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PROCEEDIL NGS
| nt roducti on

DR. LEE: Good norning and wel cone to the Wbrkshop
on the Biologics License Application and Reporting Changes
to an Approved Application for Blood and Bl ood Conponents.

[ Slide]

| f the various acronyns and ternms shown on this
slide do not nean nuch to you, CBER truly wel cones your
attendance today and wi shes that you will be thoroughly
famliar wth themby this afternoon. |[If you are famli ar
with them CBER wel cones and appreci ates your attendance and
hopes that you will share your insights as well as your
concerns with CBER towards the optinmal regulation of bl ood
component s.

Today's workshop wll focus only on how t hese
terms relate to the manufacture of bl ood and bl ood
conponents for transfusion use or for further manufacture.
How these terns relate to other bl ood products, including
pl asma derivatives such as al bum n, imunogl obulin
preparations and clotting factor concentrates is beyond the
scope of today's discussion.

[ Slide]

I n January of 1995, CBER held a workshop for the

bl ood conponents industry where the topic of |icensing of
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bl ood conponents intended for interstate commerce was
originally discussed. The presentations at that workshop
outlined CBER s criteria for evaluating an application, as
wel |l as the associated adm nistrative procedures and
requirenents.

Today we shall extend the discussion by describing
two CBER initiatives targeted at substantially reducing the
regul atory burden on both the industry and CBER, w t hout
conprom sing the safety and effectiveness of bl ood
conponent s.

More specifically, the BLA, or biologics |license
application, initiative will be discussed in the norning
session, to be followed by the 601.12, or changes to an
approved application initiative, in the afternoon session.

[ Slide]

The requirenent for two fornms of license in
obtaining the initial license and the requirenent to receive
CBER approval prior to inplenenting any change to an
existing license are shown side by side on this slide that
summari zes CBER s |icensure nmechani smas of October 7, 1997.

In obtaining the initial |icense, a manufacturer
submts applications for two forns of |icense, the
establishment |icense application, or ELA, and the product

license application, or the PLA. The requirenent for
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subm tting these applications for the two licenses is
codified in Title XXI of the Code of Federal Regul ations,
Parts 601.1 through 601.3. These applications are eval uated
concurrently and CBER s review is concluded typically within
t wel ve nont hs.

I n maki ng changes to an already approved or
existing license, the applicant submts a supplenent for
whi ch CBER approval must be received prior to inplenenting a
proposed change. The requirenment for such prior approval
suppl enent, or PAS, applies to both establishnment and
product |icense applications. CBER s review of suppl enental
applications for a mnor or a major change are conpl eted
typically wwthin six or twelve nonths respectively.

[ Slide]

On Cctober 7th, the rule for reporting changes to
an approved application or changes to an existing |license
was revised towards the goal of reducing the regulatory
burden wi t hout conprom sing the protection of public health.
The revised rule recognizes two additional ways for
reporting inportant changes in addition to reporting as a
prior approval suppl enent.

Under the revised rule, a change in manufacturing
that has a substantial potential for an adverse effect on

the final product nmust continue to be reported as a prior
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approval supplenent. A manufacturing change that has a
noder ate potential, however, may now be reported as CBE30,
or as a change to be effected not |ess than 30 days after
subm tting the supplenental application. 1In addition, a
change with a mnimal potential may be reported in an annual
report, or AR, which will be reviewed and filed at CBER

wi thout a specific approval notice. However, incorrect
categorization as AR or inadequate information in the annual
report that does not allow CBER to confirmthe clai ned

m ni mal potential will trigger a CBER revi ew response.

[ Slide]

These additional reporting categories do not
affect the current requirenent for two fornms of |icense.
They sinply allow an existing ELA or PLA to be nore
expedi tiously suppl enent ed.

Addi tional CBER gui dance that nore concretely
defines the terns "substantial," "noderate" and "m ni mal "
with respect to the potential for an adverse effect is
currently being prepared to allow the optimal utilization of
the revised 601.12 rule that has already been in effect
si nce Cctober 7th.

In addition to reducing the regulatory burden in
reporting changes to an existing license, CBER is currently

actively engaged in simlarly reducing the regul atory burden
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in obtaining the initial license. This second initiative
will elimnate the requirenent for the two forns of |icense,
to be replaced with a single BLA, or a biologics |license
appl i cation.

The architects of this initiative viewit as an
opportunity to stream ine the current application
requi renments and procedures beyond a sinple consolidation of
the two forns of |icense. Towards this end, the appropriate
portions of Part 601 of the Code nust be revised; a guidance
whi ch acconpani es the revised rule nmust be prepared; and
CBER s dat abase and tracking systens nust be updat ed.

When i nplenmented, the BLA initiative will not
affect the current rule on submtting suppl enenta
applications. The current three ways of reporting
manuf acturi ng changes will continue to be used in filing a
suppl enental application but to a BLA rather than an
establ i shnment or product |icense application.

[ Slide]

Through this slide I would like to present a brief
overvi ew about how the rest of the session will go. This
nmorning will be devoted to describing the transition from
ELA and PLA to BLA, and this is a transition to be nmade
sonmetine in 1998.

The conponents of the BLA initiative, form 356h,
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and t he acconpanying chem stry, manufacturing and contr ol
section of the guidance docunent for the BLA application
will be described in sonme detail. The supplenent for making
changes to the existing ELA/ PLA currently active will also
be applicable to maki ng changes to the BLA application when
t hat becones effective.

