pilot and expandi ng the
pilot to be of nore general applicability.

| have organized this presentation into a
series of ten basic concepts, and basic concept nunber
1: W have been given the charge -- By we, | nmean the
Bl ood and Pl asma Branch within the D vision of Blood

Applications -- to define the CBER pilot programto
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stream ine bl ood |icensure, and our group chose to do
this through an interactive dialogue with the
regul ated i ndustry.

These are the current efforts already in
progress in terns of streamining, and there's the
t eam bl ood and team bi ol ogics efforts that you' ve
probably heard about, and these refer to the
i nspectional efforts. But in terns of subm ssion
review and with specific to licensure, you' ve already
heard about the biologics |icense application
initiative and changes to reported initiative.

Wth respect to blood and bl ood
conponents, these two major licensing initiatives wll
be in the near future, we hope, supplenmented by yet
anot her streanmlining initiative that we call the pilot
program at this point.

So in terns of workshop goals, we propose
to describe the new pilots, and there are two, to be
specific, and we propose to describe themin terns of
the overall pilot program which enconpasses these two
specific pilots.

W hope to engage you, and we hope to nake
sure that this is an interactive workshop, having a
ot of anple time for question and answer sessions as
wel | as discussion panels; and we invite you to wite
in coments, if you aren't able to provide themto us

verbally at this workshop
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So having i npressed upon you the fact that
this is an interactive workshop, let nme nove on to
basi ¢ concept nunber two: An applicant may self-
certify adherence to CBER licensing criteria as
outlined in a Pilot guidance, in lieu of submtting a
conventional application that includes detailed
st andard operating procedures.

What do we nean by self-certification? W
mean self-certification to a specific guidance that is
rel eased under the pilot program and we hope to wite
t hese gui dances in such a way that these are SOP
oriented -- in other words, that they readily | end
t hensel ves to a conversion to a specific standard
operating procedure that fits your center.

In a sense, these guidances that are SOP
oriented are, in a sense, pre-reviewed by CBER The
traditional paradigmhas been to submt -- to nmake a
subm ssion that describes the standard operating
procedures and then review them and approve them

In a sense, we propose to reverse the
process. W have already reviewed, because these are
-- this SOP oriented gui dance docunent has been
rel eased by CBER, and your self-certification that you
adhere to that would then sinply constitute -- would
sinply constitute the subm ssion. You're telling us
t hat you have now adhered to the "pre-revi ewed"

gui dance docunent, which allows us to sinply proceed
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with the next step of the review and, in these two
specific pilots, the inspectional process.

This idea is not really new. This has
been di scussed wi dely anong the industry in the past,
and the American Associ ation of Bl ood Banks has
proposed in the past that we rel ease FDA checkli sts,
and we have done this, but we haven't quite
enconpassed the idea of their self-certification to
t he checklist as being enough for the licensure
pr ocess.

The American Bl ood Resources Associ ation
has urged the agency in the past to wite and rel ease
standard SOPs, so that they can sinply submt the SOP
that was witten by the agency which would obviate the
need to review them

So what we are proposing today is sort of
in between the two concepts al ready proposed in the
past by the regulated industry. W are taking nore of
a detail ed approach than sinply releasing a checklist.
However, we are not going so far as to actually wite
detail ed standard SOPs, recognizing that true SOPs can
only be witten to fit individual centers.

Ckay. So the whol e cornerstone of the
pilot progranms is to self-certify to a previously
est abl i shed gui dance docunent, and previous speakers
have alluded to them as nonographs. Wether it be

cal | ed nonographs or gui dance docunents, we nean
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sonmething witten and rel eased by CBER to which you

can self-certify adherence, which would then allow us
to nove towards the next phase of evaluation -- that
i's, inspection.

Movi ng on to basic concept nunber three,
the two pilots to be described in detail today are
specific proposals under a broader, nore slowy
evolving pilot program How do we define the pil ot
pr ogr anf

Well, for now, pilot programcenters
around the idea that we are using gui dance or
nmonographs in lieu of detailed review of standard
operating procedures. The pilot programis a broader
concept than the specific pilots.

Then what are the specific pilots under
the Pilot Progran? W defined specific pilots as well
defined regul atory areas, and these areas is to be
defined by a specific guidance rel eased under the
Pil ot Program or pilot guidance.

Today we are here to discuss in detail the
irradiation pilot and the red blood cell imunization
program pil ot by two speakers foll ow ng nyself.

In trying to define the Pilot Program and
the specific pilots, it's difficult to have everything
mapped out right fromthe beginning, and the Pil ot
Program was defined by the idea of self-certification

to a previously established nonograph or gui dance, and
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t hat was enough of a long termgoal to allow us to

begin to think about the specifics.

Then how do we define the specifics? How
do we take the first step towards this overall program
goal? In trying to establish which areas to target,
we had to take a step back and think about what the
specific areas should fulfill to serve effectively as
pi | ot candi dat es.

Wi chever area that is selected, the
regul atory area has to have sonme neasurabl e out cone.
That is, what is the inpact of omtting review -- up-
front review of detailed standard operating
procedures? That effect has to be nmeasurable.

In addition, whatever is |learned from
havi ng conduced the pilot, that outconme should be of
enough general applicability to be able to be of use
in different settings other than the pilot itself.

Thirdly, we have to have enough resource
to conduct the pilot and, hopefully, to expand the
pilot to other areas for the whole thing to have
practical inplications and to be of true practi cal
benefit.

Fourth, we would lIike to have the areas
selected for the pilots to have sone limted public
health inpact. In other words, we don't want to
target an area where the inplications for public

health is too great.
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Lastly, although we want to have |imted

public health inpact, we want the public health inpact
to be enough so that there is sufficient interest in
moving forward with the pilots. In other words, we
don't want too nuch risk, but we don't necessarily
want too little risk, because risk is al nost always
tied in with the interest |evel of the applicants.

In trying to cone up with areas that fit
those criteria, we took a | ook at the current way of
reviewi ng and approving license applications. For a
typical new |icense application, currently the
establishnent |icense application and the product
license application, a detailed subm ssion is
reviewed, and then it is followed through by a pre-

i cense inspection, and subm ssion plus the inspection
constitutes the entire revi ew process.

For changes, manufacturing changes, to be
reported to the license, once the |license has been
approved, it is done by a supplenental application.
Typically, the supplenental application consists only
of the subm ssion only, subm ssion wthout the pre-
approval inspection.

There's two noteworthy exceptions to this
current way of review ng and approving |license
applications, and that is in reviewing the irradiation
suppl ement and the red bl ood cell inmmunization program

suppl enent .
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Al t hough these are suppl enents, the way
that is reviewed parallels nore closely that of the
new | i cense application. That is, a detailed
subm ssi on which includes detail ed standard operating
procedures are reviewed, and then it is followed by a
pre-approval inspection before a decision is made on
the approvability of that application.

So irradiation and red bl ood cel
I mruni zati on prograns are exceptions in that they are
suppl enents. Yet they are handled nore |ike new
Iicense applications in terns of review el enents.

It also just turns out that the Ganma
irradi ation supplenent falls in the area of
transfusi on conponents; that is, conponents that are
intended for direct transfusion into humans. W have
used the nmenorandumissued in July of 1993 as the
starting point fromwhich to devel op the specific
pil ot guidance that will serve as tenplates, so to
speak, for you to use in converting that to a specific
standard operating procedure, suited specific for use
at your center.

Mary Ann Denham the Consuner Safety
O ficer in the Blood and Pl asma Branch, will go over
this in detail. She has extensive experience as an
i nspector, as well as a reviewer, and she is regarded
as the internal expert on the subject of Gamma

irradiation of transfusion bl ood conponents.
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The second area that junped out at us from
| ooki ng at how we review |license supplenents now is
the red blood cell imunization program N cely, this
represents -- This could be considered as the pilot,
specific pilot targeted for the source conponents
i ndustry.

Al t hough these are both bl ood conponents,
source conmponents are conceptually different from
transfusi on conponents in that these are conponents
that are intended for further manufacture into other
bl ood products or blood derivatives, and they are not
i ntended for direct human transfusion.

So even though they | ook the sane in terns
of a physical product appearance, their intended use
is entirely different and represents a -- the source
i ndustry represents a regulated industry that is
distinctly different fromtransfusi on conponents
i ndustry.

So, fortunately, review of the current
ways of | ooking at |icense applications reveal ed two
areas and, fortunately, the two areas happened to
respectively lie in the source area as well as the
transfusi on area.

Simlarly as in the Gamma irradiation
topic, we have used the March 1995 nenorandum on the
subj ect on red bl ood i mmuni zati on programas a

starting point on which to build a specific guidance
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to be rel eased under the pilot which will serve as a
tenplate for you to convert into a specific operating
procedure for your use.

Because CBER has witten this pilot
gui dance, or wll wite the pilot guidance, we
consider these as "pre-reviewed," allowing us to nove
directly into the inspectional phase of the eval uation
and omt the detailed review of the standard operating
pr ocedure.

El i zabet h Cal | aghan, prior Consuner Safety
Oficer in the Blood and Plasma Branch, who al so has
extensi ve experience as inspector as well as a
reviewer, wll go over this topic with you, and she is
our undi sputed expert on red blood cell inmunization
programinternally.

Now | should say one nore thing about the
red blood cell inmunization pilot. The red bl ood cel
i mmuni zati on program basically consists of three major
areas, the cell qualification area, the donor
I mmuni zati on and donor nonitoring.

For purposes of the pilot, we have decided
not to consider the cell qualification area, for two
reasons. Firstly, the cell qualification process has
a mandatory two-year quarantine period or at |east one
year, dependi ng upon exactly where you are in the
qualification process; and because of that nmandatory

quarantine period, we felt this to be of relatively
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little interest for those interested in gaining tinme
by not having CBER performan up-front review.

Secondly, our prior inspectional
experience has revealed that including this in the
pil ot would pose a public health risk that is nore
than what we are willing to accept at this point.

So based on considerations of public
health risk, in turn based on our prior inspection
experience, and because of the obligatory quarantine
period associated with the cell qualification, we have
deci ded not to consider this portion of the red bl ood
cell imrunization programas part of the red bl ood
cell imrunization pilot, and the pilot itself wll
then focus on these two areas.

So reviewi ng the current ways of license
application eval uation generated two obvious areas to
consi der, and applying these five nmgjor criteria of
measurability, generalizability, resource
consi derations, public health inpact, and interest
| evel has confirnmed that these two areas, which
readily lend itself to pilots, based on the current
ways of review ng applications, as two best candi dates
for the specific pilots to be initiated under the
broader Pilot Program

How well do these fit the criteria? W
feel that, because of the inspectional elenent

associated wth the two suppl enental applications,
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that the outcome under the pilot will be immnently
measur abl e t hrough the inspectional findings.

How general i zabl e are these findings?
That's a difficult question. However, recognizing
that the transfusion conponents industry and the
source conmponent industry are really two separate
wor | ds, however, within each world that the genera
operational concepts are simlar, and we feel that
havi ng broken up into two separate areas that the
outcone -- the experience that we gain under the Pil ot
Programw || be, at least to sone extent,
generali zable and allow us to nove forward to the next
phase of the pilot.

What about resource considerations? W
feel that, in terns of the Ganma irradiation pilot,
that nost blood centers interested in obtaining a
suppl enental approval for irradiation has already
received them

As Mary pointed out in previous
presentations, the huge peak in 1995 was because of
that, and that that peak has conme and gone. However,
there is still a steady baseline |evel of applications
for Ganma irradi ation, but that steady baseline |evel
is alevel that we feel we can handle with current
resource allotnment. However, we feel |ess sure about
our resource considerations in terns of the red bl ood

cell imruni zation program
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Qur prior inspection experience has
reveal ed that the inspectional process can be quite
tedious, and the | evel of requests for red bl ood cell
i mmuni zation programis at a |level such that this
makes us feel a little bit uneasy about our resource
| evel s.

VWhat about the public health inpact?
Agai n, our prior inspectional experience has reveal ed
that this has truly limted inpact, and that the
industry is -- the understandi ng about the Gamma
irradi ation anong the industry is such that we wll
not have too much concern in noving ahead with the
irradiation pilot. However, again based on our prior
i nspection experience, we feel |ess certain about
that, but having renoved the cell qualification aspect
of the red blood cell inmunization programfromthe
pilot, we feel nore confident that this can be
converted to an X

VWhat about interest level? Well, the sane
reason that limts the public health inpact also
lowers the interest level, as we anticipate. However
for the sane reason of the concerns about resources
and public health inpact is the very reason that we
feel that this is probably of reasonable interest from
the industry.

So the two areas that we target are not

perfect. However, this is as best as we can get, and
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these are the two areas that we propose to you for in
depth consideration today. So we are 30 percent done.

Basi ¢ concept nunber four: For each
specific pilot under the Pilot Program the viability
of a new licensing nechanismw ||l be tested. By now,
| hope it's clear to you the difference between the
specific pilots and the overall Pilot Program

The pre-licensing inspection is the
cornerstone of the two pilots, and that is the
conponent of the pilot that allows us to assess the
i npact of conducting the pilot.

The pre-licensing inspection is to be
conducted within 90 days of your self-certification to
us that you adhere to the CBER prescribed gui dance
docunents rel eased under the Pilot Program and it
allows us to assess two things.

It allows us to assess the ability to
self-certify. It allows us to assess your ability to
self-certify, and this is an assessnent at the
i ndi vi dual application level. |In addition, it allows
CBER to assess the suitability of that particular area
as a pilot candi date.

Basi ¢ concept nunber five: The two pilots
are consistent wwth the existing biologic |icense
application and changes to be reported streanining
initiatives.

You' ve already heard in sone detail about
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the BLA initiative and the changes to be reported

initiative, and many of you probably have attended the
full blown workshop | ast year on the sane subjects.
Here | would like to sinply call your attention to how
the two specific pilots that we propose today fit in
with these two streamining initiatives.

Now t hese are targeted for the specific
pilots and not the entire Pilot Program As the Pilot
Program evol ves, the relationship of how all of this
fits may change, but we cannot do everything at once.
We have to do things one step at a tine.

We have an overall Pilot Program goal of
self-certification, and how we inplenent that as a
first step is the challenge here. Therefore, | have
chosen to depict the relationship only for the
specific pilots as it fits in the overall schene of
t hi ngs.

What's shown in red is what's current and
currently in effect, and what's shown in green is the
future. W are currently operating under ELA and PLA
i censing mechanism and we are currently in a
transition period to nove over to the BLA initiative
in the future.

The entire changes to be reported initiative --
| called it initiative, because that was recently
changed, October of 1997, by addi ng new reporting

categories, the changes to be effected in 30 days, the
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changes to be effected i medi ately, and the annual
report nechanism in addition to the already existing
prior approval suppl enment mechani sm

This changes to be reported nmechanismis
already in effect, and the prior approval supplenent
IS one category, one mmjor category, under the changes
to be reported licensing nmechanism VWat we are
proposing are two pilots that fit in as options to the
traditional ways of reporting prior approval
suppl enent s.

Just to look at this in a different way,
t he changes to be reported nmechani smconsists of three
maj or el enments, if you were to conbine these two as
one, three major elenments: The prior approval
suppl enent, the changes to be effected in 30 days or
i mredi ately or the annual report nechani sm and those
categories are arranged according to their |evel of
public health risk

Wth low |l evel of risk or at risk that we
consider to be mnor of public health inpact, we have
chosen to use the annual reporting mechani smwhere you
can sinply report to us what you have already done
within the past year. O course, if we happen to pick
out sone problenms or questions, we will be in
communi cation. Oherwi se, you will not hear from us.

The changes to be effected in 30 days is

basically the internediate | evel where you will tell
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us that you are going to do sonething either

i mredi ately or in 30 days, which gives us the ability
to intervene either very shortly after or before the
actual inplenentation of your proposed change.

We have chosen to use this nmechanismfor
itens of noderate public health inpact. But we still
rely on the prior approval supplenent nechani sm and
this nmechani sm obviously, is targeted for those areas
that we consider to be of nmajor public health inpact.

The sizes of circles here is chosen just
to give you a qualitative idea of the nunber of
suppl enental applications that we recei ve under each
category. By and large, the magjority of the
suppl enental applications that are received stil
consi sts of prior approval supplenents, although this
-- the sizes of this circle here is increasing every
day.

Now i f you were to draw in the |evel of
public health risk for new |license applications --
this whole slide is |imted only to changes to be
reported, but if you were to expand not only to the
manuf act uri ng changes to an approved |icense but
actually include the requests for an application
itself, it would be over here. It would be much
hi gher .

So, basically, we have chose to insert

this pilot to be inplenented in the near future under
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-- at arisk level where it's likely to be of
sufficient interest because of its reasonable public
heal th i npact and not applications that one m ght
consider trivial. However, we have chosen to stay out
of the new |license application area where we feel that
the risk is definitely too much to be acceptabl e under
a pilot program

Just one nore comment about the prior
approval supplenent, which is the category that
contains the proposed two specific pilots. There's
two types of prior approval supplenents. You can
categorize many things in many different ways, but for
t he purposes of this discussion | have chosen to
categorize it this way.

There is a prior approval supplenent that
seeks to reduce the reporting level of a particular
application request, and that request to report under
a different category -- the request for an el enent
that is pre-determned to be in the PAS category, a
request to go fromthat category to sonething | ower
than that such as CBE-30 or CBE or even annual report
-- such a request itself has to be approved up front
as a prior approval supplenent at |east once but, if
approved, that request will then allow you to report
under a | ower category.

This we have called the conparability

prot ocol where the prior approval suppl enent proposes
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to report the changes under a | ower category than

previ ously determ ned.

In addition to the conparability protocol,
there is the nore commonly understood PAS reporting
category that's fixed -- that is, the reporting
category as predeterm ned as a way of ensuring public
heal th safety.

For those fixed reporting categories, we
have those that have the pre-approval inspection as an
el emrent or those without that pre-approval inspection
review element. So of the ones -- O the fixed PAS
reporting category wth pre-approval inspection,
point out this is the exception, and this is the
usual . W have two mmj or exceptions, as you saw
before, the irradiation and the red bl ood cel
I mmuni zati on program

So pilots that we have selected are prior
approval supplenments with an inspection el enent which
allows us to assess the inpact of conducting the
pilot, and again these are Ganma irradi ation and red
bl ood cell imunization prograns, and | hope by now
you have a good appreciation for the thought process
that went into selecting these two areas as the pil ot
candi dat es.

So in terns of options for the applicant,
if you are interested in supplenenting your license to

i nclude Ganma irradi ation for transfusion conponents
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or the red blood cell immnization programfor source
conponents, you used to have just one option. You
sinply submt your subm ssion to us, |let us eval uate,
|l et us do the inspection, and a decision will be
forthcom ng.

To that we propose to add an option, which
is the self-certification to a CBER prescribed pil ot
gui dance docunent or nonograph, and that option
represents the specific pilots.

Ckay. Now we are 50 percent done. Basi c
concept nunber six: The two specific pilot guidances
are currently being devel oped, and will be finalized
under good gui dance practi ce.

This speaks to the inplenmentation date or
the exact date of the pilot being effective. Under
good gui dance practice or GGP, it can either be three
maj or steps or two steps, based on the level of public
heal th risk

What's shown in yell ow here represents
what would be, if it was a sinple two-step process,
but I"'mafraid for the pilots we'll have to go through
the entire process as it represents significant change
and potential for public health risk.

The gui dance has to be first devel oped and
desi gnated as being either level 1 or level 2, and has
to receive internal clearance. That can then

i mredi ately nove to the notice of availability of the
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final guidance or it can go through notice of
avai lability or NOA of the draft guidance in the
Federal Register.

Foll owi ng that notice will be a comment
period during which the industry is invited to make
comments. Those coments will be analyzed. The
docunent will be accordingly revised, and we'll go
t hrough a repeat cl earance process or sone iterations
bet ween these two steps until the agency feels that
there has been -- that the docunment is now ready for
final guidance, at which tinme the notice NOA will be
publi shed in the Federal Register of the final
gui dance.

At that point of publication, the Federal
Regi ster will say exactly when the particul ar gui dance
will be effective. That's -- So | ook out for the
notice in the Federal Register. It will tell you when
exactly the pilot and the pil ot guidance docunent wl |
be effective.

So what we propose today here -- VWhat we
are describing today will not be effective until you
see this notice, but the cooments to this guidance are
al ways wel cone, even after its being effective.

Basi ¢ concept nunber seven: Once the
pi |l ot gui dances have been finalized, once it has been
finalized -- and finalized is the key word here --

alternatives or nodified versi ons cannot be consi dered
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as a specific supplenental application.

In other words, alternatives or nodified
versions is always wel cone at the |evel of the
gui dance docunent itself. In terns of shaping or
reshapi ng the gui dance docunent, the comments are
al ways wel cone and will be considered. However, at
the I evel of each specific application, once it has
been finalized, alternatives or nodified versions
cannot be consi dered, and here is why.

In terns of guidance docunents, the
typi cal CBER gui dance outlined GV recommendati ons
and, if firnms have an alternative route that affords
equi val ent public health protection, the applicants
are wel conme to propose that alternative way of doing
things, and it will be considered -- reviewed,
consi dered and approved, if appropriate.

The gui dance to be rel eased under the
Pilot programrepresent, so to speak, "pre-reviewed"
licensing criteria which was intended to obviate the
prior review of that supplenent. So if you propose to
deviate fromthat, there is no way for us to assess
the inpact of that until we reviewit; and once we
reviewit, it defeats the purpose of the pil ot
program So by definition, no nodifications can be
consi dered under the pilot programat the |evel of
specific license application.

Basi ¢ concept nunber eight: Applications
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under the pilot nust be submitted as a variance
request under Title 21 CFR Section 640.120, a

vari ance request to the regulation 21 CFR 601.12(b)(3)
whi ch outlines the requirenents for the PAS reporting
category within the changes to be effected reporting
requi renent.

What does 601. 12(b)(3) say? It basically
states that the prior approval supplenent shal
contain detail ed descriptions, protocols and data to
support the proposed manufacturing change and an
assessnment of the effect of that change on public
health risk, as well as sone other requirenents.

As a pilot, we are endeavoring to deviate
fromthis regulatory requirenent, which is sound, but
internms of nmoving forward with a pilot programto
test a different way of doing things, we cannot apply
the rule inits literal sense. W have to nove to an
excepti on.

As an exception -- To nove forward with an
exception, that puts us in the variance request
category or a legal mechanismthat allows us to
deviate fromthe detail ed regulatory requirenent
specifically outlined in 601.12(b)(3). So |I hope
that's clear as to why we have to use this regul atory
mechani sm

Basi ¢ concept nunber nine: The evaluation

criteria to determ ne the success or failure of the
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pil ots have not been rigorously defined. That's of
necessity and by desi gn.

How do we determ ne whether or not a pil ot
is a success? In trying to determ ne whether or not
we have a reasonabl e database to nake an eval uation
to begin wth, we have to have sone idea of how many
nunber of applications that we have to process, and we
have to have sonme idea of the tineline. These are
difficult decisions to nake.

We have arbitrarily chosen approxi mately
one year for the tineline, but we have no idea exactly
how many applications wll be received during that
time. We have no idea of the interest |level fromthe
public and the regulated industry to take advantage of
the optional PAS reporting category, as outlined by
each specific pilot.