The three conponents of maki ng changes to an
exi sting application, the prior approval supplenent, the
CBE30 and annual report -- these three tools under the
suppl enmental nechanismw || be discussed in the afternoon
session and a specific portion for the prior approval
suppl enment, ternmed CP or conparability protocol, wll also
be di scussed in sone detail. The conparability protocol is
to be recognized as a tool to allow downgrading of the three
reporting nmechani sns under maki ng changes on an existing
license.

At this point, | would like to sinply point out
that this overview of the BLA of this norning's session wll
be described by Mary Gustafson, Director of the Division of
Bl ood Applications, Ofice of Blood Research and Revi ew,
Center for Biologics. The overview of the 601.12 rule wll
be provided by Dr. Devine, Associate Director for Policy,
Center for Biologics Evaluation and Research.

The details of how the specific initiatives relate
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to the bl ood conmponents industry will be discussed by
menbers of the Blood and Plasma Branch within the Division
of Bl ood Applications. Mmnica Yu will describe in detai
the form356h. GIl Conley will describe the chem stry,
manuf acturing and control section of the gui dance docunent.
The prior approval supplement will be described in sone
detail by Joanne Pryzbylik, also a nenber of the Bl ood and
Pl asma Branch. The changes being effected in 30 days w |
be descri bed by Pat Gardner, and the annual report wll be
descri bed by Judy G araldi, all nenbers of the Bl ood and
Pl asma Branch and consuner safety officers.

My nanme is John Lee. | amcurrently serving as
the Chief of the Blood and Plasma Branch within the Division
of Blood Applications. At this point, I would like to
i ntroduce Mary Qustafson to provide us with an overvi ew of
the BLAinitiative.

Overview of the BLA Initiative

M5. GUSTAFSON: Thank you, Dr. Lee. It is good to
see all of you here this norning. | think John did an
excellent job of providing the structure of today's events.
Also we had tinme and noney for one workshop, so we are
m xi ng together things that are in regulation as either
final rules or proposed rules, and al so proposals that we

have in gui dance docunents which are subject to revision and
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coment by everyone, and we are seeking comments.

| will try to point out to you as we go al ong
whi ch things are current, which things are proposed, what is
regul ation and what is a guidance. Hopefully, that will be
sorted out. If not, be sure and ask a question so we can
clarify as we go al ong.

[ Slide]

This nmorning | will provide an overview of the
Center for Biologics' planned transition from our
traditional way of licensing biologics to a new nodel .
Traditionally, biologics Iicensing involved issuing |icenses
for both the biological product and the establishnment
manuf acturing the product. This |icensure was based on
revi ew and approval of separate application filings, one for
t he product, the product |icense application or the PLA, and
one for the establishnent, the establishnment |icense
application or the ELA

The Center is noving to elimnate the
establishnment filing. |In the future a single application
filing wll result in the issuance of a single biologics
license.

[ Slide]

As part of President Cinton's 1995 nati onal
performance review, FDA announced that it would elimnate
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the establishnment |icense application filing for a group of
speci fi ed biotechnol ogy products. FDA also commtted to
devel op a single harnoni zed application formfor al

i censed biol ogical products and all drug products.

[Slide]

In the Federal Register of May 14, 1996, FDA
published a final rule entitled, elimnation of the
establishnment |icense application for specified
bi ot echnol ogy and specified synthetic biological products.
The rule elimnated the establishnment |icense for the
products specified in the rule. It replaced the
establi shnment and certain other standards in the biologics
regul ations located in Title XXI of the Code of Federal
Regul ations, Part 600, with a firms denonstrated conpli ance
with regul ati ons covering current good manufacturing
practices. Specific information filed in the chem stry and
manuf acturing and control section -- abbreviated CMC
section, and you will hear this a lot today -- of the
har noni zed application, coupled with a pre-license
i nspection replaced the establishnment application filing.
An interimapplication form nunber 3439, was adopted for
filing the BLA for the specified biotechnol ogy products.

[Slide]

The May 14, 1996 final rule covered biotechnol ogy
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products in the follow ng categories: therapeutic DNA

pl asm d products, therapeutic synthetic peptide products of
fewer than 40 am no acids, nonocl onal antibody products for
in vivo use, and therapeutic reconbi nant DNA-derived
products. The majority of products regulated by the Ofice
of Bl ood Research and Review do not fall into one of these
categories -- definitely not blood and bl ood conponents,
which is the topic of today's workshop. However, the spirit
of the regul ation and sonme of the specific elenents of the
rule do apply to the regul ati on of bl ood and bl ood
conponent s.

[Slide]

The May 14, 1996 rul e expanded the definition of
manuf acturer as defined in 21 CFR 600.3(t). Unlike the
previous slides that pertain only to the specified biotech.
products covered under the elimnation of the ELA rule, this
regul atory change pertains to the nmanufacture of al
bi ol ogi cal products addressed in Title XXI Code of Federal
Regul ations, Parts 600 through 680.

Who is the manufacturer is inportant because the
manuf acturer is the party that becones |licensed. Previously
the definition of manufacturer restricted its usage to one
who was actually engaged in the manufacturing process. The

new definition also includes any | egal person or entity who

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



Sgg

is an applicant for a license, where the applicant assunes
responsibility for conpliance with the applicabl e product
and establishnment standards. The expanded definition
provides for much greater flexibility for the industry.

[ Slide]

The applicant may or may not own the facilities on
whi ch the product is manufactured. Additionally, the new
definition elimnates the requirenment that each contract
facility engaging in significant manufacture obtain a
separate |icense.

[ Slide]

The practical results of the change in definition
of manufacturer are the facilitation of contract
manuf acturing under |icense, the elimnation of the
requi renent for a separate |license for the contractor
al though we still intend to maintain |icensing options of
shared and di vided manufacturing for those who prefer those
licensing arrangenents. It allows a product innovator to be
licensed even if the innovator is not engaged in the
manuf act uri ng processes and, hopefully, it will sinplify the
appl i cation process.