We hope to use the findings at inspection,
again the cornerstone of this pilot program as
defined today, to determ ne the nunber of applications
and the actual tineline that should be. What we find
at inspections in terns of uniformty of the |evel of
adherence or conformance to the CBER prescribed
docunents or nonographs and the public health
inplications of each of those findings will determ ne
how many applications we have to ultimately assess and
what the actual tineline will be.

So in a sense that you can view this
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process that we're follow ng as bei ng sonewhat

anal ogous to the drug approval nechanism which may
not be all that famliar to this audi ence, but

typically when a new drug is being devel oped, sponsors

or conpanies wll follow under a investigational
protocol Phase |, Phase Il, Phase |II1l devel opnent al
processes.

Phase | is where you typically test out an
i dea, and one of the major goals of the Phase | is to

define paraneters by which you will conduct a nore
definitive or Phase |11l study.

W are following a kind of a simlar
concept. W have, by design and of necessity, not
defined the actual paraneters at this point, because
we have little to base that kind of decision. W
don't have enough information dat abase.

This initial pilot -- Under this initial
pilot we hope to gain that information on which we can
base a nore definitive pilot, and that leads into
expanding the pilot -- the pilot program | should
say.

So at this stage -- At this initial phase
of the Pilot program the two specific pilots are
bei ng conducted with sone idea of the |ong term goal
under the Pilot program but w thout specific concrete
m | estones to capture, and this is again where we need

your input as well.
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In terns of the inmediate outconmes once
you make an application, what can we expect? Well, we
hope it to be an approval letter as soon as the
i nspection is schedul ed and conducted wi thin 90 days.
But that may necessarily not be the case, in which
case you will receive a conplete review letter, as you
al ready have, when you application is not approved at

the first go-round. But that review letter wll be --

will sinply state whether or not -- Well, once that
review letter is witten, it will ask you to -- it
will informyou that your application has w thdrawn

fromthe pilot, and it wll explain the reasons why,
and it's nost |ikely going to specifically cite the
i nspectional findings as evidence of the fact that you
have not been able to truly self-certify adherence
according to the inspectional findings and, therefore,
we are basically not considering your application
under the pilot. But that is not to say that your
pilot -- that your application cannot be consi dered.
Basically, once that review letter is
witten, then in your response back to us you have to
apply conventionally. That is, you have to submt to
us your operating procedure as you always have in
obt ai ni ng approval for the changes that you propose.
kay. So we are now at the |ast concept.
We have -- In terns of expanding the Pilot, a plan to

expand the Pilot program currently |oosely defined
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based on the key idea of self-certification, to

applications other than those covered by the two
specific pilots has not been defined. This is where
we need your input.

There has been sone discussion wthin CBER
as to how we m ght expand the pilot -- expand the
Pilot programfromthese two initial pilot proposals,
but those discussions are rather premature, because we
have no experience gl eaned yet fromthe two specific
pilots.

We have sone concrete ideas. However, we
purposefully will not present them here, for the fear
that you m ght m sconstrue them as agency positions,
and also to trigger you to independently think and
propose to us, rather than sinply parroting back on
our initial proposals.

So the plan to expand the program again
of necessity and by design, has not been rigorously
defined, and we woul d appreciate input on this.

So | have chosen the red background here
to indicate to the audience that we are now at the
concl udi ng phase of this presentation, but after
having done so, | realized that this list of ten basic
concepts begin to ook |like the Ten Commandnents. But
| assure you, this is not the Ten Commandnents.

These are sinply basic concepts which is

imm nently nodifiable, based on your input, and that's
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the repeating thene of today's workshop that you' ve

heard from speaker nunber one through -- that you wl|
continue to hear until speaker nunber | ast.

The workshop is an interactive process.
The whol e idea of the Pilot programrests on the idea
of self-certification. In fulfilling this goal we
start out with two initial specific pilots under a
broader Pilot program and these two pilots represent
optional PAS reporting categories as a new |licensing
mechani sm

The two specific pilots, which are
el ements of the options to the prior approval
suppl enent reporting category, wll support your
suppl enent requests to the current ELA/ PLA |icense,
but in the future to the BLA, the biologics |license or
BL, | shoul d say.

The whol e specific pilot and the Pil ot
programitself will be inplenented according to the
gui del i nes established under good gui dance practi ce,
and this is specific guidelines that the agency has
made public statenents about in the past.

Once the pil ot guidances or nonographs
have been finalized, nodifications to that guidance
cannot be considered at the individual application
| evel, but can be considered at the overall program
| evel .

The whol e program has to proceed as a
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vari ance request, because after all, the pilot is an
exception to the usual way of doing things. Once we
have gl eaned sufficient information under the
exception variance request route of conducting |icense
reviews, then it behooves us to eval uate the inpact,
and we have to base our experience on this initial
pilots that | have alluded to just a few m nutes ago
as being anal ogous to the Phase | stage of drug
devel opnent. You m ght consider this being as the
initial Phase | stage of a new policy devel opnent.

Based on that review experience gained
under the specific Phase | stage, we wll fornulate a
nore concrete plan to expand the programso that it is
of nore use to you; in other words, in true
streamining effort to reduce the reporting burden,
yet not conprom se public health risk

So we have allotted anple tinme today for
panel di scussions and question and answer sessions,
and please wite, if you don't speak today. There's
vari ous ways of doing that, but obviously, there wills
be dockets under each specific pilot guidance. But in
addition to that, please feel free to conmunicate nore
informally directly to the Bl ood and Pl asma Branch,
and you're welcone to direct your comments to
attenti on ny nane.

That basically sunmari zes the ten basic

concepts that |I've tried to go over. | hope that sets
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the stage for nore in depth discussion of the two
specific pilots for the Gamma irradiation as well as
the red cell i1imunization program Thank you.

( APPLAUSE)

MODERATOR CONLEY: Jong's allusion to the
Ten Commandnents struck nme, because you'll renmenber
that the first tine Mdses went up on the nountain to
get the Ten Commandnents, he cane down and found that
t he people had turned away fromthe Wrd. That is not
the goal of this process to find that everybody has
taken absolute liberty and freedons with the right way
to do the process, and we will want to discuss sone of
that -- those risks, as we proceed further this
af t er noon.

Jong has given you enough of an outline
that you understand where we are in the process now,
that we are discussing very much at the front end a
potenti al new approach. One guidance docunent is
avai |l abl e as of yesterday, a second to be done in the
not too distant future. Comment will be inportant.

This is not sonething you can go hone and
do now or even when the draft guidances are publi shed,
but when they are published as a final, then it's
sonet hi ng you can take action on.

As you listened to or think about what
Jong had to say, and as you listen to the additional

presentations today, we would like for you to think
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about the discussion questions that are in your

package.

So if you would pull that gray sheet out
and ook at it with ne now briefly, I would like to go
over it, to put themin your mnd and to start the
t hi nki ng process, not to draw boxes around what you're
considering but to start the process of what you're
going to think about.

Now ny slide tray should have a second set
of slides that you can cue it to, please, and we'll
keep the lights up since people are reading. Not too
| ow, please.

First, is the concept of self-
certification valid? You don't want to be too full of
yoursel f and the work you do, but as Consuner Safety
Oficers at the FDA, | can tell you we often review
SOPs that are in conflict with each other, that may be
i1l conceived, that may be | acking detail, that may
have outright errors in them that may not support the
regul ati ons or good manufacturing practices that are
out there.

So | would like to pose the question to
t he audi ence to consider, has the FDA review of your
SOP becone a critical part of your QA process? If it
has, is it sonething that you can, within your own
organi zati ons, provide adequate substitutes for an

equi val ent review or not?
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Can we expect that the blood industry wll
conformto a published standard? In other words, are
t he products that bl ood bankers deal with routinely so
i nherently variable that it wll be difficult or
i npossi ble to publish a single standard that the
industry is willing to adhere to; or to put it another
way, are the tenperanents of those that are in contro
of bl ood banki ng such that adherence to a published
nmonogr aph or standard is not a reasonabl e approach?

W want to ask this afternoon how many of
you here today represent an applicant who woul d be
interested in participating in one of these pilots, or
how many of you are aware of coll eagues that you think
woul d be interested in participating in one of these
pilots, because again we have to prove that the system
wor ks before we can nove ahead.

The future may be to have many or possibly
all of the routine blood products through a nonograph
review Clearly, we won't have the staff to always
have a pre-license inspection be a conponent of that.
So part of what we're trying to prove through the

pilot and the pre-license inspection is that it is a

systemthat can stand on its owmm. | think it's a real
question I'll really be interested in your input
t oday.

The next two questions are really

conpani on questions, because they're about the two
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particular pilots that we're tal ki ng about today, both
irradi ation technol ogy and the red bl ood cel
I runi zati on approach.

The question really is technical in
nature. Are the proposed guideline for one that you
have in your handouts today or discussion about a
guideline -- are they technically sound and
scientifically sound and accurate to that point?

A lot of these kinds of coments will
requi re supporting docunentati on about why you think
that the technical issues should be addressed in a
different way. You may not have that at your
fingertips today. W certainly want to hear your
comments, and again with the opportunity to respond in
writing, then you can provide supporting
docunentation, scientific evidence why you m ght
di sagree with the outline.

Further, we have to decide what criteria
we're going to use to evaluate this self-certification
pilot. While we've discussed a lot internally, it's
clear, as Jong said, that this is a new experience.

So how many participants should be a
basel i ne before we would call the program a success or
not? Three? Six? Ten? Twelve? Being that both of
t hese approaches have been around for a while, it may
be difficult to get |large nunbers, but it's inportant

that we prove that the system works.
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What obj ective evaluation criteria should
be used to judge an individual self-certification
applicant as either being successful or not under the
self-certification progran

Qobvi ously, one standard could be no 480
cites on the inspection. |I'mnot sure if that's
reasonable or not. Should we say only m nor 483
citations? Wat would constitute a mnor citation?
Again, we're in an arena that is new enough to us that
we would really like the input fromthe industry.

| f the concept of self-certification
agai nst a published standard proves to be sound, what
products or processes should next be included in the
progranf? W've started with two here in the pilot.
| f the approach proves sound, you heard Dr. Epstein
say this norning that we're posed to nove as quickly
as possible forward in applying it to additional
products to streanline.

Finally, what is the best way to involve
the industry in future devel opnents? There have been
t hings that have been tried in the past. W' ve worked
with the Coalition for Regul atory Reform Perhaps
that would be the group to work with again in
devel opi ng new gui dance docunents or new nonographs,
but again, frankly, that's not totally clear to us.

W would like to hear fromyou, the

i ndustry, the manufacturers, do you feel that the
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Coalition, the CFRR 1is an adequate representati on or
representative for your needs and desires and things
that are inportant to you, or would you prefer that
the FDA assenble its own panel of representatives from
licensed applicants. |If so, how should that panel be
assenbl ed? Do you have a concept of how future

gui dance docunents or nonographs shoul d be produced?

Even if you identify an agency
representative that you think should work on these, do
you prefer that FDA do the first draft and then cone
to them or would you prefer that industry do a first
draft and then conme to FDA?

We're blazing new trails. Lots of options
are open to us. The kinds of things that |'ve asked
you to think about here should not draw boxes around
what you're going to think about, but instead to just
open up the area for discussion. So please think
about those. This afternoon it's going to be your
show, and hopefully, have sone good give and take.

"1l remnd you that there are cards in
your folders where you can wite down your questions,
| egibly and carefully considered. You' re welcone to
give themto nme or to people at the front desk, and
after lunch we will have people circulating in a room
to collect those.

When we reach our discussion tine, we wll

first try to answer the questions through our panel,
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and then we will, after a break, invite open
di scussion on the issues. So, hopefully, you're
r eady.

Qur next presenter is Mary Ann Denham
Mary Ann is a Consumer Safety Oficer in the Division
of Bl ood Applications. She joined the FDA in 1991.
Prior to joining the FDA, she worked in a variety of
adm nistrative and technical positions in blood
banki ng. She's a Registered Med. Tech. and a bl ood
bank specialist.

She received her B.S. degree in nedical
technol ogy fromthe University of Kentucky, and is a
strong supporter of University of Kentucky athletic
teanms. She also has a certification in clinica
i mmunohemat ol ogy fromthe University of Tennessee and
an MBA from Jacksonville University.

Mary Ann will present the information
included in the nost recent draft gui dance docunent
that you received this norning on the irradiation or
bl ood products.

M5. DENHAM  Ckay. Well, trust nme. Just
because the weather this past week was |ike Florida,
you can get in the nmood for Christmas. So this is
where |'d rather be, on the beach.

| wanted to tease Mary. Since | have a
degree fromthe University of Tennessee and the

University of Kentucky, |I'mrooting for the University
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of Kentucky.

Today we're going to tal k about Gamma
Irradiation, and you got the draft docunent that was
publ i shed yesterday afternoon. So |I'mgoing to go
over the points of the docunent.

As you know, I'm Mary Ann Denham |[|'ma
Consuner Safety O ficer, and |I'mgiving you nmy phone
nunber, ny FAX nunber.

As you know, the reason why we irradi ate
bl ood and bl ood conponents is to prevent graft versus
host di sease. The reason why is the gamma radiation
decreases the nunber of viable T |Iynphocytes. This
occurs when viable T |Iynphocytes in the bl ood and
bl ood conponents engraft, multiply and react agai nst
the tissues of the recipient.

Those patients that are at risk are those
that are i nmunoconprom sed. Although there is sone
controversy over which i mmunoconprom sed recipients
are at risk, that should be decided by the hospital
transfusion service or the -- | should say hospital
transfusion commttee or the nedical review board.

The other at risk group are non-

i munoconprom sed reci pients who receive blood from
famly nmenbers. [I'mnot going to go into all the
details, but there is sonme background in your docunent
and, of course, there's alot in the literature.

The bl ood and bl ood conponents that have
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been inplicated in graft versus host disease are
primarily those that contain | ynphocytes and have been
reported in the literature. These are platelets,

pl at el ets pheresis, granul ocyte pheresis, whol e bl ood,
red bl ood cells.

Then the question cones up, well, how cone
you licensed other conponents for irradiation? Wll,
when it came right down to it, we licensed those that
requested irradiation. So that's the reason for that.
Those products are primarily ones who contain either
no | ynphocytes or few | ynphocytes and are not
generally reported in the literature.

Now t here's several nethods of reducing
| eukocytes, washing, filtration, centrifugation. 1|'ve
put a little note here under filtration. Since we're
probably going to do whol esal e | euko reduction in the
near future, it's inportant to renmenber that |euko
reduction does not elimnate the risk of graft versus
host di sease. So even though we are doi ng | euko
reduction, it's still inportant to do irradiation on
t hose products as well.

O course, the only nethod that's known
for inactivation of |eukocytes is the gama
irradiation.

Ckay. Now | want to make -- It's
inportant to nake clear that this is a proposed pilot,

and this is our current thinking. So we do appreciate

73



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

coment s.

I rradi ati on performed by an applicant
establishment: They should follow the GW regul ati ons
in 21 CFR 606. 210 and 211, and they should have an
unsuspended or unrevoked |icense.

| wanted to nmention training here, even
though we didn't put it in the docunent, that training
is part of GWwWs. It's inportant that the people using
t he equi pnment for irradiation should be trained
properly using the operator's nanual .

They shoul d know the risks of irradiation.
They shoul d be told what neasures shoul d be taken for
irradiation safety, so that the anxiety and the fear
of doing irradiation should be elimnated, and they
shoul d have annual retraining.

SOPs shoul d be devel oped, approved,

i npl enented, and nmaintained in the foll ow ng areas,
and we're going to discuss those, and |'ve given you
the CFR cites.

The comrent cane up, who approves it. It
shoul d be an internal approval process, either by the
aut hori zed personnel or the QA, whoever in your
facility is authorized to do that.

For the purposes of the pilot, we had to
elimnate sone variables to see if the pilot would be
effective, and one of the areas we did this in was in

the 510k cl eared bl ood irradi ators. | n other words,
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you have to be using a 510k cleared irradiator.

The next slide tells you the conpanies
t hat have been cleared by the FDA to do bl ood
irradiation. The reason we didn't include the |inear
accel erators is because the use of |inear accelerators
for irradiation of bl ood conponents is an off-I abel ed
use, and that presents a |ot of other variables in
trying to regulate this area. However, if you want to
use a linear accelerator, you can still apply under
t he regul ar PAS procedure.

Ckay. So your equi pnent, of course,
shoul d have manufacturer's instructions. Al
equi pnent should be qualified for use, and the
equi pnent shoul d be cali brated.

Now t hen the next question conmes up, what
is the dosage and the tine to deliver the dose? Wll,
in our previous neno we have used the 2500 Centi grade
targeted to the central portion of the container and
the m ni nrum dose of 1500 Centigrade at any ot her
point. So that's FDA's policy regarding the dose.

The tine required to deliver the dose
shoul d be based on the irradiation intensity of the
dose. Now each piece of equipnment should be provided
by the -- when you get your equi pnent, the
manuf acturer should provide a witten calibration of
the dose, the central test dose, and this calibration

certificate specifies what the dose started out or the
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intensity of the source started out -- |I'msorry.

The equi pnent that we've di scussed before
comes with either cesium 137 or cobalt 60. Now the
intensity of the source -- the dose will vary over a
period of tinme based on the decay of the dose -- |I'm
sorry, the decay of the source. So the source is
constantly decaying. So the irradiation tinme nust be
adj usted periodically over the |ife of the source.

The manufacturer wll provide a decay
table, and the tinme nust be cal culated on the central
dose rate that they've already provided and the
decayi ng factor.

The maxi mum nunber of units to be
irradi ated at one tine should be based on the
manuf acturer's instruction, and usually depends on the
size of the canister.

The total irradiation dose should not
exceed 5000 Centigrade to any portion of the
container, and this we all owed because, if your
i ndi cator did not work, this gave you an opportunity
to irradiate one nore tine.

Under the pilot another variable we
elimnated is, if you want to use 3000 or another
figure other than the 2500, that's not -- our proposal
is not to allow that under the pilot program

The next point is the indicators. The

FDA' s recomendation for irradiati on has al ways been
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t hat each batch shoul d have at |east one indicator.
This -- W have had several controversies over this,
but that's our policy.

If you want to put an irradiator -- | mean
an indicator on each product that you're irradiating,
that's perfectly okay. Now there's several on the
mar ket. Most of them are based on X-ray film and
it's inmportant that the indicator be stored in the
proper conditions according to the manufacturer's
di rections; because if you're using sonething |like X-
ray film if it's not in a dark area, then that
changes the color or darkens it, as a rule.

You need to verify that the indicator has
not been exposed to unacceptable tenperatures. Sone
of these cone with a little tenperature card that
changes the color with a dot. You should have an
expl anation of the expected results for each new | ot.
We recomend that you conpare it with the old lot. 1In
ot her words, just irradiate both the new |lot and the
old |lot.

Your SOP shoul d have corrective action, if
the indicator doesn't work and, of course, this should
al ways be docunent ed.

Labeling: Permanently -- The product
shoul d be permanently | abeled as irradiated on the
product label. Even in the pilot as in the regular

PAS, | abels have to be submtted to CBER for review
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and approval. Only FDA approved product codes and
names shoul d be used.

It's inportant to point out here that the
indicator is not a label. | see that in SOPs and
everything, but it is not a label. 1t's an indicator.
That's the only purpose. The purpose of the indicator
is to say you turned the machine on, and it operated.

The little purple attribute | abel that was
put up in the lefthand corner in the original |abeling
requi renents is no | onger applicable, and there shoul d
be no tie-tags.

Ckay. Now we're going to tal k about the
dating period for the products. As you probably know,
the red blood cell products are the ones nost affected
by the irradiation. So based on scientific data, the
28 days fromthe date of irradiation is the dating
period on red cell products, or that should not exceed
the original expiration date.

There's no information regardi ng adverse
reactions for the platelets and plasma products from
the irradiation. So that should not be changed. So
it should be the sane date.

Okay. Now let's talk about quality
assurance. There's two points to the quality
assurance, process validation and the quality control.
When we're tal king about validation for irradiation,

it nmeans neasuring the amount of irradiation absorbed
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by the product, including a | oad configuration using

pre-det erm ned paraneters.

I n other words, you need to follow the
manuf acturer's directions of how the machi ne shoul d be
packed and so forth. 1t should be perfornmed on a
fully | oaded cani ster, whatever the manufacturer
recommends, and it should be perfornmed using a
dosi nmetry system

Now your dosinmetry system shoul d generate
a dose map, using the dosage that is going to be used.
If you' re going to use 2500 Centigrade, don't do your
dose map at 3,000. You' d be surprised at the nunber
of subm ssions that cone in that way. So 2500
Centi grade should be what your dose map shoul d use --
be set for.

The dose map is used to evaluate the
relative dose, not to adjust the tinme of the
conponents. The dose map shoul d be done when the
machine is put into service and annually for cesium
137 machi nes and sem -annual ly for cobalt 60 nachines
and, of course, after mmjor repairs.

The dose map is the dose distribution.
The dosineters are used to map the dose distribution
in the canister. This is examned to determne if
there are areas where there's not going to be a 1500
Centi grade |evel.

Usual ly this happens at the top of the



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

80
cani ster, at the bottomof the canister. A |lot of

peopl e who have | ower dosage at the bottom use a
spacer. Most of those are usually styrofoam If it's
at the top, then they avoid packing at the top.

These dose naps are done using a phantom
or a blood bag that has TLD chips. There are any
nunber of ways to do that. The nmedium for dosinetry
should closely resenble blood, and in the literature
you have water. The acrylic is used. So whatever
would -- is in the literature that woul d be
recommended, but | think nost people are using the
water or the plastic.

Ckay. In using your -- In starting up
your machine or putting your machine into service, you
should run three test runs. That neans, in other
wor ds, you pack the canister like you plan to use it
all the tinme, and run three procedures. You do this
when you put it in service and, of course, after major
repairs. It's inportant for QA to review these
pr ocedur es.

Now qual ity control: Equipnment: Quality
control is perfornmed on a schedul ed basis. Usually
this is determ ned by the manufacturer. Each date of
use, the tiner should be checked, and there should be
a visual check at the turntable.

One of the areas where there have been a

| ot of problenms is with the turntable. Sone of the
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machi nes have a w ndow that you can check it through

Sonme of them have a period before you have to shut the
door that you can see that the turntable is noving.

Your tinmer should be checked nonthly
agai nst the National Institute of Standards and
Technol ogy's tiner. This can be done by phone. They
have it on a tel ephone that you can just call up and
get the thing and just check your tiner, or you can
have a NI ST certified tiner.

The next area is periodically to do a
| eakage. This is to determne if you have | eakage
fromyour machine. These machines are really very
safe. They have a credible anmobunt of lead in themto
prevent any | eakage, but it is inportant to check
t his.

There are two ways this can be done. One
is using a Geiger counter. The other is using a wet
wi pe and then counting the w pe.

We have not recomended enpl oyee badges,
primarily because that's the purview of the Nucl ear
Regul at ory Conm ssion or the state who is responsible
for radioactive material. However, if you do use
enpl oyee badges, the current |egal dose is 100
mlliranms per week. | have al so seen badges on the
machi ne to check | eakage. So --

O course, record keeping: There should

be docunentation of the significant steps in the
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process, the duration of the irradiation process and,

of course, it's inportant that your products not be
out of the storage tenperature for |onger than 30
m nut es.