VWhile the May 16, 1996 final rule addressing the
elimnation of the establishment |icense and use of the
interimbiologics |icense application pertains only to the
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products specifically covered by the rule, the intention to
har noni ze the application process between the Center for

Bi ol ogi cs Research and Review and the Center for Drugs
Research and Review for all drugs and bi ol ogi cs was
commtted to as reinventing governnment or EGO initiative.

[ Slide]

A form 356h has been devel oped for this purpose.
The harnoni zed formis in essence a cover sheet for filing
an application. The neat of the application is addressed by
filing attachnents to the formthat are addressed in a
listing on a separate page of the form The nost
significant for biological products are the sections that
request information pertaining to the chemstry and
manuf acturing control for the product, and the establishnment
description section. It is inportant to note that for
bi ol ogi cal products, not covered by the May 1996 final rule,
establ i shment standards are retained.

[ Slide]

For each product category gui dance docunents
addressing the content of the CMC and est abl i shnent
description sections are being devel oped. This guidance is
necessary before inplenentation of a single application
filing. \Wen appropriate guidance is available for filing
the single application form manufacturers may file a single
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bi ol ogi cs application for biological products not
specifically covered in the May, 1996 final rule. As

gui dance is developed, its availability for conment wll be
published in the Federal Register. After a comment period,
the final guidance will be prepared and anot her Federal

Regi ster announcenment will advise the industry of the

i npl enent ati on date.

In addition to guidance for filing, we are in the
process of anmendi ng the regul ations that cover |icensing of
bi ol ogi cal products. Currently, our regulations in 21 CFR
601 require the issuance of a product |icense and
establishnment |icense. Those regulations need to be revised
to facilitate a single license issuance. Last, but
definitely not |east, the CBER |icensing database nust be
upgraded to accommopdate the new filing nmechani sm

In the last few nonths, the Center has been busy
devel opi ng CMC and establ i shnent gui dance docunents for the
various products regulated by the Center. The majority of
t he CMC docunents devel oped by CBER follow cl osely the
Center for Drugs Eval uation and Research's established CMC
gui dance docunents for drug products.

The categories covered by the CMC gui dance i ncl ude
description of drug substance and drug product,

characterization of both the substance and the fi nal
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product, identification of the manufacturer or
manuf act urers, mnethods of manufacturing and packagi ng,
val i dation and process controls, use of reference standards,
rel ease specifications and testing requirenents, the
contai ner closure and requirenments for shipping, stability
protocol and environnental assessnment. These categories are
appropriate for nost biological drug products but do not fit
bl ood and bl ood conponents. The categories for review of
drug substances are not applicable for this group of
products and, if they could be nade to fit, they do not
offer sinplification and stream ining of the application
pr ocess.

[ Slide]

Therefore, we have taken the transition from use
of the product |icense applications and establishnent
| icense applications as an opportunity to effect change in
the licensing process. This is part of a |larger overall
eval uation of blood programregulation. It is an effort to
optim ze efforts by both the Agency and industry to ensure
bl ood quality and safety.

[ Slide]

In terns of the BLA for blood and bl ood
conponents, we have considered several issues. First is the

scope of the BLA. W currently license separately seven
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bl ood conmponent products. Each has its own application form
plus the addition of supplenental application forns. The
total nunber of application forns for blood conponent
products licensed by the Ofice of Blood is ten.

We have grappled with what scope of conponent
manuf act uri ng should be covered within a single application.
After considering several options, we have settled on the
nunber one. That is, one application will cover a ful
range of transfusable and for manufacturing use conponents
prepared by common nethods within a bl ood establishnent.

For exanple, a new bl ood establishment who wi shes to be
Iicensed for whole blood, red blood cells, plasm and

pl atel ets prepared from both whol e bl ood and by apheresis
will file one biologics application that describes what is
request ed and how t he conponents are prepared and
controlled. In the past, such a request for |icensure would
require the filing of six separate applications.

We al so considered the issue of facilities. Wth
the establishnment |icense application each separate facility
was essentially individually licensed even if part of a
larger license. Wth FDA' s demands in recent years that
| i censees standardi ze operations across its |license and
mai ntain nore centralized control of operations, we have
been faulted by the industry for not acknow edgi ng
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industry's attenpts to better standardi ze operations and
mai ntain centralized control by allowing a nore flexible
I i censi ng schene.

Wth the elimnation of the establishnent |icense,
we W ll no longer use the term"license |ocation."”
Facilities will be evaluated within the context of a single
application filing based on the extent of manufacturing
occurring at the facility and the inpact on safety and
quality of the products prepared in that facility.

As nmentioned earlier, the structure of the BLA in
terms of CMC and establishnment description sections
applicable to other biological products are not hel pful for
bl ood and bl ood conponents. For the nost part, the
conponents are well defined. The role of licensingis to
ensure that the conponent is safe and processed in a nmanner
to ensure a conponent of consistently high quality. In
addition, there are bl ood donor issues that crosscut the
range of blood conponents. Qur future goal is to use the
| icensing process to nonitor the licensee's ability to
mai ntain quality oversight of its operations.

Please listen carefully to M. G| Conley's
presentation later this norning as he shares with you our
current thinking regarding the CMC and establishnment filings
under the BLA. This guidance is under devel opnent and your
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input is both wel come and needed. The product that M.
Conley will share with you today has been prepared with sone
input froma task group fromthe Coalition for Regul atory
Reform The Coalition was established nearly three years
ago to communicate with the FDA concerning regul atory issues
and represents all parts of the industry. W have enjoyed
working with the Coalition in the past few nonths and | ook
forward to working further with them after this Wrkshop.