The dose for each batch should be
recorded, the identity of the person performng the
irradiation, the date, tine and site of the
irradiation, if you're not the one -- if it's not
bei ng done at your facility.

Now in the pilot we did recommend that the
irradiation could be perfornmed by a contractor, as
|l ong as they were using the 510k cl eared machines. So
again here you have to have standard operating
procedures so that the contractor knows what he's
supposed to do, and you know what you're supposed to
do.

The contractor should know that he has to
regi ster, and there are legal responsibilities. There
should be a witten agreenent stating what they're
doi ng and what you're doing, so that everybody is on
t he sane wave | engt h.

It should be noted here on the inspection,
when the pre-license inspection is performed, the
contractor will also be inspected. |If in the future
a contractor is added or changed, then a PAS
suppl ement wll have to be submtted.

Ckay. We're back on the beach. If
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anybody has any specific comments or questions about,

you know, the specifics of the irradiation, 1'll be
glad to answer those. No? Back in the back?

M5. GALSKY: (QUESTI ON FROM THE AUDI ENCE)

M5. DENHAM As long as it's in the SOP,
we don't have any -- W don't say they can't.

M5. GALSKY: | know.

M5. DENHAM Most of themdon't want to.
At | east that's been ny understandi ng when |'ve
i nspected. They don't want to | abel the product.

M5. GALSKY: In our case it's only a
t ransfusi on servi ce.

M5. DENHAM |'m sorry?

M5. GALSKY: It's an associ ated
transfusion service. |It's under the sane parent. It
woul d be okay?

M5. DENHAM  Sure. It would be okay for
themto do that, as long as it's in the SOP and
everybody understands who's | abeling and how. | think
there's sone feeling that, if they're -- The
contractor should read the indicator. You know, they
woul d have to be know edgeabl e about the indicator so
that they would know if the irradiation was perforned
properly.

So then they could put the | abel on.

M5. GALSKY: Ckay, thanks.

M5. LeBEAU-LAIRD: H . WII the pilot
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i ncl ude both facilities that have their own irradiator

as well as facilities that send their irradiation to
anot her facility?

M5. DENHAM  Well, they would be the
contractor. The other facility would be the
contractor.

M5. LeBEAU-LAIRD: Okay. But | nean, that
woul d be included in the pilot?

M5. DENHAM  That woul d be included in the
I nspection, yes.

M5. LeBEAU-LAIRD: No, no. In the pilot?

M5. DENHAM Yes. Both the contractor and
the other facility would be included. Ckay? Dd |
answer your question? GCkay. Anybody el se?

MODERATOR CONLEY: Before you run off,
just a comment on contract issues; because under -- As
we becone nore |ike the rest of FDA in the regulatory
process, we expect to see nore contracting by |icensed
manuf acturers.

Just renenber that the product bears your
| i cense nunber, and you are responsible for the
product. So as |long as you have coordi nated SOPs and
have appropriate QA oversi ght over your contractor,
there's no problem having a contractor do
manuf acturing functions, including |abeling, on your
behal f. Just nmake sure it's under control, and it's

i ncluded in your QA oversight.
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We're doing very well on tinme. 'l

rem nd you that you have cards for questions.
Especially if you' ve got anything that's really going
to stunp us, it would be nice if you turned it in
before lunch so we can argue -- discuss it over our
own | unch

O her than that, we will break now. W
wWill return pronptly at 12:30 and begin again. You' ve
got a nice lunch break. Enjoy your time in Rockville.

(Wher eupon, the foregoing nmatter went off

the record at 11:29 a.m)
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A-F-T-EERNOON S ESSI-0ON

(12:40 p.m)

MODERATOR CONLEY: Did everyone have a
good lunch? The one thing |I'm amazed about, since |
cane to FDA, are the nunber of restaurants that you
can find up and down Rockville Pike in this
nei ghbor hood. You can usually find sonething you
like.

A coupl e of additional rem nders and
asides. Qut on the table this norning when you cane
in was the announcenent of the availability of the
| SBT | abel i ng docunents through the FDA. Just a
rem nder that you -- that's there to rem nd you that
it's available, and it's sonmething that we shoul d al
be | ooking toward, using that standardi zed | abeling.

Al so in your package are eval uation forns.
| nmention that now in case sonebody does have to | eave
before the end of the neeting. How often do you get
to evaluate the FDA? W woul d appreciate it if you
woul d take tinme to fill that out about the useful ness
of the workshop and the opportunity to conment on
future initiatives.

"Il rem nd you again that you have cards
in your folders or, if you' ve already used up your
three cards, you can certainly borrow one from your
nei ghbor or wite it on a scrap paper. W have a nice

stack of cards to start off our conversations this
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af t ernoon, but we woul d appreciate nore.

Qur next speaker is Elizabeth Callaghan.

El i zabeth is a Consuner Safety O ficer in the D vision
of Blood Applications in CBER  She is presently
detailed to the Ofice of the Director to work on the
bl ood action plan and the rewite of the requirenments
in the Code of Federal Regulations for bl ood and bl ood
conponent s.

She al so provides guidance to the
regul ated industry, trade associations, consultants,
consuners, FDA investigators, FDA district offices and
ot her centers in FDA

El i zabeth received her B.S. in Med Tech
fromthe State University of New York at Stonybrook
and her MS. in biology fromSt. Johns in New York.
She al so has her SBB certification.

She will present the information included
in the nost recent internal draft of our proposed
gui dance docunent for the use of red blood cells for
the i muni zation of plasma donors. Elizabeth.

MS. CALLAGHAN: Wl cone back, now that you
can all go to sleep and not pay too nuch attention to
ne.

Can | just do the first slide? The second
pilot programthat FDA is proposing is for the
i mruni zati on of source plasma donors using i mmunogen

red blood cells obtained froma |icensed supplier.
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After Gl's glowng introduction, this is
sort of redundant, but Mary Ann insists | keep it in
here for consistency. | would also like to take this
time to thank Mary Ann for making up all these slides
while | was in Florida on vacation.

The first section | would like to cover
concerning the red blood cell inmunization programis
applicability. 1In order to participate in the pilot,
the source plasma manufacturer must hold an
unsuspended, unrevoked |icense for the manufacture of
source pl asna.

The purpose for participating in the pilot
programis that the source plasma manufacturer seeks
to supplenent his or her license to include a red
bl ood cel |l i mruni zati on program

To participate in the pilot program the
source plasma manufacturer nust obtain the i nmunogen
red bl ood cells already thawed and degl ycerolized from
an approved manufacturer per a witten agreenent. The
witten agreenent will be reviewed at the tine of
i nspecti on.

The supplier of the i nunogen red bl ood
cells nust hold an unsuspended, unrevoked |icense, and
the supplier nmust be approved for the preparation of
t he i munogen red bl ood cells.

In order to apply to participate in the

pil ot program the applicant nust submt a conpleted
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FDA Form 356h. Although this formis not approved yet
for the use by blood and pl asna establishnents, it
wll be by the tinme these pilot prograns go into
effect, a self-certification statenent that indicates
the manufacturer's conpliance with all applicable FDA
regul ati ons and conformance with the specific
licensing criteria for the i munization of source
pl asma donors with red blood cells, proposed |abels to
be used on the product, and a request for a variance
under 21 CFR 640.120 to the provisions of 21 CFR
601. 12(b) (3) which requires detail ed subm ssions
i ncl udi ng SOPs and val i dati on dat a.

At the tinme you submt the docunents to
FDA, you should be ready for inspection and have at
| east five donors participating in your red bl ood cel
i mmuni zation program |In order to be considered for
i censure under the pilot program the source plasm
manuf act urer must have the follow ng requirenents in
pl ace: nedical oversight and quality assurance;
st andard operating procedures which pertain
specifically to the immnization program
manuf acturing records and a final product |abeling;
and records including nonitoring of the immnization
red bl ood cell supplier.

Let's discuss these requi renents one by
one. First, nedical oversight and QA: The applicant

must be able to denonstrate that the red bl ood cel
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I mmuni zation programis under the direction and
supervision of a qualified |icensed physician.

By qualified, we nmean that the physician
in charge of the programat the |ocation seeking
i censure nust have a thorough understandi ng of what
the programis about, what problens the donor may
encounter and how to deal with them why donor
anti body titers are reviewed and their relation to
whet her i mmuni zation red bl ood cells should or
shoul dn't be given, and the physician nust be able to
clearly convey this information to the potenti al
participants in the program

| nspecti onal observations have found that
this is where nost prograns are | acking. The
physi cian in charge of the program does not seemto
have a total conprehension of what he should be doing.

In addition, the applicant nust
denonstrate that their quality assurance program
i ncl udes oversight of the red blood cell inmunization
pr ogr am

Second, let's discuss the SOPs. The
source plasma manuf acturer nust devel op and nmai ntain
st andard operating procedures to control all relevant,
specific aspects related to the i munization program
And to sound like a typical FDA person, these should
include but are not limted to the recei pt and storage

of inmmuni zation red blood cells froma |icensed
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supplier, the procedures for donor-cell matching and
for scheduling of inmmunization injections, the
procedures for preparing the i munization red bl ood
cells for injection, the procedures for obtaining the
i nformed consent fromthe donor, the procedures for
actual l'y i mmuni zi ng the donors using the red bl ood
cells and for nonitoring the donors, both for adverse
reactions after the red cell injections and for the
production of anti bodi es.

Ckay. Now let's discuss sone of the
specifics of the SOP requirenents. The SOP for
recei pt and storage of the imunization red bl ood
cells should include: The immnization red bl ood
cells nmust be eval uated upon recei pt fromthe supplier
in order to verify that the proper shipping
tenperature of 1-10C have been naintai ned and the
| abel ing accurately reflects the product.

The | abel and any acconpanyi ng
docunent ati on shoul d include the product nane, ABO and
Rh, the volunme of the product, and identifying
i nformati on which allows tracing back to the original
donor and to all the procedures involved in the
manuf acture of the product.

The product | abel should al so include the
storage tenperature, the expiration date, a cautionary
statenent for RBC i nmuni zation only, the nane, address

and registration nunber of the supplier, and the | abel
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shoul d not cover the entire vial to permt visual
exam nation of the contents.

The i muni zation red bl ood cells should be
stored between 1 and 6 degrees Centigrade, in order to
hel p assure product sterility and the integrity of the
red bl ood cell antigens.

The SOPs for donor cell matching and
pl anni ng of the imunization schedul e should indicate
that a nedical director selects the donors to
participate in the inmunization program based in part
on the know edge that future pregnancy is not
possi bl e, whether the donor has preexisting
al I oanti bodi es, and the potential for devel opi ng new
al | oanti bodi es, any previous history of donor exposure
to the red blood cell inmmunizations.

The exposure of the donors for
i mmuni zation red blood cells should be mnimzed as
much as possible in order to mnimze the risks of
devel opi ng unwant ed al | oanti bodi es, and the possible
exposure to infectious di sease agents, and a specific
exclusion criteria for participation in the program
"1l discuss these in a little while.

A donor record file nust be established
and mai ntai ned for each donor participating in the
program The source plasnma donors nust neet al
normal donor suitability requirenents.

Now back to the inclusion and excl usion
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criteria. The inclusion and exclusion criteria should
indicate that a qualified, |icensed physician
responsi bl e for the selection of donors, including
ensure future pregnancy is not possible, the matching
of the immunization red blood cells according to the
donor's antigen cell type, review for any preexisting
al | oanti bodi es, and the devel opnent of additional

al |l oanti bodi es, and a plan to eval uate each donor's
speci fic i muni zati on schedul e based on the donor's
response to the i muni zation and any prior history of
i mmuni zations to deci de whet her the donor should
continue in the program

Addi tional requirenents for participation
in an inmunizati on programinclude: donors who have
not been previously immunized with red bl ood cells, de
novo donors, as we call them may participate in the
program but should only be inmunized agai nst D.

| muni zation with other red bl ood cel
antigens should be [imted to donors with
correspondi ng, preexisting alloantibodi es.

Both the i muni zation red blood cells and
the source plasma donors nmust be tested at a m ni mum
for ABO and an Rh antigen profile, including D, C, c,
E, e, as well as K, Fy(a), FY(b), Jk(a), and Jk(b).

Sel ection of the imunogen red blood cells
for a specific source plasnma donor should include

appropriate phenotypic matching in order to elicit a
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rise in the antibody only -- arise in only the
desired antibody, limting the donor's exposure to as
few i nmuni zation red bl ood cell donors as possible.

Assessing the i nmunogenicity of the
i muni zi ng cells, evaluating the i nmunol ogi cal
response of the source plasnma donors in general,
screening for alloantibodies and identification of the
anti bodies, if any are detected, the inmunization
schedul e shoul d be established prior to the first
i njection and continuously nonitored for response
after each i mmuni zati on.

The i muni zation schedul e for de novo
donors should be limted to no nore than 4m per
injection, five injections a nonth, and a limt of ten
injections in a six-nmonth period. ©Ch, yes, it is on
the slide. 1t's not on the next one. Donors who do
not respond after receiving a total of 150m of
i mmunogen red bl ood cells should be dropped fromthe
pr ogr am

Donors with preexisting alloantibodies
shoul d be i munized with an antigen that corresponds
to their preexisting alloantibody, and the
i mmuni zations should be imted to no nore than 4m of
red blood cells per injection, no nore than five
injections a nonth, and a limt of ten injections in
a six-nmonth period and -- unfortunately, this didn't

cone out on the slide -- not to exceed a total of
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150m per year

The i muni zation schedul e nust indicate
the information pertaining to the immnization red
bl ood cells, including |ot nunber and any ot her
pertinent information found on the vial, volunme to be
adm ni stered at each injection and the site of
injection, the interval for booster immunizations and
the criteria for discontinuing a source plasnma donor
in the program

The criteria for discontinuing a donor in
the i muni zation programinclude: Voluntary
wi t hdrawal on the part of the donor; if a donor
experi ences severe adverse reactions; if the donor
elicits no response or an inadequate response after
bei ng i nmuni zed with red bl ood cells of 150m.

Let's nove on to processing the
i muni zation red blood cells in preparation for
adm nistering to the donor.

The thawed degl ycerolized i muni zation red
bl ood cells should be stored between 1 and 6 degrees
Centigrade for a period not to exceed the expiration
date on the product | abel.

Prior to the release for injection the
i muni zation red bl ood cell product should be exam ned
to detect abnormalities, including henolysis,

di scoloration and mcrobial growmh. |If the

i nmuni zation red blood cells are not used within four
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hours after being renoved fromthe storage vial, they
shoul d be destroyed.

Al'l donors participating in the
I mmuni zati on program nust sign an informed consent
specific for the red blood cell imunization program
The informed consent nust be obtained after a
qualified, licensed physician has expl ai ned the
i mmuni zati on program and the hazards invol ved,
including the risks of a henolytic transfusion
reaction, the possible exposure to infectious disease
agents.

The expl anation nmust be given in a manner
that allows the donor to make an intelligent, infornmed
and voluntary decision to participate in the program
and shoul d al so include the expected rate of success,
the volune of the red blood cells to be injected, the
route of adm nistration, the need for booster
i mmuni zations, the criteria for discontinuation in the
program a statenent that the donor has had an
opportunity to ask questions, a statenent to inform
the donors they may participate in only one
i mmuni zation programat a tinme, and a statenent to
advi se the donors that they may wi thdraw fromthe
program for any reason at anytine.

I n addi tion, the donor should be inforned
that testing for anti body detection and identification

should continue for a mninumof 12 nonths after the
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97
| ast i nmuni zation, even if the donor has w t hdrawn

fromthe program of possible adverse reactions and
that they nmust be incapable of becom ng pregnant, of
probl enms which may arise if blood transfusions are
needed in the future and the potential for infectious
di sease transm ssion

On to the actual i1immunization and
nmoni toring of the donors who are receiving the
i muni zation red blood cells. The injection of the
i mmuni zation red blood cells nust be perforned by a
qualified, licensed physician or a person under the
physician's direction and control who is trained for
such procedures. However, the qualified |licensed
physi ci an nmust be on the prem ses when the red bl ood
cell imruni zations are being given. There are no
qualifications other than that.

| mruni zation recipients should be observed
for at least 15 mnutes followng the injections. A
qualified, licensed physician nust assess the donor's
response to the i muni zation red bl ood cel
injections, determne if the donor is eligible to
continue in the programand eval uate any adverse
reactions.

Addi ti onal donor nonitoring should include
a review of the pre-inmmunization antibody titer, any
post-i mmuni zation anti body titer results, antibody

detection and identification panels, and the
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cunul ative i nmmuni zation red bl ood cell exposure, and
any adverse reactions to receiving the inmunization
red bl ood cells.

A source plasma donor should be nonitored
for a mninmum period of 12 nonths fromthe | ast
i mmuni zation red blood cell injection for potenti al
i nfectious di sease transm ssion and for the
devel opnent of all oanti bodi es.

Any unexpected findings should be
i nvestigated and reported to the supplier of the
i mmunogen red bl ood cells, and be docunented in the
donor record file.

Manuf acturi ng records and final product
| abel ing: The source plasma | abel nust indicate that
t he product has been collected froman i muni zed donor
as well as indicate the antibody specificity.

The performance of each step in the
manuf acturing of the source plasma nust be docunented
as part of a permanent product record, and records
must include the inmunization red blood cells used and
t he disposition of the source plasma. All donor
specific information nust be docunented in the donor
record file.

Last but not least is the applicant's
nmonitoring of the immunization red bl ood cel
supplier. The applicant nust assure that the

i muni zation red bl ood cell supplier manufactures the
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cells according to the standards established in the
CFR and in conpliance with current good manufacturing
practices.

The applicant should performa periodic
review and an audit of all records relevant to the
supplier's manufacturing of the imrunization red bl ood
cells, verify that the supplier perforns all
appropriate | ook-back investigations, product
w t hdrawal s and any ot her product rel ated
notifications thoroughly and a tinely manner,
assurance that the inmmunization red bl ood cell donors
meet all donor suitability requirenments and that al
manuf acturi ng procedures, including cell
cryopreservation, deglycerolization and aliquoting
conply with current good GVP.

Hopeful ly, when this pilot programis
finalized, your desk will look a little less like the
one in the foreground and a little nore |ike the one
in the background, so that instead of filing SOPs with
the FDA, you can be doing nore exciting things |ike

review ng Internet |PGCs.

( APPLAUSE)
MODERATOR CONLEY: |'m begi nning to sound
like a bit of a nudge, but I'll rem nd you there are

cards in your folders. At the close of the next talk,
we w Il have people circulating in the roomto pick up

t hose questions, because we'll nove right into the
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guestion and answer session.

So if you have any questions regarding the
i mmunogen red bl ood cell future guidance docunent and
our thoughts on that or, as the next speaker
di scusses, the licensing issues behind this pilot, by
all nmeans, jot themdown and we will answer themfirst
in our question and answer session.

Qur next speaker is Dr. Leslie Hol ness.
Les is a nedical officer in the Division of Blood
Applications. Dr. Holness received his B.A from New
York University and his MD. fromthe Faculty of
Medi ci ne in Bucharest, Rumani a.

He joined CBER after pathol ogy training
and practice at Harlem Hospital in New York, and |
think he msses New York daily. He |loves the pl ace.
He also did a fellowship in transfusion nedicine at
t he New York Bl ood Center.

Dr. Hol ness has been wth CBER for seven
years. He's worked on policy revision for donor
suitability, health hazard eval uations, and revi ew of
i nvestigational new drug subm ssions, | ND subm ssions.
He al so manages our FAX inquiry systemfor rapid
response on current policy.

Dr. Holness wll discuss the application
process, how it will work under the proposed pil ot
pr ogr am

DR. HOLNESS: Thanks, G I. It |ooks |like
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| have the other half of your tie.

As G| nentioned, |I'mLes Holness to talk
about the inplication of self-certification. As John
mentioned this norning, the programis a variance
under 21 CFR 641.20, and | will try to explain the
application process for the pilot.

As you heard, the pilot is a proposal for
manuf acturers to self-certify conformance to specific
criteria set out in the guidance. There are sone good
t hi ngs about the program

There's no CBER review of submtted
information, as is normally done in the BLA or PLA
suppl enent filing. There's no SOP subm ssion, and
there's no data to be submtted derived from
val idation or QC testing.

Because of the significant risk to public
heal th, both prograns are prior approval supplenents.
The products may be nmanufactured but not distributed
interstate until the supplenent is approved.

A draft version of the docunent revi ewed
by Mary Ann is avail able to workshop partici pants, and
t he docunent that Liz reviewed wll be published
according to the foll ow ng sequence of events.

There will be a notice of availability of
t he docunents published in the Federal Register.

There will be a 90-day comment period, after which the

final docunment will be published.
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As Liz nmentioned, the prerequisite for the
programis an unrevoked, unsuspended |license for the
parent products. This neans for irradiation, you nust
be licensed for the products you're irradiating -- for
exanple, red blood cells, whole blood, platelets,
etcetera. For the red bl ood i mmnization program you
shoul d be licensed for source plasnma

Now on to the subm ssion. Subm ssion
i ncludes a request to the Director of CBER for an
exception to filing a supplenent to your product
i cense under 21 CFR 641.20; secondly, a self-
certification statenent certifying that the
manufacturer is in conpliance with all the FDA
regul ations and neets criteria set forth in the
appl i cabl e docunent.

Appl i cati on Form FDA 356h, which Liz
mentioned, is not in use at the nonent for bl ood and
bl ood products, but will be by the tinme the program
pilot is inplenented.

Label s should al so be submtted. Receipt
of the docunents will indicate readi ness for
i nspection. The FDA will review the docunents,
schedul e and conduct the pre-license inspection within
90 days.

This slide is for |abel subm ssion.

Label s shoul d acconpany one form of the FDA 2567, two

copi es of each |abel, and a copy of the circular of
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103
information, if applicable.

This is the address for the application
form and it's in your handout. G| insists that |
include a cartoon in nmy presentation, and the caption
says, "It won't be easy to get everyone to wear that
all the tine."

The inspection will be conducted by CBER
together wwth the District, and it will include the
firmand appropriate contractors. This will be a
conprehensive and in depth inspection, and wll take
| onger than the routine pre-license inspection for
suppl enent approval. It will not save the FDA any
resour ces.

The inspection will concentrate on the
process and the SOP, and will verify conformance with
t he gui dance docunents with respect to m ssing
requi renents in the docunent, etcetera.

The inspectors will be | ooking for
deficiencies of quality assurance that may affect
product safety, purity and potency. Conpliance with
all good, current manufacturing processes wll be
reviewed, and a 483 will be issued, if warranted.

Most manufacturers that have not conplied
with the guidance will be asked to submt a conplete
BLA suppl ement with appropriate docunentation

After approxi mately one year, depending on

t he nunber of participants, the FDA will evaluate the
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program and make the eval uation available to the

public. As the FDA has an ongoing commtnent to
streamining the licensure process, if the programis
effective and efficient, it will be extended to other
bl ood products.

Once a notice of availability is published
in the Federal Register, the docunment can be obtained
at this address in your handout. Just send them a
sel f-addressed adhesive label. They will send you a
copy of the docunent.

These are the nunbers in your handout for
t he CBER voice information system and the CBER FAX
informati on system Docunent nunber 9999 is a
conplete list of docunents. Docunent nunber 9998 are
docunents added in the |ast 30 days.

If you're on the information superhi ghway,
there's a conplete |ist of docunents by bounce-back E-
mai |l at the address in the handout. For specific
docunents there's an E-mail address with docunent
name. For questions and comments about bi ol ogics, the
O fice of Conmmunications and Manufacturer's
Assi stance, OCTMA, has the last E-mail address in the
handout .

That concl udes ny comments for today.

( APPLAUSE)

MODERATOR CONLEY: 1'll ask those who were

speakers today, please cone forward and join us here
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at the tables. Joe, could you be sure soneone
circulates in the roomnow to pick up any questions
t hat peopl e have.

Wil e people are comng forward, it's a
good tinme to say thank you to the speakers today, and
also to the planning commttee for this workshop, the
peopl e who were listed in the flier that was
di stributed announci ng the workshop. That included
Dr. Lee as Chairperson, Judy C araldi, nyself, Mary
Ann Denham Dr. Hol ness, Joanne Pryzbylik, and Ken
Zemann, although in fact, being a small group within
our branch, we pretty nuch all do everything together,
and everybody in the branch is to be thanked.

We shoul d al so thank Daria Reed who works
in our office and punched up a bunch of our slides
with some color and a little bit nore organization,
and al so thanks to Joe who is bringing ne nore
guestions. He's like the de facto nenber of every
presentation effort that cones out of the Ofice of
Bl ood.

Al so, thanks to all of you for witing
clearly, at least in the cards that | read at
lunchtinme, and the second batch will be the surprise
guestions. Since we've seen these others, we'll start
with them

We're doing very well on schedul e, and

when we finish all the questions and answers, | wll
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be asking you all to participate, and we'll al so nake
a group decision as to whether we want to skip the

af t ernoon break and pl ow on through and naybe go hone
alittle bit early. But let's see how the tine goes.

First is a question for Mary Ann. If a
licensed facility has previously submtted a package
on irradiation, will the facility convert to the pilot
programor will you allow the package to rest with
CBER?

M5. DENHAM  Well, considering how long it
woul d take for the pilot thing to go through, we
probably -- it would be better off to |leave it where
it is, but we would not automatically change it to the
pil ot program No.

MODERATOR CONLEY: Can you all hear
adequatel y? Ckay, good.

Also for Mary Ann: Can | participate in
a pilot study for irradiation if irradiation wll be
performed by an already licensed facility? WII that
facility have to be reinspected?

M5. DENHAM  The answer is, yes, you can
We di scussed the fact of whether the licensed facility
woul d have to be inspected again. There will probably
at the discretion of the inspector, and it would
depend on when the licensed facility was | ast
inspected and if irradiation was covered on that

i nspecti on.
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So it would be primary discretion of the
i nspect or.

MODERATOR CONLEY: W th each of these
questions, I'lIl try to look out in the audience. So
if it was your question that's not been fully answered
for you, raise your hand and cone to one of the
m crophones, and we'l| get clarification.

For Mary Qustafson, two questions on this
card: First, what is your plan if a sufficient nunber
of pilot subm ssions are not received?

CAPTAI N GUSTAFSON: Wl |, first of all,
the notice of availability for the first pilot wll
have not only a request that you nake comments on the
gui dance docunent that woul d be used to standardize
the pilot, but also to see if there's any interest in
the pilot.

If there is no interest in one or both of
these pilots, we won't give up the project. W wll
try to substitute wth another pilot area, and that's
where, you know, we would really like your input into
what are sone of the areas that you woul d be
interested in.

Unl i ke other drug devel opnent initiatives
where you have an investigational phase and you can
| ook at your IND workload to try to determ ne what
your licensing workload is going to |ook Iike, we

don't have that in the bl ood conponent area.
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We, you know, can sonetines glean what's
kind of com ng dowmn the pike fromour discussions with
i ndustry, from published articles, and |I'd say maybe
the transfusion area is a little bit nore predictable.

In the plasma area, we never really can
f oresee what changes are going to be happening in the
future. So we really do need your input to see
whet her we've selected two pilot areas that we w |
have adequate participation or whether, you know,
maybe we shoul d forego one of them and go to anot her
area. But we don't plan on giving the whole thing up
unl ess there's absolutely no interest fromanyone in
any type of self-certification |icensing.

MODERATOR CONLEY: Second question for
Mary on the sanme card -- really, a series of
guestions: Mist pre-license inspection be a conponent
of any pilot? Could evaluation of the product be
substituted -- for exanple, platelets? Could
exam nation of QC data for product be used in place of
pre-license inspection and eval uation of the product
by FDA?

CAPTAI N GUSTAFSON: For the two areas that
we have selected, the pre-license inspection wuld be
an integral part of it. That's how we're going to
eval uate whether the self-certification is adequate.

As Dr. Lee nentioned, these are areas

where we now have pre-approval inspections as a part
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of the approval process for these suppl enents.

For future pilots, | think we are anenabl e
to any suggestions fromyou. It doesn't necessarily
hold that the pre-license inspection has to be built
into the self-certification. There could be other
ways of evaluating pre-approval, and | think those
were, you know, good suggestions, either physical
sanpl es, you know, quality control data.

| think, as we start rolling out self-
certification, we wll be wanting to have your ideas
on how -- you know, what the paranmeters should be and
how we can best evaluate each pilot. They're not al
cookie cutters, and | think for the different product
areas, there should be different ways to set up the
pil ot and evaluate it.

MODERATOR CONLEY: A question for Les:
Since there continues to be enornous variability in
t he FDA inspection process, how w |l you assure that
the evaluation of the pilot programvia the inspection
process is not simlarly skewed by the inspector
differences? WII| the assessnent inspections include
CBER?

DR. HOLNESS: Yes, the inspections wll
i nclude CBER, together with the district. So that any
problenms with an individual inspector probably can be
di scussed with the inspection team and the

deficiencies can be ironed out or problens can be
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ironed out in that manner.

MODERATOR CONLEY: A question for Jong:

Do the pilot progranms exclude the possibility of
approval of conparability protocols on the sane
subj ects? Have we wasted our tine in attenpting to
devel op conparability protocol s?

DR. LEE: | wouldn't say that any tinme was
wasted in devel oping a conparability protocol. |
think the pilot is not in effect now and, if you have
a protocol already devel oped and ready to be submtted
and nmaybe even being submtted, even being eval uated
or have already been submtted, that would be fine.

Sinply, you will gain approval through
that route rather than the pilot. As for the nutua
exclusivity, we have not defined the pilot program
the overall programper se, to really nake definite
excl usi ons about anyt hi ng.

The cornerstone, the key idea behind the
pilot programis that we use the self-certification to
adherence to a previously prescribed set of |icensing
criteria as the basis to evaluate -- basis to approve
| i censure suppl enents or applications.

So given that basic |long term goal and
central idea, the individual -- the specifics have not
been worked out, but the two pilots that we discussed
today under the programis nore clearly defined, and

we do have to make some clear definitions in order to
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make progress and in order to take the first step.

The two specific pilots are geared towards
t he inspectional process, and the fact that you are
submtting a conparability protocol to do anything but
prior approval supplenentation route indicates that
you are trying to obtain approval w thout a review of
a particular plan for denonstrating your reason and
justification for down-cl assifying.

| f you have a plan justification and good
reasons to down-classify a particul ar suppl enenta
request from prior approval to anything other than
prior approval supplenent, then those have to be,
obviously, reviewed in order for us to agree with you.

These are -- Conparability protocols are
specific proposals that you nake to us, and in order
for us to agree with you, it has to be reviewed. For
that reason, | think, we cannot really subsune
conparability protocol into the pilot program as
defi ned today.

| think the whole idea of self-
certification to sonething already published,
di scussed and agreed upon basically precludes the idea
of conparability protocol

Now it's possible to extend the definition
of the pilot programto include this. R ght now I
can't think of a way to do that. |It's not clear to ne

how t he definition could be expanded to include
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conparability protocol and not sacrifice public

health. However, maybe -- perhaps sone of you have
sone real bright ideas as to how that could be
acconpl i shed.

So in short, | can't see it being part of
the pilot as defined today, but in the long termit
could be, and that's based on how you propose and
justify the idea of conbining the two ways of
obtaining |icensure.

That's a | ong-w nded answer, and it
per haps was nore confusing than clarifying.

CAPTAI N GUSTAFSON:  Just -- You know, |
m ght add, there were discussions early on on the
conparability protocol notion that perhaps -- It's
mainly in the drug industry -- that perhaps there
coul d be generic conparability protocols -- you know,
tenpl ates for a conparability protocol that then could
be used by, you know, everyone.

| think that the straight drug section of
the industry kind of gave that idea up, that these
were very specific manufacturer changes, you know,
ei ther as sonething that would need to have a | ong
devel opnent phase but needed to be inplenented fairly
qui ckly, and so you would want the FDA to | ook at a
prot ocol and approve it ahead of tinme, but then |et
t he change be downgraded to | esser reporting

categories so it could be inplemented nore quickly; or
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as | have said before, as use of conparability

protocols to nore standardize a roll-out of a new

manuf acturing process in nultiple manufacturing

facilities.

| think nost people have kind of decided

that those are pretty manufacturer specific, but you

know, there nmay be tinmes that there m ght be a generic

conparability protocol that then could be picked up

and used by others. | think that

-- You know, that

coul d be under consideration, but at the time the

conparability protocol is a prior approval supplenent,

but it's not included at | east

in these two pilots.

These two pilots are -- you know, but as

we see them would have sone fairly specific

standardi zati on that soneone woul d just agree that

t hey woul d adhere to the gui dance docunent, and we

woul d then review at inspection to see whether they

actually did, and issue the |icense based on that.

MODERATOR CONLEY:

Mary: How will you guard agai nst

Next question, also for

immortalizing | ess

optimal practices because inprovenents will be

precl uded by the "no variation"

rule? This change

barrier already exists to sone extent because of the

review process, but it will get worse when you have to

wait for a guidance docunent change. Sad to create

barriers to inprovenent.

CAPTAI N GUSTAFSON:

think this is a very
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good question and, of course, it always conmes up. You
don't want standardi zation to inpede creativity, but
on the other hand, there's a lot of things that are
done in bl ood banks and plasma centers that are very
wel | standardi zed and that don't change a | ot over
time, and we spent -- You spend a lot of tinme filing
subm ssi ons about them and we spend a lot of tine
review ng them

| think that's the area that we really
want to capture under the unbrella of self-
certification to a nonograph standard. For the
i nnovative ideas, | think there's always going to be
the prior approval supplenent route where data would
be submtted to support a change that is, you know,
outside of licensing criteria that we have publi shed.

| think al so another issue is how do we
keep up on guidance. |It's also an issue on how do we
keep people's license applications current and state
of the art, not only in the blood area but the rest of
t he bi ol ogi cs.

| nvestigators will do an inspection of
sonepl ace, and they wll cite soneone for GW
deficiency. They wll say, well, we had this
approved, it's under our |icense. Wen you |look, it
was approved maybe 12 to 15 years ago.

So there is a need to keep people's

|icenses current as one issue, and also to keep the
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practices, the licensing practices, state of the art.

| think, as we develop -- as we roll out the idea of
self-certification, we are going to want industry
i nput into guidance docunents.

You know, G| asked earlier today with his
questions -- There's a group, Coalition for Regulatory
Ref orm which has been formed to represent the bl ood
and plasma industry. You know, what are your ideas on
per haps having CFRR set up expert panels for different
areas where they could make comments on updates of
gui dance docunents and, you know, have those then cone
t hrough us and go through the GGP protocol, the
process in order to get them published as final
gui dances.

| think you could probably tell from ny
slides that we're not going to keep having an infl ux
of staff to wite guidances. So we are going to
depend nore and nore on the industry to help us
devel op standards and licensing criteria.

So | think this is a shared
responsibility, to nake sure that we keep -- the
government keeps up to date on licensing criteria, but
al so the industry then keeps up to date on their
practices.

MODERATOR CONLEY: Jong did a real good
job through his talk of letting us know how far we

were along in the process. | have 26 cards here, and
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we are on Card 7. This will be a question to Les.

To what extent will the overall conpliance
profile of a conpany affect their eligibility for
pi | ot program approval ?

DR. HOLNESS: Well, basically, you nust
have an unrevoked, unsuspended |icense, and ot her
conpani es that are in other conpliance situations wll
probably dealt with on a case by case basis.

MODERATOR CONLEY: More than ever, you
want to have your act together when the FDA cones to
visit, because you have certified performance to a
standard criteria.

CAPTAI N GUSTAFSON: | m ght add that we
have not proposed |limting the pilot to any particul ar
conpliance status, other than having an unsuspended
and unrevoked |icense, and that this would be
supplenenting it. But as GI| said, | think it
behooves anyone, if they know they are under
conpliance problens, if they're really having
difficulties in maintaining conpliance, they m ght not
be the best candidate for participation in the pilot;
because we wi Il be evaluating the pilot based on the
pre-license inspection, and we will be using that to
deci de how much further to go in this.

MODERATOR CONLEY: | have sone m xed
concerns. One, | don't want to skew the industry's

ability to adhere to a pilot by saying you shoul d
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sel f-sel ect yourself out of the process if you are

having trouble. But at the sanme time, you would not
want to enter into a self-certification process

wi thout full confidence that you coul d denonstrate
conpliance to the base docunent.

This question will go to Elizabeth, even
though it references Dr. Lee's presentation.

VWhat is Dr. Lee's definition of what's
included in his category, donor nonitoring, i.e., does
this include the | aboratory nethods for anti body
detection, identification, and quantitation?

MS. CALLAGHAN: | think that woul d depend
on whether or not you have -- you're doing the
identification and everything yourself or whether
you' re having soneone else do it.

| think it's going to be at the discretion
of the inspector when they go in, whether or not they
want to see who's doing your antibody panels, who's
doi ng your donor nonitoring. However, | guess one of
the questions we always run into is the cells are
pi cked by our center nedical director, and he is the
one who makes the deci sion whether or not the cells
shoul d be given.

That's fine and wonderful, and if you have
a centralized nedical director nmaking these decisions,
that's okay. However, the physician at the facility

has to have an idea of what's going on in the program
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As | hoped | got across in ny talk, this is where we
find nost of the problens.

The center physicians at each | ocation has
no idea of why he's giving these cells, why he should
give nore, why he shouldn't give them what he should
be evaluating in any kind of adverse responses.

| think one of the things we really have
to look at is if the center physician at each |ocation
has control of the program regardless of what the
corporate nedical director nmakes a deci sion about.

Does that answer your question, | hope?

MODERATOR CONLEY: Sure. Ann, woul d you
cone to the mke, since we are recording this, and
identify yourself for the record.

M5. HOPPE: | guess what |'m asking here
is whether a change in a | aboratory nethod woul d be
sonet hing that would be covered under the pil ot
progranf? For exanple, we've been waiting nine nonths
to get an inproved anti body quantitation nethod
approved, and there's clearly a nmuch better nethod
titrations done manual ly; but, you know, we're doing
things in duplicate. W're spending a | ot of noney
when it's a better nethod.

Woul d, under the pilot program for
exanpl e, you be able to nmake that kind of a change?
s that part of donor nonitoring, which was listed as

one of the things that would be under the pil ot
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pr ogr anf

MS5. CALLAGHAN: |If you're approved for
t hat procedure, | guess it would be okay. | don't --
You know, | guess |I'mnot quite sure of what you're
subm ssi ons are.

CAPTAI N GUSTAFSON:  If | can butt in -- |
think that it's not really included in the pilot at
this time. |If there are new innovative changes, they
woul d still be a prior approval supplenent.

The pilot, as we foresee it, would be a
fairly controlled, you know, Iimted adherence to
certain criteria.

M5. HOPPE: So | aboratory nethods woul d
not be sonething covered under donor nonitoring?

CAPTAI N GUSTAFSON: | think, if there are
-- You know, the nethods that are ones that are well
recogni zed nethods, | think it would be. If it's sone
new, you know, truly innovative approach to | ooking at
titers or whatever, | think that it would cone under
a prior approval suppl enent.

DR LEE: But if | may add one additional
comment, that is not to preclude you from proposi ng
your series of |aboratory neasurenents to be included
in the pilot guidance. 1In other words, we can
i npl ement the pilot under the current guidance, once
it's finalized, but if you happen to think of a better

way to nonitor |aboratory values and nonitor the
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donor, you coul d propose that as possible changes to

the pilot guidance, which could be version B of the
pilot for the sane subject.

M5. HOPPE: Yes, except that's obviously
probl ematic froma proprietary, conpetitive
standpoi nt, but there have to be things you don't
really wish to divulge to the whole world but that are
better ways to do things.

DR LEEE R ght. Nowif that's the case,
in order to protect confidentiality, we obviously
cannot have a prescribed, w dely publicized, pre-
agreed upon set of licensing criteria, but you wll
have to tell us what you're thinking, and we'll have
to agree with you, which alnost by the way it's set up
cannot obviate a review.

W'l |l have to review what you're
proposing, and that's -- Although that process can be
moved al ong very qui ckly, depending upon how fam i ar
we are with your proposal and how well you put your
application together, I'mafraid the basic concept of
the pilot is beyond that.

The concept of the pilot is to nove
t hrough wi t hout necessarily a detailed review, because
we have al ready discussed up front to a set of
licensing criteria, and we have already publicly
agreed upon that, and we are basing not performng the

review on that basis of prior discussion.
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Qoviously, confidentiality and private

di scussion are nutual ly excl usive.

MODERATOR CONLEY: Correct nme if I'm
wrong, but historically, general |aboratory practices
such as the testing for infectious disease nmarkers has
pretty nmuch fallen in the purview of the field and
their routine inspections under CGW requirenents.
Those kinds of tests are not typically submtted as
part of a CBER review package.

So | aboratory practices that are generally
foll owed practices would be inspected under that
met hod, | believe. However, if you are doing things
that are new and innovative and, therefore, not
general ly understood GWs, then that would have to be
a subm ssion

CAPTAI N GUSTAFSON: | think, you know, in
terms of the | aboratory procedures where you're using
the test kits that have defined manufacturer's
directions for use, it's sinply GWw. If it's an
i nnovative way of doing sonmething that is not
general ly recogni zed as the standard way of
performng, it would be innovative, pre-approved --
prior approval supplenent.

MODERATOR CONLEY: So if you're going to
i nnovate widely, then you're going to have to submt
for FDA approval for the manufacture of a |licensed

product, and we want to discuss sone of that a little
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bit nore and get sone nore feedback fromyou all this

af t er noon.

The next question is also for Mary. It
sounds like this is still a location by |ocation
process which appears to conflict with the stated
goal s of the BLA process which was purported to
provi de nmechani sns for approvals that apply system
wi de. Wiy is the blood area not approaching this in
a way nore consistent wwth the BLA objectives?

CAPTAI N GUSTAFSON:  Well, 1 think we are.
There's nothing in the biologics |licensing application
process that precludes facility performance. That's
not in any area of drug or biologics approval.

The performance within the manufacturing
facility is an inportant part of the pre-approval
process. The establishnment of the -- | nean, the
elimnation of the establishnent |icensing had to do
with not requiring a separate filing for each and
every single |ocation.

It does allow lunping in a single filing
mul tiple changes at multiple facilities, but if
there's validation data that would need to be
submtted and reviewed, that's facility specific, that
woul d still be required to be sent in.

In selecting the two pilot areas, we
sel ected areas specifically where we have retained

facility review, because of the variations in the
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facilities -- the individual facilities to inplenment
both the irradiation processes and the red cel
I mmuni zat i on.

In terns of irradiation, one conpany may
use nultiple types of blood irradiators, including
i near acceleration, and they may have facilities that
do on-site irradiation, and they may have facilities
that have contract irradiation, either one of their
own facilities or sonmething that's clear out of their
or gani zati on.

Wth red cell inmunization, | think, if
El i zabeth has said it once, she's said it about four
dozen tines, the primary variable in the facilities in
red cell inmmunization prograns is the nmedical director
on-site and the ability of that nedical director to
perform nmedi cal supervision over what is going on in
the red cell inmunization program

Not that he has to be the expert on which
antigens are on the red cell -- In fact, | think we
are nore confortable wth having sone of those
centrally controll ed by soneone who really understands
i mmunohemat ol ogy -- but in being able to give inforned
consent to the donor and, particularly, in being able
to answer questions about the red cell imunization
pr ogr am

So in both of the areas that we have

selected, we feel that there are enough facility
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variability issues that we are retaining | ooking at
those facility issues.

In other areas, | think we do take a
corporate approach. Changes in donor suitability
forms and procedures -- we readily feel that a firm
can roll out how that question is asked and training
on the SOP for the historians.

So, you know, there are particul ar areas
where we do | et corporate changes just happen,
regardl ess of the nunber of facilities, but when it
really inpacts the individual product because of the
i ndi vidual variability, whether it's because of

equi pnment, personnel training or supervision, we do

retain the facility -- looking at the facility issues.

MODERATOR CONLEY: Question for Jong:
Pl ease describe in greater detail what the perceived
health risks are that led to the cell qualification
aspect of red blood cell inmunization prograns not
bei ng included in the pilot program

DR. LEE: For the cell qualification
process, we have to keep in mnd that these cells are
to be used on donors who will receive absolutely no
benefit fromreceiving those cells as part of the
i muni zation process. So we have a fairly heavy
obligation to the donor that the donor receives an
i mmuni zation and that that donor's health is not

conpr om sed.
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Unli ke a transfusi on where a smal| anount

of risk is accepted, based on the return, the greater
benefit to -- the nedical benefit fromthe transfusion
itself, that's not true for red cell inmmunization
Donors receive cells, and absol utely no nedical
benefit, strictly for the purpose of that donor to
performbetter as a blood donor in the future, i.e.,
that plasma will contain a particular anti body
directed to sone selected set of red cell antigens.

For that reason, there are a strict set of
criteria built into the cell qualification process.
The cells are collected formthe donor, and the donor
is periodically nonitored and is re-qualified at the
end of the year. |If that donor -- Now |I'mtalking
about the initial donor, way back in the begi nning of
t he process.

When that donor returns after one year and
is free of all infectious disease that we anticipate
to be problematic for transfusion, then the cells are
hal fway qualified. However, that's not enough. W
feel that that's not enough cell qualification because
of the obligation to protect the donor who has no
medi cal benefit.

So once that cell has been hal f way
qualified, then those cells are then used in up to,
but no nore, than three other donors or, in this case,

| should refer to these donors as i mmuni zati on
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reci pients. Then those donors are in turn followed
for anot her year.

So we have the initial year plus a
secondary year spent on maxi num of three donors. |If
all testing is negative throughout the period of two
years, then we have pretty good confidence that these
cells which were collected two years ago and
cryopreserved is indeed fairly safe, and we deem t hem
qualifi ed.

Now because of this |engthy process of
cell qualification, it does not lend itself well to
the idea of self-certification for the purpose of
reduci ng reporting burden or saving tinme in terns of
receiving CBER approval. You wll have to wait two
years anyway once you begin the process, and it is the
standard operating procedures that is being discussed
her e.

Once you have a set of procedures in
pl ace, you could sinply send it in to us and |l et us
review over the two-year period, and it doesn't really
matter when we get back to you, | suppose, in this
particul ar instance, because you have to wait two
years anyway.