In case sone of you don't know who your
representatives are on the task group and would like to
communi cate your thoughts through them | amgoing to take a
mnute to introduce the task nenbers. | amnot sure all are
here but if you are, please stand. Kay Gregory represents
the Anerican Association of Blood Banks. H, Kay. Steve
Kassapi an, in the back row, represents the Anerican Red
Cross. lan Bloner represents Anerica' s Blood Centers. Hi,
lan. Roger Brinzer represents the American Bl ood Resources
Associ ati on.

| will not draw on the CMC gui dance | onger since
it will be covered extensively later. | will spend a few
m nut es covering sone other aspects of BLA transition and
related regul atory devel opnents.

[ Slide]

As part of the BLA initiative, CBER plans to
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change the nethod we use for identifying and tracking

regul atory docunents. Currently, we use what is known as
the reference nunber. It is assigned chronologically by
year. Docunents received in fiscal year 1997 are assigned a
prefix nunber 97 followed by a four-digit nunber assigned by
our conputer in the order the docunents were | ogged. A
reference nunber is assigned to an original application or
suppl ement wi thout any relationship to any other nunber.

The reference nunber is open as long as the submi ssion is
under review. By open, | nmean it can be used to add
information to a pending subm ssion, and it closes once the
subm ssion is approved or withdrawn. After it is closed the
nunber can be used for historical purposes to describe where
information is filed but has no other rel evance.

[ SIide]

CBER proposes to transition to a system of |ogging
and tracking docunents that is nore simlar to the one used
by the Center for Drugs to identify and track new drug
applications. Under the proposed system an original
application will be given a specific BLA nunber. This
nunber will be used to identify the application for the life
of the application, which is as long as the product is
licensed. Supplenents and anmendnents to that application

will be denoted by suffixes to the core BLA nunber. This
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will result in a systemthat relates any and all subm ssions
relating to an application to that application for the
pur pose of tracking.

[ Slide]

The BLA tracking nunber systemis not final yet
but I wll share wwth you one of the proposals. The final
will nost likely be close to this nodel. The application
will be identified by an initial al pha character to identify
the review center. 1In this exanple the letter "Z" denotes
the Center for Biologics application. The next letter
identifies the type of application. The exanple uses the
letter "L" to denote that the application is a biologics
license application. Oher letters would designate other
types of filings, such as "N' for new drug application, "K'
for device 510(k) filing. The nunbers follow ng the two
letters are the nost inportant for tracking purposes. These
core nunbers identify the application. The two letters and
this next set of nunbers will be the identifier that wll
follow the application for its entire life, and will need to
be renmenbered by the applicant and used to identify each
filing. Supplenments to an approved application will be
identified wwth a suffix followng a demarcation. In this
exanpl e we have used a slash mark. The applicant will be

advi sed of the suppl enent nunber in acknow edgenent |etters.
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It wll be inportant to renenber this nunber as well in case
additional information is sent to the file during the review
of the supplenent to license. Any subm ssion to a pending
file wwll be identified internally in the |last hierarchy of
nunbers, the ones followi ng the period. |n nost cases,
however, this last group of nunmbers will be for CBER
internal use and will not be identified in correspondence to
t he applicant.

The take-hone nessage fromthis is that CBER w ||
be changing the way we identify and track |icensing
docunents. The transition will not occur at the sanme tine
as the BLA transition because we need conputer enhancenents
that are on a longer tinme track. However, at sone point,
and hopefully within the next year, we will nmake the change
fromusing the reference nunber to converting to a nunber
that is specific to an application and is to be used when
filing information relating to that application. For nost
bl ood and plasma establishnments this will nmean one nunber
for you to renenber and use in application filings. Had we
not made the decision to collapse all the blood and plasma
product applications into one BLA for blood and bl ood
conponents, the task woul d have been nore onerous.

When we do convert to this new system of

nunberi ng, applicants who currently hold approved
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applications will be assigned the BLA nunber at the tine
they report a change to the approved application in a
supplenment filing. It is inportant to note that the
application nunber is a separate nunber fromthe |icense
nunber .

[ Slide]

The application nunber will stay with the product
even if the ownership of the licensed product changes. The
license nunmber will still definitely exist and it is tied to
the applicant not the product. The |icense nunber is a
four-digit nunber, separate fromthe application tracking
nunber, and will continue in the current consecutive
nunbering form It is the nunber that is used on the |abel
of the licensed products fromlicensed manufacturers. A new
applicant will be issued a new |icense nunber.

[ SIide]

One of the proposed changes is that the |icense
nunber will be nmade available to the applicant at the tine
the application is filed. |In the past, the |licensed nunber
was issued only at the tinme of licensure, which resulted in
probl ens in | abeling products made during the pre-license
period. It was particularly difficult for manufacturers
engaged in the manufacture of frozen products. A change in

the structure of the applicant, for exanple |egal ownership,
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wll require a new license nunber. |In a departure fromthe
past, once a license nunber is revoked, it is gone forever
and wi Il not be reissued.

[ Slide]

I n anot her proposed change, we are considering
elimnating the actual licensing certificates. That is, we
propose that we will no | onger issue the suitable for
framng |icense certificates.

[ Laught er ]

The approval letter wll serve as issuance of the
license. This is consistent with the approval process for
drug and device products. Wth downsizing of our work
force, the resources expended in the actual |icense
certificate issuance is a luxury we can no |onger afford.
Elimnation of this process should additionally streamine
the licensing process. So, | hope you can all live with the
t hought of not having a license certificate to hang on your
wall. Elimnation of the certificate issuance does require
rul e-making, and that is currently in process.