So that's part of the reason why the cel
qualification process was excluded. Nunber one, it's
not going to be of nuch interest to you if you

under stand what we are tal ki ng about precisely.
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Secondly, the public health inpact, the

obligation that we have to the donor and the
obligation that we have to protect the plasma that's
collected fromall donors once cells are deened
qualifi ed.

Once they're qualified, then they can be
used on any donor under the programw t hout further
monitoring of the cells, because these cells have been
quarantined for two years and everything cleared, and
this is anal ogous to the FSP donor re-tested idea,
basically re-testing the donor to nake sure that the
product is of optinmal safety.

If we were to sinply allow self-
certification to the fact that the cells are
qualified, I think we are taking too nmuch on | eap of
faith; and basically, again for those two reasons, to
optimally protect the donor as well as the subsequent
products collected fromthe donor, and in the interest
of you as an applicant in saving tine in receiving
CBER approval, we have elected not to include that
portion of the red blood cell inmunization program
under the pilot.

| can't seemto answer any question with
short, clear sentences.

MODERATOR CONLEY: We're on card 11 of 26
and this one snuck in tw questions. The second

question I'mgoing to add to the second card. It's a
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simlar question. I'mgoing to ask Judy G araldi to

cone to one of the m crophones on the floor or at the
t abl e, because she's been involved in a CBER comm ttee
| ooki ng at this.

The question says: What does a
conparability protocol |ook |ike?

M5. Cl ARALDI: Can everybody hear nme?
Ckay.

Jong and Mary have both descri bed or
summari zed what a conparability protocol is. Wat |I'm
going to do is just take all their information and put
it together in sonme bullets to try to consolidate what
a conparability protocol is.

To answer specifically what it is, it's a
set of paper -- that's what it |ooks |ike. But to get
on beyond that, a full discussion of conparability
protocol is beyond the scope of this workshop but, as
| said, I'll define it in sone bullets.

Conparability protocol is another option
of submtting supplenments or reporting changes to your
approved application. |It's described in the newy
revised 21 CFR 601.12. So you can see a description
of it in there.

The filing of a conparability protocol my
allow for in the future -- when inplenenting that
change that's approved on the conparability protocol,

you may be able to report it in a |lower reporting
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category, and you may be able to inplenent the change
alittle bit nore quickly than you would originally.

To define a conparability protocol, it is
a protocol or a group of procedures, a set of
standards that describes in detail the inplenmentation
of a specific process or the inplenentation of the
speci fic change that you want to report or that you
want to perform

A conparability protocol includes things
Ii ke procedures, acceptance criteria for determ ning
the acceptability or the effectiveness of the change,
val i dation nethods data and a variety of other things
that are listed in that Code of Federal Regul ations
601. 12.

The conparability protocol initially is
submtted as a prior approval supplenent, a PAS. W
will review all of the procedures. W will review all
of the data, everything that is submtted that you
have given us to describe what you're going to do to
i npl enent the change, determ ne that you've
inplenmented it in a proper procedure.

| f we have approved your conparability
protocol, when you inplenent that change in the
future, then you can report that change that you' ve
i nplenented to us in a |lower reporting category. For
instance, if it was originally a change that fell into

the prior approval supplenment category and in our
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approval letter we tell you your conparability
protocol is approved and in the future you may report
this change to us under the CBE 30 reporting category,
as you inplenent the change then you just report it to
us as a change that's being effected in 30 days and
you may start doing the change within -- and

subm tting products prepared under the change within
30 days after we've received your notification of the
change or your supplenent show ng us your change.

A description of a conmparability protoco
is included in the guidance docunent that Mary told
you about. As she said, the general guidance docunent
for describing the 601.12 for the biologics was a
l[ittle druggy, and | had to agree with her. You as an
i ndustry conpl ai ned and said we need sonething in our
own | anguage.

So we are actively working on that, and it
i ncludes a section on the conparability protocol for
bl ood and plasma products. The Center is al so working
very hard on devel opi ng a general gui dance docunent on
conparability protocols. It will include in alittle
nore detail the specifics of what goes into putting
together a conparability protocol package for
subm ssi on

I f you do have specific questions on
conparability protocols, please don't hesitate to send

themin or to -- by FAX or, you know, by letter or
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pl ease phone us, and we'll be glad to answer your
specific conparability protocol questions.

Has that answered a little bit nore of
what a conparability protocol is? Thank you

MODERATOR CONLEY: Change processing and
shifting paradi gns or whatever you want to call it,
we're all in the mdst of it. | liked the one slide
earlier today that showed the tightrope wal k between
two points, because we're definitely in the mdst of
a lot of transition and, hopefully, we'll cone out on
the other end with everything being a | ot clearer for
all of us.

Ckay, I'mgoing to conbine the second
guestion on this card and a second one. This goes to
Mary Ann. They're pretty nmuch on the sane topic.

On the first card: Under the pilot
program for Gama irradiation, would a participant
already licensed for irradiating red blood cells need
to be inspected if supplenenting their license to
include irradiated platelets or any other conponent?

The second card reads: |If a facility is
currently licensed for both red blood cells irradiated
and red bl ood cells | eukocytes reduced, under which
i cense should a supplenent for red blood cells
i rradi ated/ | eukocytes reduced be submtted, if the
above suppl enent is the above suppl enent, just a

subm ssion of appropriate |abels?
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MS. DENHAM  Well, if you're licensed for
Gamma irradiation, you are |icensed for the process.
So, basically, if you had gotten approval for red
bl ood cells irradiated or red blood cells |euko
reduced irradi ated, then you can just send in the
| abel s for the others for |abel review

So that's basically, if you' ve already
been licensed for Ganma irradiation and you want to
add ot her products, then you can just send in your
| abel s for | abel review

MODERATOR CONLEY: Okay. This is for
Jong, two questions:

W1l pre-license inspections be the
cornerstone of all self-certifications?

DR LEE: Well, it's certainly the
cornerstone of the two specific pilots described
today, but that doesn't necessarily mean that it wll
remai n the cornerstone of the entire program

As we referred to in prior presentations,
the programis a bigger concept, has one firm basic
idea in mnd -- that is, to allow self-certification
for adherence to a set of pre-agreed upon |icensing
criteria. That's the basic concept. However, beyond
t hat basic concept, exactly how to adm nister or
evol ve the programis uncl ear.

Qobvi ously, we have to start sonmewhere, and

we' ve chosen two specific areas where we can nake sone
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concrete statenents about how we're going to inplenent
this program and, as defined for the two specific
pilots, it does remain the cornerstone. However, the
pre-license inspection or pre-approval inspection my
or may not be omtted, depending upon the experience
we gain under this current pilot and dependi ng upon
the level of interest and your argunents to back up
what ever you propose.

Quite possibly, we could use the routine
i nspection as a way to get around the pre-license
i nspections, since routine inspections are being
performed biannually all the tinme anyway. However,
that also raises a set of conplications which nust be
careful | y consi der ed.

So in summary, | would say it does not
necessarily have to remain the cornerstone of the
entire program but it does so for the two specific
pilots described today.

MODERATOR CONLEY: On the sane card it
goes on with a coment/question/concern. | want to
say .com but --

Ti nmel i ness of availability of guidance,
especially given the fact that the gui dances need to
go through good gui dance practice issued prior to
being finalized, may as well do a straight subm ssion

It's not a question. Do you want to

comment on that, Jong?
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DR, LEE: Okay. That's true. |If you have
sonething ready to go right now, mght as well send it
in under the traditional way of doing things, because
that's the only route available to us today, and m ght
as well start noving forward; because you don't know
when this pilot programis actually going to be
i npl enmrent ed, al though we have sonme good expectations
about tinelines.

| wouldn't necessarily say I'll just wait
until it gets effective, because you m ght be
unpl easantly surprised.

That statenent is true for as it is today.
However, a year fromnow after the program has
actually been inplenented, then you have a choi ce of
pursuing the routine route or actually taking
advant age of the speed that the option -- the prior
approval supplenent option will afford you under the
pil ot.

So | would say at this point, it's not of
i mredi ate benefit to you, but it will be of benefit,
and we anticipate it to be in the very near future.

MODERATOR CONLEY: W th that answer, we
mark the halfway point in the cards. | congratul ate
t he audi ence for staying awake. A few of you, would
you pl ease pour a glass of ice cold water, hand it to
the person next to you. There are a few that are

havi ng troubl e hanging on. Cone on, we're going to
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pl ow ahead.

Under additional pilot requirements -- and
it says page 7, last point -- IRBC and SP donors
tested for ABO, Rh, K, Fy(a), Fy(b), Jk(a) and Jk(b),
the question is -- and | think this may allude to what
Mary was tal ki ng about earlier, people who have SOPs
t hat nay have been approved years ago.

The question is: WII facilities that are
usi ng approved SOPs that are not testing for FY(b),
Jk(a) and Jk(b) be required to test for these newy
added anti gens?

M5. CALLAGHAN: |If they're going to be
part of the pilot program yes; and if you're not
testing, why?

CAPTAI N GUSTAFSON:  This is one of those
t hi ngs where keeping up with state of the art is
inportant. Wen we were discussing this guidance, we
real ly thought that, even though the ol d gui dance
didn't include all of this, that by I ooking at what
has conme into us and, you know, SOP changes and all
that we clearly thought that the industry had noved to
doing all of the testing that is reflected in
El i zabeth's presentation.

MODERATOR CONLEY: This one probably al so
goes to Elizabeth: Does the agency require any
notification prior to immnizing the five donors

required for pre-license inspection?
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M5. CALLAGHAN: Notification to us, |
assunme, is what you're tal king about.

MODERATOR CONLEY:  Yes.

M5. CALLAGHAN: Ckay. |If you are going to
be participating in the pilot program-- and renenber,
we're not inplenenting the prograns just yet, but if
you're going to be participating in the program no,
you do not have to notify us when you start
i mmuni zi ng. However, you do have to have at | east
five people participating in the program when you send
it in and be ready for inspection.

CAPTAI N GUSTAFSON:  You know, going into
a programlike this, we take some risks as well as you
taking sone risks. This is one area that we have had
consi der abl e di scussi on about, but as part of this
self-certification, once the guidance is finalized,
you woul d be expected to be in conformance with that
gui dance under the pilot before you i nmuni zed anybody.

So -- but in terns of advising us and
setting up the inspection, no, you could already
institute to prepare yourself for your pre-license
i nspection by follow ng the guidance. But don't do it
yet, not until a final guidance, and not unless you
actually intend on filing a supplenent for red cel
i muni zation program W don't want people just out
there sticking people with red cells. Yes, Ann?

M5. HOPPE: At what point does the product
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becone sal eabl e t hen?

CAPTAI N GUSTAFSON: At the point you
started collecting the product under the pilot, if in
fact you get approval.

MODERATOR CONLEY: When the approval is
received fromFDA following the on-site inspection in
the pilot program the product would be sal eabl e.
Correct?

CAPTAI N GUSTAFSON:  Yes. Yes, and it
woul d i nclude everything that you had, that you had
made under your plan of self-certification. | nean,
we're giving a lot on this as well as --

M5. HOPPE: |'m m ssing sonething. What
are you gaining by this pilot programif nothing
happens until after the inspection?

CAPTAI N GUSTAFSON: What you're gaining is
not having an in depth review by FDA prior to having
your inspection done, an in depth review of your SOPs.
But still it is a prior approval supplenment. You
coul d not ship product until you actually received
approval .

DR. LEE: 1'mglad you asked that
guestion, because | wasn't sure if that point was
adequately made clear in the presentations.

The two pilot, specific pilots, that we
have sel ected have two review elements to it, the

review of the subm ssion foll owed by the pre-approval
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i nspecti on.

What the two specific pilots propose to do
is to abbreviate or just about elimnate at |east one
el enent of the two processes; that is, the up front
review of the subm ssion, and go right into the pre-
approval inspection.

Again, that's speaking fromthe standpoint
of the two specific pilots, and that's not necessarily
the way it's going to be throughout the program
That's going to evolve as we find out how we shoul d
expand it.

As defined today, you gain by not having
to submt a detailed SOP, which will take sone tine
for it to be reviewed and "prelimnary approved"
enough to nove forward with the inspectional aspect of
it.

Now i f you think that having to wait for
five donors is going to be a tinme consum ng process
during which you can have your subm ssion sent in to
t he agency and reviewed and the thing is already
nmoving forward anyway -- if that's your concern,
that's a very good concern, and exactly we have
grappled with that point.

We have thought about whether or not the
requirenent -- the traditional requirenent of five
donor i nmuni zati on experience is too lengthy to be of

ti mesavi ng benefit to you, and we have thought about
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the idea of reducing that nunber to possibly three or
any nunber that you think is justified froma public
heal t h standpoi nt.

This is again where we need your conmments.
Tell us what the nunber ought to be. Tell us why, and
tell us your justification for it, and it may or may
not make its way into the next version, next draft of
the pilot guidance, which at the current point is
headed towards five donor i nmunization requirenent.

CAPTAI N GUSTAFSON: | think, in terns of
the pilot, we are talking smaller steps first, but in
terms of the overall concept of self-certification
licensing, | think we're willing to |look at an entire
scenario that may involve a deened approval as soon as
you submt a self-certification

We're not ready for that. | nmean, this is
going to be a step-w se process, but you know, the
initial steps are -- The pilot, definitely we have to
have sonething that we can evaluate in order to
determ ne whether we want to go further with this,
whether it is a viable concept.

DR, LEE;, | think, basically, what you're
saying is that the targeted pilot, specific pilot, for
the red cell i1imunization program does not ideally
nmeet all the criteria that one would like in a pilot
such as this, and that's true. But | think that's the

best we can find at the nonment and the best starting
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poi nt .

| don't think you wll ever cone across an
i deal situation, no matter what you do.

MODERATOR CONLEY: Card 16: |If i mmunogen
red blood cells are not purchased but are produced
internally following all regulatory requirenents, can
the institution still participate in the pilot
progranf Elizabeth, | guess.

M5. CALLAGHAN: | guess |I'm kind of
confused. |[If you' re already producing your own red
bl ood cells, you nust already have a |license. So why
do you have to participate in the pilot progranf

| don't know who wrote this question, but
could you clarify it for ne, please?

MODERATOR CONLEY: Coul d you clarify the
gquestion?

CAPTAI N GUSTAFSON:  Well, 1 think one of
the issues is do you have to buy it from an outside
source or internally, if you have in another part of
the country a facility that's already approved within
your organi zation to prepare the cells, can another
facility on the other side of the country get those
cells; and the answer is yes.

It doesn't have to be an outside
contracting situation. It can be, you know, internal
adding a new facility that's using your own cells.

MS. CALLAGHAN: | guess we tried to
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clarify that by saying a |icensed supplier. So,
obviously, if you have another facility that's

I i censed under the same nunber you are, it's a
i censed supplier.

CAPTAI N GUSTAFSON: But the key is that it
can't be a newred cell program | nean, you would
need to use cells that are prepared by sonmeone who is
al ready approved, whether it's another one of your
facilities or an outside source.

MODERATOR CONLEY: The next question
will nmention, but | will set aside, because really it
enters the next set of discussion, which is what
shoul d we consi der adding to the program next.

The question was: Wuld you consider a
pilot programfor |licensing red blood cell suppliers?
This would be useful. So I'mgoing to set that side,
because that may be one of the next things that we
consider for the program

Card 18: Please repeat the list stating
requi renents to be in the inforned consent forns for
red blood cell recipients that were discussed in M.
Cal | aghan' s tal k.

M5. CALLAGHAN: | really think you should
wait until the pilot program and the gui dance becones
available. It all will be enunerated in there. |
don't think anybody wants to hear that one over again.

But it will be in the guidance docunent.
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MODERATOR CONLEY: Stay tuned. Judy is
sneaking nore cards in here. Qur goal is now 30
cards. Stay awake a little longer. Hang with ne.

AUDI ENCE PARTI CI PANT:  Shoot the
nmessenger.

MODERATOR CONLEY: It's her. It's her.
Way am | conpul sively counting cards?

Wen is the red blood cell inmunization
program gui dance expected to be avail able? Wen is
BLA expected to be ready for bl ood? Does FDA plan to
list the approved providers of immnogen red bl ood
cells?

"1l answer the BLA question. For BLA,
the final rule is back at FDA. | know we have a
meeti ng next week to discuss the comments on the BLA
rule. Wen we are done with the coments and publish
it as a final rule, that will settle BLA

For bl ood and bl ood conponents, you wl|
begin to use the 356h and begin to refer to
suppl ementing your biologics |icense application when
t he CMC gui dance docunents is published in final form
That -- Again, the comment period is closed. There
are three comments sitting in a folder on ny desk, and
hopefully, in the first quarter of next year we'll be
getting to that, and that wll be published.

So then back to questions 1 and 3 on this

card: Wen is the red blood cell immunization program
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gui dance expected to be avail abl e?

CAPTAI N GUSTAFSON: Well, it's a few
nmont hs behi nd the one that we just got out on the Wb
yesterday. So | would say, you know --

MODERATOR CONLEY:  Stay tuned.

CAPTAI N GUSTAFSON:  Yes, stay tuned, but
|'"d say between March and June, a draft. Even though
t he docket is not open you have the cite that
El i zabeth had today. | nean, we're wlling to take
your comments, even your witten coments, you know,
based on this workshop.

DR. LEE: If you noticed, Elizabeth's and
Mary Ann's slides were quite full of words, and that
was by design; because although -- well, at |east for
the irradiation docunent, it's already out, but at the
time we prepared the workshop packet we anticipated it
not being out, and we had thought that it was -- it
m ght be premature to rel ease even the draft version
in a public way. But we still tried to capture al
the information in a way that's useful to you.

In an effort to include as nuch detail
specific detail, as possible so that it can be of use,
the slides becane very wordy. So the irradiation
docunent is behind the other docunent. Its current
t hi nki ng stage is not enough to allowit to be shared
directly, but the slide content reveals our current

t hi nki ng, and the best time to influence our current
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thinking is at the inception stage.

MODERATOR CONLEY: And the |ast question
fromthe sane card: Does FDA plan to |ist approved
provi ders of immunogen red bl ood cells?

CAPTAI N GUSTAFSON: No, we don't. | think
that is a breach of confidentiality.

MODERATOR CONLEY: How does the inspection
for a supplenment such as the irradiation pilot affect
the regul ar annual inspection process? 1Is the
suppl enent inspection perforned by field investigators
or for the pilot by FDA headquarters personnel ?

DR. HOLNESS: Well, as | nentioned before,
it wll be perfornmed by headquarters personnel with --
the district will be invited. So it wll be both. It
will be a teaminspection with both headquarters and
district.

MODERATOR CONLEY: Once you have conpl eted
this initial pilot, would you consider accepting
applications based on a facility's track record in
meeting GWP requirenents instead of specifying
products that it can be used for?

I n other words, what we presented today --
| think the question is asking we've presented a
product by product rel ease of a new program a self-
certification program They're asking if the gates
can be thrown open a little wider so that sonebody who

wants to do sonet hing new woul d be judged largely on
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their history of GW conpliance.

DR. LEE: Well, | guess what you're saying
is can the pre-licensing inspection be elimnated
based on track record. W have no plans of doing so
under the current pilot as described today.

| think what you're tal king about is nore
closely along the Iines of a conmparability protocol
where you could propose to us -- which wll have to be
submtted and eval uated and, therefore, it falls out
of the pilot program but it's still of benefit to
you; because it will save you tinme and reporting
burden in a different route.

You coul d propose to us that you' ve done
this, this, this and this, and therefore, we've
el i m nated substantial risks and have been able to
reduce what's perceived as major risk to sone other
| oner risk, noderate or mnor, and you tell us what
you did, what the effect was, why the rationale is
sound, and if that's the case, then it's conceivable
that you m ght receive approval in a broader fashion
for many facilities rather than facility by facility
appr oach.

Sounds |ike you're approaching the idea of
a conparability protocol there rather than the pil ot
program Now keep in mnd, all of the various
streamlining initiatives are different tools of

reduci ng burden while protecting public health at the
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sanme time, and just because we are here tal king about
the pilot program doesn't nean we have to use that
tool to achieve every -- and that you see around you,
j ust because you have a hammer in your hand doesn't
have to -- you don't nmean that you al ways have to use
the hamer to pound in a screw. You m ght use a
screwdriver.

W're trying to come up with various ways,
and we' ve added one nore to existing nethods and
that's the changes to be reported, the BLA initiative
and the pilot program under the changes reported, to
allow nore -- greater and greater flexibility in
achi eving the sane goal of reducing reporting burden
whil e protecting public safety.

MODERATOR CONLEY: The next question is
regardi ng i mruni zation: Are already approved 640.120
vari ances revoked if they conflict with what was on
the slides as required for red bl ood cel
I muni zations; i.e., to participate in the pilot under
the stated requirenents, we would appear to | ose
ground. Wiy should this be necessary?

CAPTAI N GUSTAFSON:  |'m not sure of the
specifics of this case, but if you have a 640. 120
that's approved -- you know, a variance to sonething
that's approved, that's not revoked just because we
set up a pilot programthat had a set of criteria that

doesn't include what you happen to be doing.

146



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

147
The pilot, as we foresee, would be

somewhat restrictive in the licensing criteri a,
because it would be a standard approach that you woul d
self-certify that you're follow ng the standard
approach. However, there's always the option that, if
you want to do sonething really different, you know,
you file it as a regul ar suppl enent approval.

| hope that's answered the question,
because what we have proposed so far in these
gui dances woul d be one way of doing either of these
types of operations, and by the review of the
applications that we have seen, it is the primry way
that the industry is perform ng these operations.

So that's why we woul d develop it as a
st andar di zed approach, that if sonmeone wanted to self-
certify, that they would against this approach. It
doesn't say that that's the only way that you can do
red cell immunization or it's the only way that you
can performirradi ation.

You know, we will review other ways of
doing it, but what we foresee as a pilot now woul d be
a somewhat restrictive category in order to limt the
vari ables. But you know, your comments on this are
nore than wel cone.

MODERATOR CONLEY: | think we have a nice
m xed group here today, because we have plasma peopl e

that aren't usually concerned about irradiation. W
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i kely have red cell and whol e bl ood people who aren't

usual I y i nmuni zi ng donors.

| suspect it's the root of this question:
How can recei pt of docunents include five donors
already in a programif this is a new programfor that
center? Elizabeth?

M5. CALLAGHAN: | guess I'mnot quite sure
what you nean by receipt of --

MODERATOR CONLEY: Part of the subm ssion
requires the five donors, even though it's not an
approved program

M5. CALLAGHAN: |I'msorry. | wasn't
listening. When you apply to this program under the
pilot, you should have five donors participating in
your program and as part of starting up this program
-- and you nust realize that you self-certify that |
am doi ng everything according to the protocols within
the pilot, and you have five people participating.

Then you tell us | have five people
participating, please cone out and inspect, and that's
what we do. | guess | don't understand why they
shoul dn't be there.

DR LEE; | guess, if you keep in mnd the
fact that a nmeani ngful review -- a neaningful
I nspection, pre-approval inspection, cannot be
performed unl ess there is donor inmunization already

goi ng on.
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So if you tell us that you're inspection
ready because you al ready inplenented all the SOPs
according to the criteria outlined in the pilot
gui dances, then you're certifying to us that you are
i nspection ready; and unless you have donors al ready
in there, we cannot assess from an inspectional
st andpoi nt.

MODERATOR CONLEY: Yes, Judy?

M5. ClARALDI; | just want to add a
guestion that m ght help direct your responses. Can
they not apply first and -- you know, the tine that
they submt their self-certification, and then be
rejected for the pilot? Not everybody that requests
participation in the pilot, you know, is accepted. |
mean, there are tinmes when we could reject sone
people. Wuld that ever happen?

CAPTAI N GUSTAFSON: Wl l, | think, you
know, if the inspection showed that they were not

actually adhering to the gui dance, we would revert

themto a regular review, and we would want to | ook at

their SOPs.
| guess, you know, the issue -- The

difference would be are they just doing acceptable

alternatives or are they really out of conpliance from

a GW standpoint? The fornmer would kick them out of

the pilot, but not kick themout of licensing for red

bl ood cell i mruni zati on.
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The latter mght, in fact, nmean that your
work is in vain. You may have problens that woul d
precl ude you being able to be approved for red cel
I mmuni zati on program

MODERATOR CONLEY: Did we adequately
answer that question? Does anybody want nore
clarification?

M5. HOPPE: | guess that seens a little
i nconsi stent where currently you have to wait for a
reference nunber before you can do the first
i muni zation, and here you're saying you have to have
at least five people. Finally, if you' ve done one,
you have to manage to find five. So you may have been
running this programfor nonths before you send in
your first piece of paper.

| guess industry shouldn't conplain about
that, but it does nmake you wonder.

M5. CALLAGHAN: Well, | nean it is one
area that we were willing to take a risk on, and you
know, | think by |ooking at our inventory that one of
the problens maybe is that you're having trouble
finding the donors to inmunize, not that our review of
all of the paperwork is holding you up.

So that may be the apparent inconsistency
inthis, but you know, if, you know, you go into a new
area. You have five donors that are thrown in your

| ap that you can | ook at a gui dance docunent and say
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|"mdoing all of this, and start imunizing them
tomorrow and send in your self-certification for your
i nspection within 90 days, | nmean, you would be the
perfect candidate for this pilot.

Maybe that's not what's happeni ng out
there. It may be taking you a ot longer to find
donors who are willing to participate. So the actual
review process is not what's hol di ng you up.

We woul d be interested to hear that as
well. | nean, maybe this is not the pilot area for
the plasma fol ks, but you know, we want to hear your
t houghts. You know, we were seeing a | ot of
subm ssions for supplenents for red cell inmrunization,
and that's one reason why we selected this, and nost
of them were being contract inmunization facilities.

So we thought, well, maybe this is an area
where we can really facilitate the industry being able
to incorporate this into their progranms through a
self-certification. You know, if it's not, tell us.
G ve us ideas on another area.

M5. HOPPE: Well, | think the difficulty
is that the vast amount of tinme spent in the process
is waiting for a pre-license inspection and waiting
for what happens after, and this doesn't seemto
address things. As it happens, the review process is
pretty good.

You guys have nade a | ot of very positive
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changes on the review process itself, but the pre-

|icense inspection part and the post-pre-license
i nspection is a killer.

MS. CALLAGHAN: Well, | guess what we have
seen with the red cell immunization is right now we
have an inventory of places that we've been ready to
i nspect for, some of them a year and a half, and the
firms have asked us not to cone.

So -- and of course, when we set out to
tal k about this pilot, we only knew of having | ots and
| ots of suppl enent subm ssions, and we were trying to
figure out a way to cut down the burden of that. But
it seens perhaps not to be, you know, the real
problem and we do want to hear your ideas on that.

Maybe if there are areas that woul d be
better to pilot, areas that are nore standardized,
areas that are nore cookie cutter, that what you think
are no-brainers that we shouldn't be |ooking at at
all, let us know that.

DR. LEE; It is our hope that the
efficiency that we gain by not review ng the detailed
SOP can be diverted to actually performng the joint
di strict/CBER i nspections.

Also, in ternms of justification for not
goi ng through the reference nunb er assignnent
process, we're banking on the fact that by starting

with cells that have already been qualified froma
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i censed supplier and banking on the fact that you are
able to adhere to CBER criteria in terns of actual
donor i mmuni zation, that gives us equival ent
protection that is substitutable for the reference
nunber assi gnnent process, because the subm ssion is
revi ewed enough to allow the i mmunizations to go on.

So | think omtting the reference nunber
step in terns of allowi ng the process to nove forward
-- we have basically provided alternate neans of
affording the sanme public health safety level while
omtting the review And in terns of the inspectional
concern, that's why | had that question mark under
resour ces.

| nspectional resources has al ways been a
problem and we're not so sure if we can neet our own
expect ations, guarded expectations at this point, but
there is sonme efficiency gained by not performng the
review, and our reviewers will probably spend nore
time in the future as a part of the pre-licensing
i nspection teamrather than subm ssion review al one.

MODERATOR CONLEY: | will remnd all of
you that we are using a transcriptionist, and so that
the record of the neeting is conplete, please use the
m crophones when maki ng comments, and these
m crophones in the center are portable. So we can
bring themto you, if need be.

Ckay. We're on card 24 of 31. | wll
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encour age everybody to abbreviate their answers, so

that we can get a break at 2:30.

I nstead of identifying a change that has
al ready reached a peak in applications, why not
validate this pilot with one for which a real inpact
can be seen, such as the upcom ng nove for | eukocyte
reduction of blood products? That woul d be sonet hi ng
that you can really get data for and see if it is
effective.

CAPTAI N GUSTAFSON: That's a good i dea.
Qoviously, we didn't know where the world is going on
| euko reduction when we first set out to do the pilot,
but whoever commented on that, | think you're right.
| think the industry is at this point going to be
nmovi ng towards universal | euko reduction.

A lot of the industry is already approved
for | euko reduction, though. So, you know, it nay be
not as big of an issue. | don't know, but the conment
is very well received, and thank you.

DR. LEE; (bviously, to every good
suggestion, there is a downside. |It's not clear how
we w il evaluate the inpact if we nove directly to
self-certification of |euko-reduction. As it's being
currently done now, the subm ssion is reviewed for
controls built in to assure safety of the actual --
safety and efficacy of the actual |euko-reduced

pr oduct .
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If we were to abbreviate that process,
then how wll we know that we've done the right thing?
There is no inspection elenent traditionally for the
revi ew of | euko-reduction subm ssions. |If the
proposal is to include replace inspection in lieu of
subm ssion review rather than sinply abbreviating
submi ssion review, that's a viable alternative.
However, it sort of defeats the purpose of gaining
time and reducing the reporting burden.

So it's a good process, but then again, it
seens to fall somewhat outside the scope of the spirit
of the pilot program

Sorry, though, | didn't nean to nmake ny
answer so | ong.

CAPTAI N GUSTAFSON:  Yes, rain on her
parade, Jong. | think what we will need to do is go
back and see, you know, what percent of the industry
is already licensed for |euko-reduction; and if you
could, you know, think of maybe evaluation criteria
that we could use in a pilot -- Like Jong said, we
don't inspect facilities now for a | euko-reduction
supplenment. W look at it in terns of the controls
and process and the data.

We're open to suggestions on that.

MODERATOR CONLEY: For facilities that
want to be part of the pilot, could the FDA submt a

checklist that the facility could use to prepare for
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t he pre-assessnent inspection?

DR LEE: Well, first of all, such a
checklist already exists, and what we are hoping to
acconplish through the specific pilot is that we have
a docunent that's better than the checklist.

It wll tell you exactly howto -- It's
difficult to convert the checklist into your standard
operating procedure, which has to be institution
specific, and we can't sinply take your word for it
that you' ve done the right conversion.

The checklist is a very cursory, bullet-
line overview of things that we would | ook for.
Qoviously, all the details are filled in by the
i ndi vi dual reviewers at the review stage.

Since there is too nmuch of a question mark
in using sinply the checklist, what we are proposing
here are specific pilot guidances which will |end
itself better to a self-conversion to an institution
speci fic SOP.

So such a checklist already exists, but it
doesn't fit the purpose of the pilot program and
that's why we are beginning to inplenent specific
pilots using pilot guidances as nonographs as i nproved
versions of the checklist.

CAPTAI N GUSTAFSON:  If | could add a
l[ittle bit to that, because we have a bureaucratic

reason also. | nean, the reviewers, obviously, use
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internal checklists to determ ne whether they have
performed a conplete review of subm ssions, to make
sure that they have gotten all of the major
categories, but it's not a detailed enough checkli st
to truly be a guidance.

There's another issue with us devel opi ng
a checklist that you would fill out. That becones a
form and a formhas to have OVB cl earance with
reporting burden evaluated and a justification for
that form bei ng nmade.

So, you know, there's other problens with
using kind of the checklist formrather than a
gui dance under the good gui dance practices. But |
think, as Jong said, | think we're trying to get to
nmore detail in the guidance than we would have in a
checklist. But |I think one of the areas that we would
want your comments on is how nmuch detail do you think
you need in a self-certification standard?

MODERATOR CONLEY: And we'll take that up
after the break.

Using the Gamma irradiation pilot, what
woul d be included in a firms initial submssion to
CBER?

A second question on the sane card:
Assum ng the pilot becones available to the public,
woul d 483 citations on inspection require subm ssion

of a conpl ete BLA subm ssion?
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So, first, what's included in the initial

subm ssi on?

M5. DENHAM  Well, basically, it's the
sanme as Les nentioned in his talk, the 356h when
that's available. Right now, it's the PLA. Then you
woul d have your self-certification, and that's
basically -- well, and a request for the variance
under 640.120, and |l abels. Actually, yours isn't a --
Yeah, yours is a variance. They all are variance.

Al the pilots are a variance under
640.120. So it's a request for the variance, the
| abel s, the regular form whether it's the PLA or the
356h, and the self-certification statenent that you
meet the criteria.

CAPTAI N GUSTAFSON:  And there have been a
| ot of questions on why are we retaining the | abel
reviews. One of the big reasons for that is because
of the transition to the |SBT-128, and there's not a
one to one transition between coda bar and | SBT-128.

You're seeing that, and we're seeing it in
terms of review So | think, in order to make that
transition as snmooth as possible, we want to retain
the | abel review function during that transition
peri od.

MODERATOR CONLEY: And the second part of
t hat question, assum ng the pilot becones avail able

for the public, would 483 citations on inspection
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requi re subm ssion of a conplete BLA subm ssion? |'l
field that, because it seens |like it's asking two
t hi ngs.

Anything that's reported on a 483 is
di scover abl e under Freedom of Information. So as that
i nformation, 483s from your inspections is typically
avai lable, this informati on would be available. |If
the citations are sufficiently severe, and we really
haven't determ ned what that neans yet, then you woul d
be asked to step out of the pilot program and submt
t hrough normal prior approval supplenment CBER revi ew
pr ocess.

CAPTAI N GUSTAFSON: But it's the sane
process under a regular inspection now. |If you have
a pre-license inspection, the inspector who did the
i nspection reviews the response to the 483 to see if
that's adequate to get a license. So it would be a
simlar type thing.

If the inspector didn't feel that the
response was adequate, then we would ask for a regul ar
PAS.

MODERATOR CONLEY: Card 27 of 31: | have
a very difficult tinme |ocating Wb sites and pages to
find guidelines and Federal Registry. Have we reached
a nonent in tine that, if you don't surf for changes,
you cone up lacking with FDA? This is unsatisfactory.

Again, |I'lIl coment to that, because |
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find the Web easier to use than ny bookshelf. If you
find the CBER Honme Page, there are what's new itens
that you can click on that will discuss the
availability of CBER rel ated docunents.

True, there are Federal Register
announcenents that aren't necessarily announced on
t hose pages, but again your professional organizations
generally do an excellent job of inform ng you when
t hese things are avail abl e.

| don't know if anyone el se wants to
comment or not. It's a matter of becoming famliar
with the Web pages you use nost often

CAPTAI N GUSTAFSON:  Well, we had an open
public hearing for the device action plan, and | guess
it was just last week. It seens |ike about a nonth
ago now, so nuch has gone on

Sonme of the comments fromthat neeting
too -- they weren't -- | nmean, weren't really
conpl ai nts about the CBER Wb page, because | think
peopl e are appreciative of having the information
avail able, but said that it wasn't as user friendly as
the Center for Devices and Radi ol ogi cal Health Wb
page.

| think we did have people fromthe OCTVA
group that nonitors the Wb page, and | think they did
hear that. So | can't tell you that changes will be

made. Quite frankly, you know, |I'm appreciative of

160



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

161
t he CBER Wb page and the ability to go online and

find things without trying to figure out where in the
world I may have filed a piece of paper. But,
obviously, the Center for Biologics is nore than --
wi Il be nore than agreeable to | ook at ways to make
this electronic source nore user friendly.

DR. LEE: | guess the concern is that,
t hrough the sophisticated use of the conputer network,
you' ve converted what at one point had been a passive
process to an active one in which, unless you think of
| ooki ng on your own, you're left out. \Wereas, before
you got a piece of guidance docunent or whatever in
your mail. And that's true, but I don't think that's
a burden that's overly cunbersone in trying to
regularly visit the Wb site.

CAPTAI N GUSTAFSON:  Yes, the individual
mai | i ngs t hroughout the year of guidance docunents is

just not going to happen anynore. You know, due to

the ability to have electronic -- and that's not just
the Wb site. | nean, you can have the FAX-back as
wel |, but al so the expense of the individual mailings

is sonething that we can no | onger shoul der.

DR LEE: Also, it forces you to take
active participation in the process rather than just
sitting back and taking in what the agency announces.

MODERATOR CONLEY: One of the speakers

mentioned that titers nust be done after every
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i muni zation, which is a newcriteria, not part of al
currently approved licenses. Hi gh red blood cel
titers don't hurt donors. Wat is the FDA' s concern?

M5. CALLAGHAN: As part of the pilot
program you should be nonitoring what your antibody
titers are on your donors. (Qbviously, if you're
i muni zi ng a donor and they reach a plateau of 2,000 -
- atiter of 2,000, and you can't get themto respond
anynore, should you continue giving red cells and
exposing this donor to possible infectious disease or
possibly to form ng an all oanti body?

This is sonething that the nedical
director has to make a decision about. | should think
you woul d be nonitoring your donors as far as their
titer levels go so you know whet her or not you should
continue to imunize or if they do need a booster, and
it is part of the pilot program regardless of what
you are approved for before.

MODERATOR CONLEY: Okay. | have three
cards left, two of which I'mgoing to answer and, if
anybody on the panel thinks that |'ve answered w ong,
they will correct nme when you cone back. So be sure
you cone back and find out if I was right. The third
one I'malso going to use as kind of a lead-in for our
di scussi on when we return, because | think we're going
to come to probably the nost inportant of the day

after a break.
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First, is a facility -- If a facility

wants to participate in a pilot, who should be
notified at CBER?

Once these docunents publish in fina
form you will apply to the sane CSO you al ways have.

I f you just want to do so to show interest in the
pil ot program so that we know that there's interest in
the industry, then again call the CSO that you
normal |y deal with and express your interest, and
we'll be sure to keep track of that information.

Next, can the FDA afford to do this new
progranf? You are adding travel, hotel and food
expenses that currently are not being paid to CBER
staff.

Again, it is a pilot. Wether pre-license
i nspections would remain part of this issue as we go
on, | don't know if that burden of cost will continue
to be there or not. Right now, quite frankly, it's
just a matter which pocket it comes out of, and nobst
i nspectional issues are com ng out of sonebody else's
pocket, but | doubt that in the long run that that
woul d be allowed to go on, that we're robbing Peter to
pay Paul .

So you're right. It is a cost concern,
but it is a pilot programthat nay not stay in the
sane format in the future

When we conme back, one of the things I'd
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li ke to hear discussed further with the people in the
group as well as the panel is this statenent: Isn't
letting the industry wite regul atory gui dance and
provide self-certification a conflict of interest, and
is this really serving the public interest?

So that woul d be a good place to head off

when we conme back. W' Il take a 15 m nute break
W'l |l reconvene at ten of. Please cone back. If you
can't cone back, though, fill out the eval uation

forms, and | hope you participate as well the rest of
the day as you did on the questions. Thank you.

(Wher eupon, the foregoing matter went off
the record at 2:40 p.m and went back on the record at
2:58 p.m)

MODERATOR CONLEY: Ckay, let's everybody
grab your cookie and your caffeine, whether it's
carbonated or out of the coffee pot, settle down, and
we'll get noving again.

In regards to sonme of the questions that
we were doing right at the close of the session before
the break, it was pointed out to ne that, at |east for
the two itens that are proposed for the pilot, we do
on-site inspections anyway, and they have al ways been
-- included CBER personnel fromour office.

So there is no additional expense at this
| evel of the pilot. As the program may expand into

new arenas and we may consi der eval uating performance
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t hrough different ways, those may be issues to

consi der.

Since we're kind of entering into the
brai nstorm ng section of the neeting where we want to
share ideas back and forth, we can share things.
don't want at this point to inply the things that we
di scussed as possible future courses are FDA policy or
it's a direction we're definitely going.

Bei ng at the FDA about three and a half
years now and doi ng nore and nore public speaking,
|"ve been very inpressed with the -- inpressed may not
be the word; frighten nmay be the word -- by the fact
t hat when you stand behi nd the podium and you' re from
the FDA, you may read in the next week that "according
to an FDA representative."

So | find that ny lectures, | wite an
awful lot and ask two or three people to | ook at them
and then I"'mafraid to expound too nmuch behind the
podi um because | don't want to be setting FDA policy.
It's not supposed to be the way we do it. It's done
t hrough public hearings and opportunities for coment.

So we have a lot of things to discuss, and
we'll go back to the questions that we posed earlier
to open things up. Now | have a lavaliere m ke up
here, and these m kes that are down here in the center
are portable. If | have to, I'll play Phil Donahue in

order to get you to talk, but hopefully, you'll conme
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to the m kes on your own.

| will remnd you that the transcript is
bei ng produced. So, please, do cone to the m crophone
to speak, identify yourself so that that is captured
in the record.

| f you want to cone to the m ke and say --
you don't want to identify yourself and you're
speaking off the record, but you want the FDA to hear,
we'll do that, too. It's inportant that we hear from
you.

Wiy don't we start with this |ast
guestion. Isn't letting the industry wite regulatory
gui dance and provide self-certification conflict of
interest, and is this really serving public interest?

That really comes to the first question
t hat we posed for possible consideration. Can we turn
on the slide projector, please?

| s the concept of self-certification
viable? So let's -- | know sonme people on the panel
m ght want to coment on this, but can we hear
sonebody? |Is there such a conflict of interest built
into self-certification that it's not viable?
That's not neant to be a yes or no.

CAPTAI N GUSTAFSON: Can | start
di scussion, hopefully not close discussion. But |
think you in the blood industry, and we who regul ate

you are in a difficult position, because blood is
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viewed different from other drugs and nedi cal devices,
and it hasn't been so long ago that it was either the
President or the Vice President as part of the

Rei nventi ng Governnent said break down the barriers
that prevent you fromlistening to your regul ated

i ndustry.

It all sounded very, very good, but then
when it canme into practice, for blood it's, oh, no,
that's an illegal advisory commttee; it's in
viol ation of the Adm nistrative Procedures Act, you
know, on and on and on and on, and you're being too
friendly wth industry.

| think, you know, the conplaint that
of ten happens with CBER or has since the Eighties is
that, you know, we are in bed with industry; so,
therefore, we cannot be effective regul ators.

So we have had to be extrenely careful
| nmean nore than the drug and device industry. H MA
who represents Health Industry Manufacturers
Associ ation represents the device industry. They wll
cone to CBER, and they will say why can't you be nore
like CORH, we work with themall the tinme, we work

with themin devel opi ng gui dance docunents.

O course, we | ook to CDRH and we say, how

do you do that. | think that there is a nechani sm
even with GGP, for having industry input at the very

begi nni ng, but still have the guidances go through the
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internal review process within the FDA and al so out
for public coment according to the GG SOP that we
function under.

The Coalition for Regul atory Reform was
established to be a mechanismfor dealing with FDA of
a group to represent the entire industry, and we have
wor ked with them sonewhat with the 601.12

Now, you know, | will share with you that
when it got out in public that we had nmet with the
CFRR, questions cane fromthe H I, why did you neet
with them what was the topic of your discussion, and
are you in bed with industry again.

So we have to be careful, but I think,
you know, fromthe President on down, there is a
directive to communicate with the regul ated i ndustry
to bring theminto sone of the standard setting.

You are the ones who are out there doing
the work. So you are the ones who really should know
what the standards should be and, yes, we do stil
plan to regul ate you, and we have the final say, and
it's not that you woul d be devel opi ng standards and
t hen sayi ng, okay, FDA, here it is, take it as it is;
but it would be having a nechanismto have input,
hopefully earlier than before a draft gui dance goes
out .

| think all of you feel -- and you know,

honestly, so many of our gui dances that have gone out
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have been considered to have public health
inplications. So we have asked that they be
i npl enmented i medi ately during the comment peri od.

So fromyour standpoint, it's kind of a
done deal before it gets published as a draft. For
these two pilot areas that we are devel opi ng right
now, we want you to know that it's not a done deal, by
any neans, and we don't want you to inplenent it when
it's published as a draft. W want the comments.

Devel oping these two pilots was part of
the overall blood action plan, and that plan did not
have built in an industry comuni cati on conponent
early on. However, that's not to say for additional
pilots that we cannot devise a nechanismto have, you
know, groups work with FDA in developing the initial
gui dance, and then having the gui dance go through GGP
with a public comment period, and with FDA having the
final say-so.

So |l think it's input. | don't think it's
conflict of interest. | think it's the ability to
listen to you at the formative stages of these pilots
and devel opi ng the gui dance docunent and the |icensing
criteria.

Your conments?

M5. HOPPE: Yeah. | think it's conpletely
possi ble for industry to participate. W consider the

hi ghest standards possible to be our conpetitive edge,
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but we believe we can neet hi gher standards better
than the rest of the industry in general.

So there's no objection to having high
standards. | think part of what is alittle bit
di sturbing, though, is sone of the information in the
current proposal, for exanple, seens to reflect
exactly what was there in the 1980 guidance. | don't
think it's kept pace with what's gone on in the
i ndustry.

| think, to sone extent, it reflects
i nsufficient know edge of what the industry really is
and does, and | think one particular point that |
woul d take issue with is the sort of |ocation by
| ocation idea being applied to a red cell inmunization
programthat's run off centrally devel oped SOPs.

| can see with blood irradiati on equi pnent
that the facility by facility issue is real, but the
fact is, even though the individual physician on site
makes a big difference, he can change any day of the
week. He can change the day after you issue the
i cense.

At that point, the conpani es reeval uate,
approve the paperwork, and the FDA basically doesn't
have even sonething in their file that indicates who
the new person is. So making people wait many nont hs
so that you can cone out and personally neet the

physi ci an who may change tonorrow doesn't nake a | ot

170



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

171
of sense, doesn't add a | ot of val ue.

| would like us to see us put all of this
effort into sonething that adds nore val ue, and |
think it's a good initiative. | don't think
elimnating the review process on this particular
program gives us as nuch return for the effort as we
m ght in sone other ways.

CAPTAI N GUSTAFSON: Ckay. So, hopefully,
you and some of the other nenbers of the industry wll
give us sone ideas on a pilot that m ght be nore
benefi ci al .