[ Slide]

This slide is probably m splaced as | have been
throw ng these terns around in nmy presentation, but since
they will be used in other presentations today | think it is

appropriate that we visit sone definitions. O course,
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had to have the fatal typo sonme place in this presentation
and here it is. Please nodify the first definition of
application to read request to obtain a biologics |icense,
not application. A supplenent is a request to approve a
change in an approved |icense application. An anmendnent is
a subm ssion of information to a pending |license application
or supplenent. The entire afternoon will be spent on

suppl enents, reporting changes to an approved application.

[ Slide]

A resubm ssion is the subm ssion of an application
that has previously been w thdrawn, or the subm ssion of an
application that was previously deficient and resulted in a
"refusal to file" action by the FDA, or it is the subm ssion
of a conplete response to a conplete review letter. This
|atter type of resubm ssion is also an anendnment to your
pendi ng application or supplenment, and will generally be the
majority of resubm ssions filed by the blood industry.

These definitions are inportant to renmenber when
filing an application, and will be covered in the next talk
by Monica Yu. Please pay close attention to her
presentation since nmuch of the efficiency of swtching to a
har noni zed formw ||l be our ability to assign |ogging and
tracking functions to our nail roomrather than the
technical staff. This change will identify regulatory
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docunents earlier in the docunment chain, and result in

qui cker acknow edgenents of receipt, but will depend on your
cooperation in providing conplete and accurate information
on the form

[ Slide]

So, what does all this change really nmean? 1In the
pro colum we anticipate the renoval of |ocation-specific
filings and the collapsing of ten applications into one to
streamine the filing process for you. It also considers
t hat bl ood conponents are usually prepared by sequenti al
processi ng and are not separate stand-al one products that
require separate application filings. |t accommobdates one
filing for a change that affects nmultiple conponents and
facilities.

[ SIide]

Are there downsi des? You bet! First and
forenost, collapsing filings for multiple blood conponents
prepared in multiple facilities under one |icense requires a
robust tracking system Sone days | have heart pal pitations
t hi nki ng about it and see ny federal governnent career flash
before ny eyes if our planned conputer system does not |ive
up to expectations. W could have a tracking nightmare.

But | have faith in ny staff who are working with excell ent

software devel opers to nmake this work.
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The attenpt to make things really easy for you in
the area of filings nmay actually result in inappropriate
bundl i ng of supplenents. It is inportant that only rel ated
changes be filed in a single supplenent or the bundling may
actually slow sone approvals. W are trying to anticipate
sonme of this and have been working with the software
devel opers to enable additional tracking elenments to enable
approval of parts of a suppl enent should bundling of sone
changes slow others. But we will still need your help to
keep supplenent filings [imted to a change or rel ated
changes.

Eli mnation of the ELA and | ocation-specific
licensing will do away with the licensing rollover that is
comon particularly in the plasma industry. Before you
panic, | do think that we have additional tools, that wll
be di scussed in the afternoon session, that will facilitate
the orderly acquisition of an operating facility owned by
one |icensee by another |icensed manufacturer.

[ Slide]

| will spend a couple of mnutes discussing a
recent change in our regulations. Unlike nost of ny
presentation which dealt with our proposed changes, this
change is final and a current reality. On Cctober 16, 1997

a final rule was published in the Federal Register that
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revised the requirenents for a responsi ble head for biologic
establishments. This change was a reinventing governnent
initiative in response to comments received at a public
nmeeting, held in early 1995, where manufacturers expressed
their concern that the requirenent that a biologics firm
name a single individual with a broad range of
responsibilities is out of date and out of touch with the
reality of biologics manufacturing.

In response, a proposed rule was published to
elimnate the requirenent for a responsible head. The only
negati ve comrents to this proposal actually cane fromthe
bl ood i ndustry. Sone of you wanted to retain the
requi renent for a responsible head. Although we have
elimnated the need for one person being nanmed with broad
powers and responsibilities, we certainly do not object to a
bl ood establishment retaining such a position if it fits
within their organizational structure. However, we no
| onger mandate that an individual be nanmes and approved by
us as the responsi bl e head.

[ Slide]

The regul ations that are affected by this change
are shown in this slide. The first, 21 CFR 600.10, is the
specific regulation defining a responsible head and it is
bei ng renoved fromthe regulations, as is the third, 606. 20,
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a section in the blood GWs that defines the role of the
desi gnated qualified person for unlicensed bl ood
establishments. The mddle, 21 CFR 601.2 and 601. 25 are
regul ations covering the filing of license applications.
These regul ati ons have been nodified to revise who can sign
a license application and receive correspondence fromthe
FDA.

[ Slide]

21 CFR 601.2 has been revised to read; "The
applicant, or the applicant's attorney, agent, or another
aut hori zed official shall sign the application.” Mst of
you will be interested in the term"authorized official" and
that will be covered by M. Conley.

[ Slide]

Del eti on of the responsible head increases
flexibility wwthin a firmby allow ng designation of nore
t han one person to represent a firmto the FDA with regard
to application filings. It also nore appropriately reflects
the current industry practices of designating different
people to performdifferent regulatory functions.

Thi s concludes the overview of this norning's
presentations. Once again, we invite your participation and
i nput into our decision-making as we proceed in noving from
use of the establishnment and product |icense applications to
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use of a single biologics application. Now | amproud to
i ntroduce Monica Yu, a consuner safety officer in the Bl ood
and Pl asma Branch of the Division of Blood Applications, who
wi |l guide you through the new form 356h. Thank you.
Application to Market a New Drug, Biologic or Antibiotic
for Human Use: Form 356h

M5. YU. Good norning, everyone.