MODERATOR CONLEY: Essentially, if | hear
you right, Ann, you're saying that the added value in
t he approval process of visiting the actual |ocation
is not a significant one, that instead you think there
are alternative ways that you can denonstrate
physi ci an performance at the actual |ocation where
I mmuni zati ons occur.

M5. HOPPE: | think, if you really want to
add value to that process, having sone genui ne
standards for the physician and for what he nust know
woul d be useful. | think, to a | arge extent, even
t hough CBER personnel are involved, there is
difference formone inspector to the next, and |I'm not
conpl ai ni ng about people being too difficult, but | do
thi nk sonetinmes | see people that are too easy.

Vell, | don't want to see ny conpetitors
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get licensed wth an easier inspection than | had, and
it cones down to that, that 1'd like to see a uniform
standard. 1'd like to see the right questions being
asked. 1'd like to be sure that every facility neets
t he sane standard.

| think physicians are inportant, but |
don't think the pre-license inspection process really
does nmuch to ensure that.

MODERATOR CONLEY: Ann, before you | eave,
I'"d like to hear you expand on your conment --
concerns about ease of |icensure, especially for
conpetitors, in the concept -- is the concept of self-
certification viable? Do you think it increases the
risk of -- if we use a self-certification approach for
certain products, that you may have conpetitors that
get by easier than the standard you set for yourself?

M5. HOPPE: No, because | think what's
being m ssed here is the fact that, for the nost part,
red cell imrunization protocols are being run by major
conpanies, and there's already a sufficient anmount of
control and a sufficient experience with the |icense
subm ssi on process that sending you anot her bundl e of
paper just nmeans you run the Xerox machi ne again.

| nmean, it really isn't changing
i ndustry's burden very nmuch to say we're going to
wai ve the review. |In essence, it's already waived,

because it's a repetitive process with additional
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sites.

MODERATOR CONLEY:  Okay.

MS. HOPPE: But you've got an SOP in
place. So | don't think that part of it changes very
nmuch.

DR. LEE: Those are excellent points, and
we thank you. One thing to keep in mnd, though, is
to deci de whether or not this whole idea of self-
certification is a drastic change fromthe traditiona
ways of doi ng things.

If you feel that the self-certification is
not that different, not a major change fromthe way we
have been regul ating the blood industry for years,
that it's not such a significant departure fromthat,
then I think we can enconpass nore drastic measures
such as the ones you propose. However, if your answer
to that question is, no, this is a major change, this
is a major departure fromthe way the bl ood industry
has been regul ated for years, then | think the
approach is to make very small steps, to make smal
i ncrenmental steps and | ook around as you go.

The two pilots that's proposed today
represent just that. They don't purport to be the
answers to streanlining in one step. Wat we propose
is sinply the step one of a nunber of steps. W don't
know how many steps it will be, but I think starting

cautiously rather than junping to the fruit is a
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reasonabl e approach at this point.

It's certainly better than not doing
anything, | think, in terns of streamine initiatives.
At | east, people are thinking about it, talking about
it, and we're nmoving forward. Once you've begun the
process, | think you' re 100 percent better off than
not havi ng begun the process, and to what degree
you' ve begun the process is less inportant than the
fact that you've begun the process, in the first
pl ace.

That's all | have to conment as a response
to that, but those are excellent points, and we
westle with that question internally.

MODERATOR CONLEY: Jan, please identify
yoursel f, and your comments.

M5. SIGVON: Jan Signon fromthe
Department of the Navy.

| want to say a couple of things. One is
that | see this forumas a really an interesting and
i nnovative way of addressing sone of the issues that
may have been brought up to you |last year in Decenber
with your first workshop at NIH that you brought up on
t he BLA and the changes that were com ng.

| know that that was an interesting
session. I|I'mpart of an organization that's actually
smal | and yet has a big voice sonetines, and sonetines

we have a very little voice; and | don't pretend to
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speak for the entire Departnent of Defense. Please

understand that right now. This is Signon talking.
So | should have just said Signon.

|"mreally confused, because |I'm hearing
that you're -- First of all, I guess this idea that

you' re doing a proposal for a small tool that would

hel p you and maybe help us do things faster. It 's a
tool in a basket of other options to do the sane
t hi ng.

| don't have a problemw th that. | think

it's great when you cone up again with a new tool or

a new possibility. The problemthat |I have is
severalfold. One is that where I"'msitting here and
automatically in ny head devel oping this idea, oh,
great, if we can do this, maybe | can get platelets
pheresed, you know, supplenent to that quicker. | can
do this quicker. | can do that quicker.

Then I'mhearing that if | self-certify
mysel f and you conme out on a couple of occasions and
see that ny supplenent is good and that |'m doi ng
well, can | then continue to maybe go through this
sane avenue to get other supplenents, and at the sane
tinme then I'"'mtold no, because on sonme of those things
we have to see the docunentation first. W have to
see the validation first. W have to do this other
first, because we can't trust you to give us the

i nformati on, even though you may have al ready self-
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certified in sonme other areas.

So, Dr. Lee, you did rain on ny parade a
l[ittle bit there. |1'msaying that, you know, again,
self-certification is a very thing. | think that al
of us have gone through a trenendous rise in
standardi zation and trying to do better with the QA
and the docunents that canme out in '83 and '85, but I
al so am concerned because | ast year at that sane
meeting | also heard the Coalition nmake a statenent
that I was just horrified at as a part of -- | think
we were one. The Departnent of Defense was one of
five people in that -- or five groups or six groups in
t hat organi zation

A statenent was made about self-
certification and doing it, and what difference was it
making. | don't want to m squote, but there was a
real slight that was put on the FDA in that, and | was
very appalled at that statenent that was nmade, and it
reflected on, you know, paying inspectors to cone in.

| think that that's one of the things
where | appreciate a totally unbi ased perspective from
the regulatory industry comng into nmy association to
see am | conplying according to what you would |ike
for me to conply with. That doesn't bother ne in the
| east.

| open ny doors and say cone anytinme, even

t hough sonetines ny doors are squeaky. They're there,
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but I do know I'"mgoing to get -- Maybe it's going to

be a little bit -- sonme inspectors are going to be a
little bit nore picky than others, but at least |I'm
going to get a perspective that sonebody totally
unrelated -- | didn't have to pay them-- is comng
here and has given ne this information; and yes, in
fact, | need to conply with it. | don't have a
problemw th that, again, because of public safety.

You know, I'mlistening. 1've seen B-PAC
|"ve seen all this other stuff, and | keep thinking
the one people that's not being very well heard here
are the small centers, the transfusion services who
don't have the noney to go out and to buy prisns to do
their testing.

They're going to have to go to bigger
associations to get their testing done, because
they' re saying, you know, if we don't have that kind
of noney, does that nean that we can't do it as well
if we have the instrunments and the devices. But the
| eading industry has a |lot nore noney to go out there
and tell you guys what to do and get you to nove in
their interest rather than the little guys.

| nmean, |SBT-128 is one of those things
also. It's like we've inplenented a great deal of
hi gh tech stuff the |last couple of years, and there
are sone people out there that are |eft behind,

because they don't have the noney, and they don't have
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the -- They don't have the ability under a consent

decree to focus on it to bring thenselves up to a
standard that now is higher than the little guy can
do.

So ny question is -- to all of you, as you
do this, it's like we're putting a lot of stuff in the
same -- in the bucket, self-certification and | ooking
at individuals who say, yes, we can self-certify; but
t hey have noney to do this, and they have nore tine
and effort to do it maybe.

Then at the same tine, sone of us are

trying to work to self-certify, and yet our data is

not accepted, you know, in the sanme level. So |I'm
just saying that all of this is together. [|'mvery
confused as to what is good and what is bad. [|I'm

confused as to does the industry speak for nme? |
don't think so, actually, because they are noving a
hi gher | evel of SD plasma and PCR testing.

Again, these are leading the little
centers out to where they can't -- They have to go out
and send for their stuff to be done by sonebody el se.
They | ose control over it, and | ook again, what
happened to one center that supplies a | ot of
reference testing for sonebody. Now the entire
country is going out trying to recall and do | ook-
backs for five or six years.

So ny question is what are we doing to al
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of us out there?

Finally, and | do nean this finally -- |I'm
going to sit down -- is that wwth BPAC and everyt hing
el se, 1've sat through those, and we're letting the

public tell us what to do.

We're -- They're telling us what to do
wi thout scientific and nedical evidence. | heard --
You know, you're put in a position where you have to
listen, but isn't there any kind of statenent that the
FDA can conme back to say that -- The bl ood industry
has i nproved. The incidence of transfusion
transmtted disease is down a great down over the | ast
15 years.

Isn't there anything we can say to neke a
statenment that says we are getting the best that we
have and we can, and we continuing to inprove?
However, the continued litigation against the blood
i ndustry over silly things |like can we control whether
CIJDis going to pop up in the blood 30 years from now
-- we can't do that, but we can give sonebody an
inproved life for the next year for transfusing them
Now.

Wiy can't there be sonebody that wll
stand up and say we're going to save your life today
with this blood transfusion; if five years from now
you cone down wth a TTD, then -- you know, again if

it's because we neglected to do sonething, that's
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okay; but it was the best thing for you at that point
intime, and it gave you five or six extra years.

Can we ever say that to then? Wy do we
have to continue to try to raise our standard higher
and we omt Chagas' disease, which is a very inportant
di sease in blood transfusion and coul d possi bly cause
probl ens, and we're | ooking for CID 30 years from now.

l"msitting down now.

MODERATOR CONLEY: Jan, don't |eave the
m ke, because | want to recap, and | want you to tel
me if 1'magot things wong, because there was a | ot
said there, and 1'd like to kind of bullet point it
for the sake of discussion.

| heard you say that there's a | ot that
FDA does in oversight that you actually value in the
practice that you do as a manufacturer of blood and
bl ood products.

M5. SIGVON:  Absol utely.

MODERATOR CONLEY: | heard you al so
express sone concerns that are beyond the regul atory
purvi ew of the FDA, concerns about the way the
i ndustry is going and whether the small guy is going
to be able to survive in this any |onger or not, and
|"mnot sure that that's the FDA's role.

| knowit's not the FDA's role to be a
chanpion for the safety of blood products in

particular other than to denonstrate that we're
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fulfilling our role as a regulator. If you want
sonebody to be able to cheer the blood industry on, |
don't think that's FDA's role, and |'msure Mary w ||
be able to coment even better on that.

Yes, we're driven by the public, and we're
driven by the legislature as to what are the key
issues and critical issues. |Is full safety of bl ood
possi bl e? This has been debated endl essly, and what
are the key issues? That's very difficult, and again
other than to assure the public safety as is dictated
by the law and the | egislature and the public, our
hands are kind of tied.

|'msure Mary wants to comment, too.

CAPTAI N GUSTAFSON: And why are you sure
that Mary wants to conment ?

You know, Jan, you have very good points,
and you're kind of preaching to the choir, | think.

I s bl ood banking policy science based right now? |
think the answer is no. You know, science enters in,
but we're still ruled a great deal by the public
perceptions fromthe Ei ghties, and | think, you know,
we took a hard blow, and it's going to be crawing
back sl owy.

You know, when | read in the paper about
bad drug reactions on a drug that hasn't been on the
mar ket for very long, it's |ike, oh, yeah, you know,

that's -- it mght be nentioned once on the news.
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M ght not even be nentioned on the news.

| think, gee, you know, if that had been
bl ood from a bl ood bank, this would be discussed for
weeks and weeks on end, and we woul d have all these
t hi ngs, what are you doing, you know.

So | think we are still reeling, and |
t hi nk even the book that you told ne about, the one
that's out -- can't renenber the author now, but it

starts out by saying blood is different; it has a

different neaning than other therapeutic products, you

know, just historically.

| think your points are very well taken.

You know, what | heard fromyou is concern that the --

by industry input that it will be the | arge players

that will rule rather than, you know, sone of the

i ndi vi dual transfusion services that naybe don't have

the noney to nove quite as fast.

M5. SIGVON: And if | can add one nore

thing that goes along with that, what | would like to

say again is that everything | have to say is actually

| applaud the FDA. | applaud the FDA s | ooking and
what Elizabeth said about the problemis in sonme of
these plasma centers is the doctors.

| don't know about the plasnma centers.
|"ve never worked in one, but |I do know about bl ood
banks, and | know that many tinmes the nedical

directors -- they decide to waive a standard here or
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there, just because this donor is needed at this
poi nt .

| think a lot of tinmes they do not know
what's really going on, and | think that, to say that
-- | mean, | can see where that's a big problem and
| appl aud your unwillingness to let it go and to go on
and to certify centers with thinking that the nedica
director is going to be fine; because | think that
that's a big problemin a | ot of places.

Again, | have a |l ot of oversight over a
ot of different centers and have had a | ot of
experience in ny career at seeing different centers,
and a lot of tinmes the doctors don't know, and they
don't really take a vested interest in what's going on
in the donor roomwhere a |ot of things can cone down.

So I'"'mjust saying | do appl aud nost of
your efforts. | do have a problemw th the industry
speaki ng for everybody, because | think that they
don't.

MODERATOR CONLEY: |If we were going to
seek industry input for the devel opnent of future
nmonogr aphs, do you have an opi nion on how FDA should
solicit that input and --

M5. SIGVON: | can only tell you that |
have 24 centers, and we can't do standardi zed SOPs,
because, no matter what, doing things by commttee is

very difficult, and everybody in the conmttee has a
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hard tine with accepting one little glitch there or
one little glitch there.

So I wish you luck. |[If you can do that
and get those nonographs to where everybody agrees
with them then you' re doing better than | can do with
the Navy, and | really better get down at this point.

MODERATOR CONLEY: Okay. The next person
fromthe floor, please.

M5. JETT: |I'mBetsy Jett fromNH |
wanted to add one coment to Jan's about how i ndustry
standards becone standards and tell you a story about
my |ast FDA inspection. [|I'mgoing to preface it by
saying that |, too, appreciate the inspection process,
and | always | earn sonething new.

In the |ast one we had several discussions
about what | considered trivial points, and they had
to do with the | evel of docunentation under CGWs and,
you know, do you have to record the | ot nunber of this
or that.

In the end, the argunent was, well,
everybody else is doing it. So you need to do it,
too. That's industry standard. | thought of calling
around every other place and seeing if that was true,
but | didn't.

So what ends up happening is, you know,
wi th everybody under a consent decree, and we are

appl ying these rigorous docunentation requirenents, |
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think, artificially -- you know, w thout a good, valid
reason for it except that, well, you know, the

i nspector said. It's easier to do it than to argue
about it.

| would ask that, when sonething new |ike
that comes al ong and you ask us to docunment sonething
under CGWPs, the burden of proof that it's effective
and will make it a safer environnent should be on you
and not on us, because if we weren't having a problem
to begin with, adding a new | evel of docunentation is
potentially | ess safe, because it distracts you from
what you're doing. But anyway, that wasn't what | got
up for.

What | wanted to say was to make the self-
certification viable, | think we have to have viable
gui dance docunents. \Were the irradiation one |ooks
okay, just fromskimmng it, the |last one | renenber
trying to help wite an SOP fromis the HCB | ookback,
and that was -- | nean, | think that | have sone
pretty sophisticated people at ny facility, and it was
t ough goi ng through and trying to figure out what the
expectations were on that docunent.

So | have sone suggestions. The first is
to heed Al CGore's directive for plain English
docunents. | would suggest, before you print the
draft, run it by sonebody in the office, the

housekeepi ng staff, and see if they can understand
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what you wrote. Ask sonebody to review it that wasn't
really involved in creating the docunent, because it
really is hard to inplenent sonething that you don't
under st and.

| just want to say that | think, you know,
a nonconpliance is not intentional in nost facilities.
It's because we don't really understand what you're
asking us to do.

The second thing would be to allow nore
easy di alogue in the pre-subm ssion phase. |[|f you
want us to be able to self-certify, we have to
under stand what you want fromus. So it won't be
successful unless we understand what your expectations
are.

To do that, maybe you coul d enpower your
enpl oyees to talk on the tel ephone nore freely,
because | find that when | call on the phone, people
are -- and you just said it a few mnutes ago. You're
afraid to nake a statenment, because sonebody is going
to quote you the next day.

So we don't get the information that we
need, and a casual conversation, if we prom se not to
use your nanme, | think, would be appropriate.

MODERATOR CONLEY: If | could interject at
that point, | think you're on the mark when you
di scuss gui dances that have been published that are

difficult to read and interpret.
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| believe that nost of the consuner safety
officers in our group have no probl em making a
statenent of fact on a policy that they understand.
It's when they're being asked to interpret sonething
that the agency has not taken a clear stand on that
you will probably find themless willing to make such
a statemnent.

Basically, we share the sane problem
know Judy and | at a workshop at AABB this year heard
from many participants how hel pful their consuner
safety officers are and how quick they are to respond
when they can. Hopefully, that's the issue, and what
it really ties into is your first point.

Have the things been published so that
they're clear for us, so that we can give you a clear
answer. But | don't want to cut you off. You had
anot her point.

M5. JETT: Yes. The next part, and still
tal ki ng about the docunents thenselves, is it may be
useful after you' ve published the docunent to validate
it, as we have to validate our SOPs, by using the 483s
and the things that appear there and assune that naybe
that itemis on the 483 because people didn't
under stand the docunent .

So use the information fromthe inspection
to inprove the guidance docunent.

Then finally, | would like to see you
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devel op a know edge base on the Wb where, as people -

- you know, people interpret regul ations and gui dance
docunents every day through the inspection process
t hrough |icensing or whatever other mechani smyou do
it, and it would really be hel pful to be able to share
t he experience and the know edge of other people by
publishing that in a know edge based system on the
Web, so that your staff could use it and we in
i ndustry could use it to hel p understand how to
interpret and how to inplenent.

That's it.

CAPTAI N GUSTAFSON: Betsy, could I ask you
a question? Do you nean perhaps a QA format on the
Web along with the guidance that maybe would clarify
areas that seemto be in question?

M5. JETT: You know, there's a ot of
di fferent nmechanisns for a know edge base. That's one
of them and there's others |ike, you know, if you
have sone sophi sticated conputer people there,
devel oping sort of an intelligence base where you
could -- you can go see a subject and dig down and
find, you know, how sonething has been interpreted or
what applies here and there and how you can apply it.

You know, that's a conputer technol ogy
kind of question that |I'mnot an expert in, but | know
|"ve seen, you know, in other FDA sites things |ike

that starting to develop. | couldn't tell you where
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they are, but |I've seen themand said, oh, I w sh CBER
woul d do that, too.

Part of it is questions and answers, but
it would al so be how -- you know, like -- | don't know
-- in the |l egal profession, you know, how a case was
deci ded and what was the rational e behind that case.
Those are published.

MODERATOR CONLEY: Good comments. Thank
you. Ann?

M5. HOPPE: Is it conpletely out of the
question to think about self-certification to an
exi sting approved SOP versus a single nonograph that
everyone has to do the sane thing?

| mean, what disturbs ne about it is that
none of it seenms to be performance based in terns of
successful prograns, that | may have a protocol that's
slightly different than yours, but if I'"'mgetting a 90
percent success rate and ot her people have 50 percent,
maybe it woul d be nore val uable to approve ny program
rat her than saying, you know, | have to give up the
exceptions | have approved if | want to use this
st andard process.

MODERATOR CONLEY: Is there a reason why
you coul d not approach exactly what you' re asking for
under a conparability protocol ?

M5. HOPPE: No, but the subject today is

this process.
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MODERATOR CONLEY:  Yes.

M5. HOPPE: And it would be nice if there
were a process |like this we could use short of having
to put the resources into devel oping conparability
protocols. It seens to nme that it would nmake nore
sense, and things like, you know, the adnonition to
test for alloantibodies -- sure, we test for
al I oanti bodi es.

You're not commercially viable if you
don't produce products that are relatively free of
extra antibodies. But again, if | have a performance
hi story of .1 percent production of unwanted
anti bodi es and ot her people got 10 percent, nmaybe ny
differences are sufficiently good that | should be
all owed to keep doing themand still use this process.

| think -- You know, again this is sort of
superficial in a way, rather than doing sonething
that's really going to add val ue and be sonet hing we
can use. | nmean, we're the |argest red cel
i mmuni zers probably in the world, and | can tell you
"' mnot going to use your process the way it's
witten.

MODERATOR CONLEY: | think standardized
processes -- it's arelatively small step for us to
accept applications self-certified on an industry
st andard accepted SOP nonograph, but to nake the | eap

that everyone will be able to wite their own SOPs
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that they will self-certify under -- that's a | eap.
| would not be ready to advocate that yet.

| don't know where we'll end up in a few
years.

DR. LEE: | appreciate your comments about

the scope of applicability and useful ness as currently

defined today, but once again, this is only step one.
| think what you're envisioning is step 10 of the
pr ocess.

Once we get there, we may very well w nd
up enbracing sone of the ideas that you just
expressed, provided that we receive fromyou
appropriate rationale and justification and
denonstration that that is indeed the case, and that
the case for you is also generalizable to other
centers, not just in your managenent but under other
peopl e' s nmanagenent .

Then we will certainly wel cone the --
enbrace that idea. However, | think there is a |ong
bri dge between that end goal, which we hope to
eventual ly arrive, and where we are today. That's
based on inspectional experience.

To make a single step junp would be
premature, and we're taking cautious steps. So |I'm
afraid that, if you' re not going to use our process
today, that's certainly your option, and that's sinply

-- that's the end of that.
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|"mregretful that it's not useful for

you. However, we hope to invite you to conment, as
you just did, perhaps with a little bit nore
substantiati on behind your arguments, so that it's
useful in expanding the pilot program as once again
we are only at the rudinentary stages, and we're not
cl ear exactly how to take the next step.

We have taken just the first step, and
your comrents will be very welcone in taking the next
steps towards sone vision that you al ready have in
maki ng the process nore efficient.

MODERATOR CONLEY: Let's take a comment
formthe back, and then we'll cone up to you, Kay.

M5. LeBEAU-LAIRD: Al right. I1'd like to
address that question. |s the concept of self-
certification viable? First of all, is that term
correct, self-certification? | just fail to see how
we are certifying oursel ves.

To me, the difference in this paradigmis
the |l ocation of the docunents. Before, we would send
in SOPs and QC docunents, and you woul d | ook at them
at CBER. Now we're going to be sending in just the
subm ssion, and then you will cone out, and you wl|
| ook at our SOPs and our QC documents.

So woul d you explain to nme how this could
be called self-certification? | feel |ike dunb and

dunber here.
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MODERATOR CONLEY: 1'Il try first. W are
in a validation stage of a process. So during the
pilot an on-site certification will be used. If it is
denonstrated that you may self-certify in these
i nstances, an on-site inspection nmay cease to be a
part of the self-certification

We are validating an approach which --

You' ve all been through validations now \hat the
future holds will depend on the performance we find
when we go out and | ook during the pilot. It may well
be -- and, you know, what's the future hol d?

My own bias with interest in QAis that we
woul d sanpl e a designated subset in sone kind of a
directed audit in the future, assum ng that the first
initial validation is good.

Sonebody want to add to that?

CAPTAI N GUSTAFSON:  No. | think you did
fine. That's exactly -- | mean, we recognize that, as
the pilots are designed right now, that we are just
nmoving the review to the inspection rather than really
accepting at face value your self-certification. But
we feel that we need to do that in order to see
whether this is really viable.