[ Slide]

| amgoing to explain to you howto fill this FDA
form 356h, titled, application to market a new drug,
bi ol ogic, or an antibiotic drug for human use. Please note
that the copy of the final rules and gui dance docunent and
BLA fornms are included in your handouts.

[ Slide]

Let nme give you sone background information. This
change has cone under the reinventing governnment initiative
to harnoni ze the application procedure with the Center for
Drug Eval uation and Research. FDA proposed to anend the
bi ol ogi c regul ation that a manufacturer would no | onger be
required to submt product or establishnment information on
one or nore of the PLA and ELA forns now used. Instead, the
FDA form 356h will be inplenented. Since blood and bl ood
conponents are biologic products, we will refer to this form

as biologic license application, or BLA, fromnow on.
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[ SIide]

Sonme highlights of the difference: BLAIis a
single filing system that is, you can put one or nore bl ood
conponents in the form versus the multiple filing system
that we currently use, which required different fornms for
di fferent bl ood conponents. The BLA form shoul d be
submtted with nost of the subm ssions versus the PLA or ELA
which are submtted with the initial subm ssion

[ Slide]

Since this BLA form has been used by the drug
i ndustry, sone term nol ogy does not pertain to bl ood
products. | would like to give the definitions for the
followng terns since they are used throughout the BLA form

Applicant is any legal person or entity who has
made an application to manufacture any product subject o
| icense under the Public Health Service Act.

Manuf acture is any |legal person or entity engaged
in the manufacture of a product subject to |icense under the
Public Health Service Act. Mnufacture also includes any
| egal person or entity who is an applicant for a |license
where an applicant assunmes responsibility for conpliance
with the applicable product and establishnment standards.

The last one is the authorized official, a person

or persons appointed by the applicant to represent the
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applicant to the FDA

[ Slide]

Now, let's go through the formstep by step. 1In
order to make it easy to follow, each block on this formis
nunbered. The space within each block is not designed to
hold all the information. Please use attachnments as needed.

Bl ock nunber 1 -- do not wite in this bl ock.
This is for FDA use only. You can find a sanple of this
format Tab 3, on the |ast page.

Bl ock nunber 2, the nane of the applicant -- it
can be a person or entity to whomthe license will be
I ssued.

Nunber 3, date of subm ssion. Record the date of
t he subm ssion being sent to the FDA

Nunmber 4 and 5 is the tel ephone and fax nunber of
t he applicant.

Nunmber 6 is the applicant address. This is the
address of the applicant. The contact address for FDA use
is located on the back of this form which may or may not be
the same as this one. |If you have a current U S. |icense
nunber, you can put it here al so.

Nunmber 7, authorized U.S. agent, the nane and
address of the person or entity to represent a non-U.S.

appl i cant.
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[Slide]

Nunber 8, the BLA nunber. |[|f you have a BLA
nunber, this is where you should put it.

Nunmber 9 and 10 are not applicable to bl ood
pr oduct s.

Number 11, the bl ood product nanme as it appears on
the product |abel. You can put nore than one product nane
on this form

Nunmber 12 to 15 are not applicable to bl ood
pr oduct s.

Nunmber 16, indication for use, for products
intended for transfusion, the indication for use should be
included in the circular of information submtted with the
product |abeling. For products intended for further
manuf acture, indicate either for manufacture into injectable
products or for manufacture into non-injectable products.

[ Slide]

Nunber 17, the application type. Check the box

for BLA.

Nunmber 18 and 19 are not applicable for blood
pr oduct s.

Nunber 20, type of subm ssion. Check one box
only. | wll go through each one with you. The first one
is original. This box is for those who do not have a
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current U S. manufacturer's license, say, a first-tine
appl i cant.

The next one is anendnent to a pendi ng
application. For exanple, if you submt QC data,

i nformation requested by the FDA, or a subm ssion w thdrawal
by the applicant.

The next one is resubm ssion. For exanpl e,
response to an FDA conplete review letter, an application
for a product which was previously w thdrawn by the
applicant, or an application for a product which previously
received a "refusal to file" action by the FDA

[ Slide]

Pre-subm ssion, information submtted prior to the
subm ssion of a conplete new application, not a conmon
practice for the blood industry.

Annual report, this is required under 21 CFR
601.12(d), and this will be discussed in detail this
af t er noon.

Est abl i shnent description supplenent, for exanple,
t he establishnment noved fromcity "A" to city "B" or a
change in the manufacturer's nane.

The next, the efficacy supplenent is not
applicable to bl ood products.

Labeling, a new product | abel or revised | abeling
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for a licensed product -- this is a stand-al one suppl enent.
Do not check here if labeling is part of a subm ssion.

[ SIide]

The next one is the chem stry and manufacturing
and control supplement. This is for manufacturing changes
under 601.12 a supplenent to a BLA or an additional product.
This topic, again, wll be discussed in detail by the next
speaker.

The last box is "other" which is for any
subm ssi on not covered above.

The next bl ock, nunber 21, reason for subm ssion,
you can wite a brief explanation of your subm ssion here.

Nunmber 22, proposed marketing status. Check the
box "prescription product” if it is intended for transfusion
use. For further manufacture products, such as source
pl asma, this box is not applicable.

Nunber 23, the nunmber of volunes submtted. A
volunme is a bound set of data, such as a notebook. Most
subm ssions from bl ood manufacturers are contained in a
single volune. So usually you can wite 1 here, as an
exanpl e.

Number 24, this application is -- check the box
"paper." CBER is not yet prepared to receive electronic

subm ssions for blood and bl ood conponents. Bl ood
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manuf acturers will be notified when el ectronic subm ssions
can be used.

[ SIide]

The next one, block 25, establishnment information.
Provide the requested information for each |ocation included
or affected by the subm ssion. Explain which manufacturing
steps or type of testing are perforned at the site.
Indicate if each location is currently prepared for
i nspection, or when it will be ready.

Since | couldn't fit all the information in that
bl ock, I am show ng an exanple of what the attachnent w ||
| ook like. Attachnment nunber 1 is an exanple of the
manufacturing location with its nane, address, registration
nunber, tel ephone nunber, contact person and a description
of the manufacturing process.

The next one is bl ock nunber 26, cross references.
Fill inthis block only if it is applicable. It can be an
FDA tracki ng nunber, such as a BLA or BLA suppl enent nunber,
a previously assigned ELA or PLA reference nunber, a | abel
revi ew nunber of a previously approved conparability
pr ot ocol .

[ Slide]

On the back of the formcheck all the itens that

are contained in your application. The itens that are
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comonly checked are, nunber 1, index; 2, labeling; 3,
summary; 4, the CMC section; and nunber 15, establishnment
description. Again, the next speaker will discuss these
sections in detail.

[ Slide]

The certification and signature section, the
person who signs this docunent should read, understand and
agree with the certification statenent. This form should be
signed by the applicant or an official authorized by the
appl i cant.

The address and phone nunber of the person who
signed this docunent is also put on the back of this form
here, and this is the address and the phone nunber which the
FDA will use for future contact regarding this subm ssion.

Lastly, it is inportant to renenber that this form
will be used |like a cover sheet. We will rely heavily on
the informati on presented for proper identification, routing
and filing. Please do not hesitate to call us if you need
further information in filling out this form

[ Slide]

For those who want to try out this new form FDA
will only accept it when the final guidance for the bl ood
i ndustry is published. You are not required to use the BLA

formuntil the final rule is published in the Federa
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Regi ster. This formcan be obtained by the fax nunber or
t hrough the internet, as shown here.

Thank you for your attention, and | hope you wll
find it quite challenging filling out this form It is ny
pl easure to introduce our next speaker, M. G| Conley, a
consuner safety officer fromthe D vision of Blood
Applications, and he will tell you everything you want to
know about BLA subm ssi ons.

Information to be Included with the BLA

MR. CONLEY: Good norning. | was chiding sone of
my fell ow speakers over coffee this norning that | really
had the safer job. This afternoon they are going to talk
about the inplenentation of a final rule that has already
been published. This norning | get to talk to you about the
way we think things should be, and to invite your opinions.
So, how far wong can you go tal king about that?

Alittle bit of housekeeping for you, in front of
your folders thereis a 3 X5 card. W invite you and we
encourage you to wite your questions. | nention that here
because | amthe first one who is probably really going to
confuse you today. So, when | amnot clear jot your
gquestions down on those cards. There should be a box in the
back of the area, or any of us who are wearing ribbons, you

can hand your cards to us. Wile you are at lunch we are
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going to neet and go over those questions. W wll try to
consol i date them because we are covering a great deal of
material in a single day workshop. So, it wll be best if
you submt your questions there so that we can prorate them
and consolidate themfor efficiency.

[ Slide]

The use of the single biologics |icense
application of the BLAis a new concept which has caused
much di scussion. Although all the plans are not yet final,
| am here today to clear away sone of the clouds of runor
with a discussion of facts. Now, everyone knows that given
a choice of facts or a good juicy runor what nost people
woul d prefer to line up to hear.

[ Laught er ]

[ SIide]

Even though the runors may be nuch nore exciting,
| will present for your consideration the Agency's current
t hi nki ng on the inplenentation and use of the single |license
BLA approach for manufacturers of blood and bl ood
conmponent s.

[ Slide]

Let me draw your attention to sonme docunents that
are in your notebook. In the front pocket of your notebook

you shoul d have a copy of a draft docunment, with a typical
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governnment title -- deep breath! -- "guidance for industry
for the subm ssion of chem stry, manufacturing and controls
and establishnment description information for human bl ood
and bl ood conponents intended for transfusion or for further
manufacture. | got it out!

This is not yet published, but should be published
soon although it is on the last circulation through the
Agency for review. So, there is a chance that there are
sone itens in it that may change. | would say the shortest
time franme for you to see it published with a docket nunber
w Il be about a nonth, and if there are significant changes
in our last circulation through the Agency it m ght be
| onger than that. By all neans, you should keep your eyes
open for it so you can conment to that particul ar docunent.

You shoul d know that what | have to say this
morning is included in that docunent. So, between the
slides and that docunment there really should be m ni nal
note-taking required for you so you can concentrate on the
meani ng of what | have to say instead of spending a | ot of
time scribbling dowm notes.

Now, the actual 356h formthat Monica has already
been over with you is included at the back of that docunent.
it is also under Tab 12 in your notebook. In either of

t hose | ocations you have both the front and back formand a
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front and back sheet which are the standard instructions for
that form You are welconme to read those standard

i nstructions but understand that this is a harnonized form
that has nmultiple uses across both the Center for Drugs and
the Center for Blood. So, there are a nunber of things that
are not applicable.

So, the first part of the draft gui dance docunent
is the information that Monica gave you earlier, detailed
i nformati on about howto fill that formout. For nost of
you, that will be nore useful information and, hopefully,
not as potentially confusing as sone of the information
requested in the general instructions.

The use of the BLAwill be inplenmented in the
future, and there are many steps that we are going to have
to go through before the entire BLA single application
| i censure approach is conplete.