There are issues -- You know, one basic
non-conpl i ance, but as Betsy just nentioned, there may
be problens with the guidance that didn't conme through

during the comment period even. So we're validating
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both your conpliance and our own gui dances.

MS. LeBEAU-LAIRD: | see. So if you go
out and say 95 percent of the facilities in the nodel,
in the project, look fine, then is what |'m hearing
t hat naybe you won't be going out to do inspections
after that for these |license applications?

CAPTAI N GUSTAFSON:  Yes. That is a
possibility. That's what under consideration, that if
the pilot is so successful and the industry shows that
they are able to certify to a guidance and follow it,
then I think we would |icense w thout the pre-approval
i nspecti on.

M5. LeBEAU-LAIRD: All right. Thank you

MODERATOR CONLEY: G ve nme sone feedback
on that before you |l eave the mke. You used 95
percent, |I'msure, off the top of your head. If we
had 12 people submt to participate in the irradi ated
pilot and 11 of themwere certified i mediately
follow ng inspection, and the 12th was egregi ously
horrible -- people weren't trained, products were
being irradiated at 3500 Centi grade, abandoned tw ce
if they forgot to put the sticker on, people weren't
trained -- is that a successful systenf

What do you think we should [ ook for in
order to judge whether we have a successful pilot?

M5. LeBEAU-LAIRD: |1'd have to think about

t hat .
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MODERATOR CONLEY: Okay. Think about
that, and wite in.

M5. LeBEAU-LAIRD: That's what we have
been thi nki ng about.

DR. LEE: Well, obviously, five percent is
not always five percent. | nean, one out of 12 is not
the sane thing as ten out of 120. Each carries a
di fferent weight of being able to serve as in a
probability nodel

So | think you have to think about

confidence intervals. First of all, five percent is
too high, to begin with. | nean, if you are proposing
.1 percent, perhaps we can consider that. |If that .1

percent is validated enough based on statistical
analysis that it's actually .1 percent, no nmatter how
many such studi es you conduct, then perhaps it's
acceptabl e; but then at that point it becones a
judgnent issue as to what |evel of risk you are able
to accept and what |evel you are unwilling to accept.
It beconmes nore of a judgnent call.

At sonme point, with every statistica
anal ysis, there's judgnent involved, first of all,
what's acceptable and what's not. Then once you have
clarified those ideas, then you begin to run nunbers
and assess the predictability of that particul ar
outcone to other broader situations.

So | think this is why we are in the
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initial "Phase 1" stage of this -- exploring this new

policy, to get an idea, initial i1dea, of the
experience based on which we can perform| arger
studi es which are then geared to actually deriving
sonme nunbers that give us nunbers about predictability
as applicable to other bigger situations.

MODERATOR CONLEY: It's pretty clear to
all of us that, if we applied standards conparable to
H V risk and CID ri sk, probably nobody woul d get
licensed for anything. Are we science driven anynore?
" m not sure.

Let me just nention in passing, because |
see nore and nore people sneaking out, there is an
evaluation form W very nuch woul d appreciate it if
you conplete that and leave it on the desk outside, as
to whether you have found today's neeting useful or
not, and thank you for waiting, Kay.

M5. GREGORY: Hi. Kay Gegory from AABB
and frequently a spokesperson for CFRR, for those of
you who m ght not know ne.

| just want to express ny thanks for
having the workshop today. | think it's been very
useful. We've heard a | ot of good information.

In response to this particular question,
| think that self-certification is very viable.
woul d echo sone of what Betsy had to say in terns of

| think one of the key ingredients is that we all need
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to understand what it is we're trying to certify to.

So we need a good gui dance docunent. W
need good understanding of what it is we're trying to
do. | don't think any of us deliberately don't conply
with something. W sinply don't understand that it's
meant to be interpreted this way or that way or sonme
ot her way.

You're witing guidance docunents. | know
it's very difficult. 1 do alot of witing, and
people wite back and say, well, you said, and that
wasn't what | intended at all. So trying to wite in
plain English -- and | think maybe the idea of a
checklist wasn't so nuch the idea that we just want a
sinpl e checklist, but naybe a -- or guidance docunent
with bullet points instead of |ong sentences that |
can't figure out what they nean, you know.

So I think that was one possibility for a
checklist, is not just a checklist where you go down
and check, but where it would really give you what you
really intended it to be, if there are limts that you
want it to fall wthin this or that or whatever.

So | think the concept of self-
certification is one that we should explore. If I'm
hearing things right today, the pilots are really just
a beginning step, and you need to have sone way to
sort of eval uate whether you're going the right

direction or not, and I think this may be a way to do
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|"mnot sure that for the bl ood side
you' ve chosen the pilot project that will have a | ot
of interest, but |I think you won't find out until you
float it and see. | was glad to hear that, if you
think there's not enough interest in this one, you
woul d | ook for sonething else that you could do on a
pil ot basis.

So again, I'd like to thank you for having
t he workshop. ['ve found it very useful.

MODERATOR CONLEY: Thank you, Kay. How
many of you either represent an applicant or know of
sonebody, another applicant, who would be interested
in participating in one of the two pilots we described
today? |If you both know sonebody and you are one, you
can do this.

So there's sonme interest in our relatively
smal | group here today. | see about five hands, |
think, and it is not a huge representation.

Cheri ?

M5. JENNINGS: Yes. As the concept is
bei ng presented on a basic level, | think it's a very
good one. Wen ny institution has been unsuccessf ul
in alicense application, it has been because we have
failed to address sone key issues that you think are
very inportant.

VWhen we have been successful on the first

198



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

try, it's because soneone like G|, our consuner
safety officer -- in other words, Linda Alns -- has
said make sure that you address the follow ng itens.

So if these are put into the guidance
docunent that we can understand clearly and with the
possibility of know ng that our application will be
conplete within a 90-day period, | know people at ny
institution particularly would be very favorable to
t hat .

| know there's a lot of work that needs to
be done, but the concept as you presented it today to
me seens |ike a sound idea.

MODERATOR CONLEY: Again for our record,
that was Cheri Jennings from Gulf Coast.

Pl ease cone and use the m ke

M5. VAWIER MW nane is Mary Lou Vawt er,
and I"'mwith San Diego Bio Health. | have a concern
about the self-certification as far as the small guys
like nyself. W're just a small, little plasm
center, but |'ve been doing red bl ood cel
i mmuni zation since '85, and |I've worked for sone
really good people and |I've worked with sone really
bad peopl e.

Unfortunately, the bad people are really
bad, and it isn't until sonebody cones forward and
reports it that sonething happens. But I'mafraid

that bad people mght get into this again. You know
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what |' m sayi ng?

MODERATOR CONLEY:  You nean, and ruin the
pilot?

MS. VAWER: Yes. | nean, who's to say
t hat sonebody that has had their license revoked can't
use sonebody el se's nane and get back into the
i ndustry again and just go back with the sane
shenani gans that he had before.

It concerns ne, because | nean, |'ve been
dealing with the sane donors since 1985, and | don't
want ny donors to be at risk with people that are in
it for just the noney.

CAPTAI N GUSTAFSON: Are you sayi ng that
perhaps this is too risky of an area to pilot?

M5. VAWIER: The red blood cell -- I'm
kind of -- | kind of feel that way, but | nean, | know
| try ny best to be in conpliance at all tinmes, but
when you have sonebody that you once worked for that
wasn't and telling you different things that aren't
really true -- you know, | nmean, |I'mafraid other
people will get into this and really have no busi ness
being in this industry.

DR. LEE: Gven the fact that we have the
license -- actual pre-licensing inspection retained as
one of the review conponents, and given the fact that
we have limted this to the users of qualified cells

as supplied by others, do you think that this affords
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| ess public health protection than the current ways of
doi ng things?

M5. VAWER Well, that's true. | didn't
think of it that way, but who's not to say that he
goes -- or sonebody can go to soneplace that's already
i censed and then go ahead and get a red cell? You
know, | nean --

DR. LEE: Yes. W have thought about
t hat .

M5. VAWER  \Were there's a will, there's
a way.

DR. LEE: 1'mglad that you are thinking
al ong the sane process that we've already pursued.
That's quite correct, but I think those are risks that
are already existing, and we hope not to increase risk
but just to find sone neans of inproving the process
W t hout increasing the risk and, perhaps at the sane
tinme as a by-product, maybe increase safety as well.

M5. VAWER  Ckay.

DR LEE: But the pilot may fail, but then
it fails for a good reason, and then we'll be very
glad it failed, but then that doesn't nean that the
whol e program has died. W wll sinply nove to
anot her specific area of regul ations.

MODERATOR CONLEY: It's heartening for nme
to hear sone of the industry express sone of the sanme

concerns that we have had internally as we try to find
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nmore efficient ways. Unfortunately, we don't regul ate
just the good guys or we don't have a way of splitting
out and regulating just the bad guys. W nmake a

regul ation that has to be fairly applied to all and,
hopefully, we limt the bad guys in the industry.

Go ahead.

MS. JETT: Yes. A comment on how you
m ght evaluate the programitself. Sonebody had
mentioned, well, you know, is it going to be --
there's no 483s or no significant ones.

| would say maybe you should conpare it to
t he nunmber of 483s you get using the traditional
approach. | can't imgine that there's none under the
current program So why would you think there would
be | ess under the new approach?

MODERATOR CONLEY: Excel lent point. Make
sure we are at least doing as well or better than we
were under the old approach. Very good.

DR. LEE: Well, once again not to rain on
t he parade, but under the traditional approach, the
483s nust be addressed before an approval is rel eased.
So is the pilot.

If you -- | nean, that -- Oh, | see what
you're saying. Yes. But | guess in terns of
accepting the ultimate -- the application in terns of
the final approval, it's rendered after al

defi ci enci es have been properly addressed, and we
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certainly want to do that under the pilot as well, but

how do you decl are success of the pilot?

If we always have to -- If we are throw ng
peopl e out of the pilot because they don't cut nustard
at inspection, then that doesn't nmean that they can't
be licensed. They will be |licensed through the
traditional neans, but the pilot has died.

So | think, of course, we will keep in
m nd the nunber of observations cited under the
traditional system but that's going to be way too
hi gh. The nunber that we're aimng for has to be far
|l ess than that in order for the pilot to actually be
decl ared a success.

Wel |, because -- not necessarily it's good
or bad, but just because the fact that if the nunber
of observations are high, then we are continuously
falling back to the traditional ways of review ng
things, and by definition, the pilot has failed.

Basically, we're trying to arrive at a
nunber which we can -- which gives us confidence that
we can nove forward to the next stage of the program
that we do not have to fall back on the traditional
review, that the initial self-certification is indeed
self-certification as we want it, and nove forward.

So unless the findings at the inspectional
stage of the pilot is only of fairly insignificant

public health inportance, | think by default the
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program as defined in that area, cannot nove forward.

So | think the ultimte nunber has to be
much better than the current inspectional experience
under the traditional program

M5. JETT: Then maybe I' m m sunder st andi ng
the intent of the whole program | thought it was a
streanm ining thing, not an inproved safety program
necessarily.

DR. LEE: Well, we endeavor to streamnline,
but not at the expense of increasing -- not at the
expense of safety. Basically, if the pilot program --
| f the findings under the pilot forces us to
continuously throw people out of the pilot program
then the answer to your question would be, well, the
pilot programis not viable.

MS. JETT: Okay. But | just don't see why
you woul d expect a facility to be nore successful at
i npl enmenting guidance in the pilot programthan under
the traditional process unless you're changing the --

DR. LEE: W don't necessarily expect
anything at this point. | nean, if you submt an SOP
to us and reviewit, and we get it to the shape that
we want it, then we know it's okay, because we had an
input into the process.

M5. JETT: Ckay, | see what you're saying.

DR, LEE: But without that -- | nmean, we

tried to tailor these guidance docunents rel eased
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under the pilot -- we try to tailor themto be very
SOP oriented and detail ed and specific, not |eaving a
| ot of roomfor other considerations. It's
intentionally witten that way so that it can sinply
be taken as it is and be readily converted into an
institution specific SOP.

Whet her or not the industry can acceptably
do that depends on, as you said, the clarity of the
docunent and the willingness to conply. W believe
that, in general, people are willing to conply, but
often are not able to conprehend exactly what should
be in their institution specific SOP, and the
challenge is on us to make sure that these gui dance
docunents are witten clearly.

Part of the good gui dance practice
provision is to allow your input which, anong other
things, will add clarity to the docunent.

M5, JETT: Wuld the specifics contained
in the guidance docunent becone de facto standards
out side of the pilot progranf

DR. LEE: Well, that's noving on to a
broader question. That may very well be the case, but
that's not our intent. Qur intent was to provide a
mechani sm where -- which represents the magjority of --
the bulk of the potential applicants.

W want to find out the nbst comon ways

of doing things, and we want to convert that into a
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systemthat readily lends itself to "self-
certification" to previously witten gui dance
docunents. But that's not to discourage other people

from proposing nore creative, better, nore efficient

ways of doing things. However, we can't just do that.

Those have to be eval uat ed.

Under the spirit of the pilot program
once you begin to evaluate, you fall dowmn. As it's
defined today, | think we want to concentrate on the
fact that we are -- at least for the initial stage,
the purpose is to obviate detailed review after
recei ving subm ssion but be able to nove right into
t he i nspection.

So by default, it may -- The industry
forces may be such that what you just said m ght w nd
up being the outcone, but that's sort of beyond the
scope of what we can control

MODERATOR CONLEY: | think our guidance
docunents, as we publish them now, do becone de facto
standards. They do not carry the weight of |aw nor
the weight of regulation, but in that the industry
conplies with themgenerally, they do becone good
manuf acturing practices.

So nore difficult to defend in a court of
| aw i f FDA pursued an action against a |licensed
manuf acturer, but still very doable, because they do

becone de facto standards.
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So | don't think these will be any
different, but we have to recogni ze what they are
right now and that we've tried to renove a | ot of the
vari abl es.

Things that you m ght have been able to
successfully defend under an earlier guidance
docunent, if you're going to pursue it under a pil ot
study, what you're saying is I'mdoing it exactly that
way so that | can have an expedited review. So that's
the difference between the two.

You may still apply through traditional
prior approval supplenent approach, if you want to do
sonething a little bit differently, if you want to
irradiate at 3000 rather than 250 Centigrade; but if
you're going to participate in the pilot, then we've
sinplified it. W've nade it straightforward, but we
have not tied the hands of manufacturers on how t hey
do t hings.

M5. JETT: Just nake that clear to
everybody. | nean, you know, include that in the
title of the docunent, because | think otherw se there
w Il be confusion about what's the requirenents for a
product versus the requirenments to participate in the
pil ot.

DR. LEE: Yes. Actually, we have tried to
incorporate into the guidance title by making sure to

i nclude the word pilot.
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MS. JETT: Oh, okay.

DR. LEE: | appreciate your points.

MODERATOR CONLEY: | put the next couple
of questions up, which are really on technical issues,
so that people can -- if you have any questions about
the technical or scientific basis in the docunents, we
can cone to that. But Steve was already up and has a
coment .

MR. KASSAPI AN: St eve Kassapian fromthe
American Red Cross.

Your previous slide, those are the ones
|"maddressing. | believe that this is a significant
change, and | believe it is viable; but it's not only
viable. | think it's necessary, and | don't see it at
all as a conflict of interest.

| think that industry can help in the
devel opnent of these guidances. | think that in the
long run the industry is closer to the manufacturing
process, and in many cases they would be nore
st rengt hened.

So that's why | don't see a conflict of
interest. | also see that we would be able to get
i nproved products to market faster, and that's again -
- there's no conflict of interest here.

So it is definitely viable. It is
necessary, and we should do it. Having said that, |

just want to step back one, because | want to say |
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like this concept, but | also |like the concept of the

BLA and the changes to 601.

| think the problemw th both of those is
how we inplenent this process. | think this can prove
Mary's point, that we're not in bed together, because
even though they get input fromindustry, they don't
al ways necessarily -- you don't always necessarily
inplenment it the same way or exactly in the fashion we
woul d want, and that's understandable. But we're
going to give you our tw cents anyway. | think
i npl enmentation of this will be sonething that we can
debate as wel | .

You wanted sone areas of interest for
pilots. Sonebody al ready nentioned | euko-reduction.
| woul d absol utely agree.

| would al so nention platel et pheresis.
This isn't the first tinme | would nention platel et
pheresis. It won't be the | ast.

Here's one that | don't know that you've
t hought about and, from ny organi zation, it would be
very hel pful -- changes to SOPs in the big six
categories. That would be donor suitability, high
ri sk, etcetera.

| think that would fit in nicely to this
concept, because here you're giving us -- we're saying
we're certifying that our SOPs, our changes to the

SOPs, address your concerns, and we have them
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In fact, if you wanted to do a pre-license
i nspection, which | don't think would be necessary,
you woul d cone in, and you would | ook at the SOPs nore
effectively. You would | ook at how the SOPs actually
work in the real world.

So | would think I would like to see -- |

say | think. | would like to see this type of thing
for SOPs, just as a separate part -- you know, changes
to SOPs.

| think the question -- you asked the

guestion al so, how nmuch detail should we put in these
gui dances. Sonebody asked that one. | think in that
case you would want to put in the concepts as opposed
to the details.

The only details you would really want
woul d be the specific ones that would be required,
such as, say, 2500 Centigrade or the specific details
that are absolutely necessary set points or whatever.
But by and large, | think that nmy conment is that this
is absolutely doable, and we should nove forward with
it.

As sonebody el se nentioned, this is only
one tool. You can use this for sonething else. You
coul d use a conparability protocol for sonething el se.
This may not fit for what sonebody el se was
di scussing, but there's another tool to use.

So the nore tools you can give us, the

210



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

211
happier 1'mgoing to be. Thanks.

MODERATOR CONLEY: Good. Thank you for
your comments, Steve.

Any -- Express any concerns or questions
about scientific or technical issues in either of the
two gui dance docunents? Perhaps this nay be an issue
that you would rather go honme and put your data
t oget her and respond in witing.

W really talked a little bit already
about what criteria should be used to evaluate the
self-certification pilot, and got sonme good ideas on
that. Steve has already kicked off the idea of what
next products should be included in the program and
what woul d be the best way to involve the industry.

W' ve al so heard sone comments, too, and
especially sone comments and sone concerns that maybe
the representatives in |ike CFRR may not represent the
smal | guy in blood banks, and maybe -- Good, Kay is
going to address that.

M5. GREGORY: | don't pretend that we
represent everybody, because we don't hear from
everybody. Certainly, if you |let us know what your
concerns are, we do try to represent especially the
smal | guys, because we're afraid you don't have a
voi ce of the big guys. But if you don't tell us,
there is no way that we can represent you either.

So | guess ny plea would be to | et soneone



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

212
know what your concerns are. You know, CFRR was

specifically designed to try to work on these issues,
and we're certainly happy to do so. W're certainly
happy to | et sonebody el se work on it for a while as
wel |, but we can only represent what we know about.

Frankly, we have trouble getting industry
i nput sonetinmes. So | know nost of you here probably
are the ones who respond anyway, but if you can take
t he nessage back hone that not only does FDA want to
know what you think, but industry, AABB, the CFRR --
we all want to know what you think as well, so that we
can represent you as best we can.

MODERATOR CONLEY: The floor is w de open
for anybody on the panel or in the audience.

DR. LEE: Well, 1'd just like to nake a
comment, that | amactually very gl ad about the size
of the audi ence today, because that allows each one of
you to adequately express your concerns and truly cone
to an understandi ng of what we presented.

Had we had a much bi gger audience, | think
the case would be too many cooks in the kitchen, and
we wouldn't be able to really reach the |evel of
clarity that we are striving for.

The burden is for all of you to go back
and discuss this with your nei ghbors so that you each
individually serve as a spokesperson of the changes to

be inplenented in the future. So in that way, not
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only by giving us your direct feedback, but to sort of

serve as indirect spokesperson, | think we can achieve
the sane goal in a nore efficient way.

| guess one nore coment about in
brainstorm ng i deas for expansion of the pilot program
to include other regulatory areas. | think whether or
not it's a suitable candidate may becone nore clear if
you ask the question, self-certification to -- self-
certification for adherence to? That's the area that
-- the blank that you want to fill in.

| f you just think about self-
certification, period, that just nmeans that you self-
certify, and that you say that you're okay. |[|f you
think along those lines, I think you will find
yourself thinking in an unclear way. But if you ask
yourself, self-certification for ny adherence to, and
then the question is how do you want to come up with
a particul ar nonograph or pilot guidance which spel
out the provisions of adherence.

Those are ny two final closing coments.

MODERATOR CONLEY: Let ne just
editorialize a little bit, too. Wen these docunents
publish in draft, they are open to public comrent from
everyone. Every comment that is sent to the FDA is
read and considered on its nerit in the publishing of
the final guidance docunent.

Often in our busy lives, it's easy to
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presune that AABB or CFRR or ABC is already responding
on our behalf. In fact, that is the best guard for
the smal|l place that feels like they're being left

out, is to take tinme to coment on a gui dance
docunents; and | know how hard pressed everybody is
for time, and it's difficult, but that's still the
best way to get your comrents in to the FDA, because
we're not tied to any one manufacturer in asking for
support.

| think things are starting to wi nd down.
Cl osing coments fromthe panel ?

CAPTAI N GUSTAFSON: Wl l, I'mvery, very
grateful for the turnout today. | was worried. | was
worried both in ternms that we didn't have enough
material to fill a day, and also that we wouldn't have
enough peopl e except for FDA fol ks to have any
di scussi on.

So I'mvery, very pleased that you cane.
|"mvery, very pleased that you participated, and |
hope that you will continue and conment on the witten
draft and send in witten comrents for us to chew on
as wel | .

W w il have the transcript. W plan on
studying all of your coments, but you know, keep
telling us what you think. | think I've got the idea
that the concept is good. You like self-

certification, but the devil is in the details, and
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whet her we have the right pilot, we have the right
eval uation criteria are things that, | think, are
still under discussion, you know, as we nove al ong.

| think |I get the idea that you like the
overal | concept.

MODERATOR CONLEY: Are there anynore
comments? One nore comment.

M5. FORD: Kenra Ford, Director of Labs,
| nvent ory Managenent, the Okl ahoma Bl ood Institute.

|"mvery excited about this potentially
new pathway. |'d like to strongly recommend that this
be considered, and this may be a way to | aunch off
this new opportunity.

For those products where you're already
i censed, and you nade a maj or manufacturing change
that constitutes re-licensure or new application, for
exanpl e, donor retested plasma, you' ve got an
apheresis technol ogy and you go to a new version
upgrade where it constitutes re-licensure, that may
allow you to get the data that you're looking for in
a nore controlled situation, because you've already
got a licensed product in a center that has experience
wi th that process, so that you don't roll in bad
outcone data up front that would crater this

| think this is a great opportunity for a
| ot of areas, but nmaybe not all of them

MODERATOR CONLEY: Very good. Thank you.
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Well, thanks to all of you. Thanks for
today's participants. | think we all owe each other
a bi g hand.

( APPLAUSE)

MODERATOR CONLEY: Conpl ete your
eval uations, and drive safely wherever you need to go
t oni ght .

(Wher eupon, the foregoing matter went off

the record at 4:12 p.m)
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