First, there are regulations to be changed that
will elimnate the requirenents for ELA and PLA, the
establi shnment |icense application and product |icense
application, that you are currently so famliar wth, and
replace themwi th the single BLA. These regul ati on changes
to inplenent the BLA for all biologics are in process.
Consistent with the FDA's good gui dance practices, even

t hese changes will first be published as a proposed rule
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and, again, you will have an opportunity to comment on them
W will not be able to fully inplenent the BLA until those
reg. changes are published as a final rule.

Even though the BLA itself, inits ful
i npl emrentati on, cannot be conpleted until those reg. changes
occur, there is no reason that we can't begin to use the
application form 356h. Since we are anxious to elimnate
the | arge nunber of forns and the paperwork that we have
been asking you to conplete to streanmline the system we
will be inplenenting the use of the formprior to
inpl ementing the full system So, part of what | will be
going over this norning will be to help you understand that
process and the steps we will be going through. There wll
be a transition period. So, this is just some of the things
that need to be done so that you can watch for them and,
hopeful |l y, understand better. There will be a draft
gui dance, the docunent that you have in your notebook, that
will have to be published first. There will be an
opportunity for you to comment on this draft gui dance ai ned
at the manufacturers of human bl ood and bl ood conponents.
There will be consideration of the comments, and there wll
be anot her publication then of a final draft.

Wen the draft guidance is issued, that is not an
invitation to use the 356h form Once the final guidance
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docunent is issued, you are welcone to use the 356h form
Under st and, however, that you will probably then be using
that formprior to our full inplenentation of the BLA
system Full inplenentation will require the reg. changes,
which wll first be published as a proposed rule and then as
a final rule. Internally, because we have taken on

addi tional burdens of tracking information ourselves, we
have a maj or software upgrade project that is in process
that will have to be conpleted before we are prepared to
handl e all of the information internally that is associated
with the BLA. So, we will not be issuing the final rule on
all of these docunents until we are prepared, and the goal
is to achieve that sonetine during this next year.

So, when you see the final draft of this guidance
docunent and elect to submt a 356h form internally we wll
use that information and mgrate it so that we will still
i ssue reference nunbers and we will still talk to you about
your establishnment |icense application and your product
license application. That is as an interimstage. So, be
prepared for that transition.

So, presenting current thinking, renmenber that
there will be opportunity, both here today and later for you
in witing, to cooment on these docunents. | ask you to

keep in mnd though, and listen carefully as | tal k today,
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to understand the goals of what we are trying to do so that
your comrents and suggestions can be constructive.
Understand, for exanple, that the 356h formas a harnoni zed
formright nowis a final form W wll not be changi ng
that formjust for the blood industry because we w Il have
to consider how it works Center-w de, FDA-w de for those
pur poses. So, again, if you can couch your suggestions
considering the nmultiple goals that we nust achi eve.

Al so understand that as | talk today, | wll be
often speaking like this is a done deal because it is easier
to speak in the present tense and not break out issues.

But, renenber, we are tal king about the future.

| will also be talking often about the BLA
application like it is an original application because it is
easier to speak in those terns, but understand that if you
are filing a supplenent the sane information as would be
relevant to your supplenent is being requested for
suppl enments. | probably said the word "suppl enent” too many
times. Recognize that it is the sanme information, only what
is appropriate for your individual subm ssion.

[ Slide]

If it is worth saying once, it is worth saying
twce and | think a lot of this is new enough that you need

to hear it froma nunber of different angles and a nunber of
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di fferent people before it really begins to sink in. Even
in our sessions preparing for this, it seened |like every
tinme we got together we all |earned sonething new from
sonebody. So, clearly, it is hard to pick it all up on the
first pass.

So, this form the 356h form should be submtted
Wi th every subm ssions regarding to a licensed product. It
is the cover sheet which allows FDA to properly identify and
route your subm ssion. A cover letter is not required. You
may use a cover letter. In fact, a cover letter is a handy
pl ace to include sonme of the information we will discuss
| ater, such as the summary of your subm ssion, but | think
you wi Il find under the new approach that you have a great
deal nore flexibility to assenble your applications in a way
that seens reasonable and |l ogical to you

There will be a significant reduction in the
nunber of forns that you have to use. The forns that wll
be left wll be the 356h, the cover sheet for al
applications. The labels wll still be acconpanied by a
transmttal of |abels and circulars, the FDA 2567. O
course, you will continue to deal with the registration
form form FDA 2830, for registration and changes in
regi stration sites.

The Agency is trying to reduce the required
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reporting while staying true to our mssion to protect the
public health. So, even though when we talk this afternoon
about the 601.12 changes, you will see that a | ot of them
are geared towards reduced reporting. But it is also true
that in order to naintain a |l evel of oversight to protect
the public health, there is still a fair amunt of
information that needs to be submtted. Wat w Il happen
now, instead of including it on standardi zed forns of
multi-parts, a lot of that will be included as addenda to

t he 356h form

[ Slide]

The back of the 356h formincludes a list of itens
whi ch may be included in your subm ssion. Now, the list may
not be all-inclusive. There may be information that you
feel is relevant to the subm ssion that is not included in a
check-of f box. So, that is why you would use the "other"
check-of f box.

It is helpful to us that you check all that apply.
As Mary alluded to earlier, we are hoping that in the future
our docunent control center will be nore and nore active in
sone of the clerical handling of our docunents, and it wll
be useful to themespecially to try to identify the
conponent parts that are supposed to be in the subm ssion

In the long-run though that |ist does not dictate the order,

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546- 6666



Sgg

t he organi zation or the exact content of your subm ssion.
That is up to you, and you will have to give thought to how
to organi ze your application or your supplenent for a

| ogi cal and reasoned presentation that wll be easy to
follow and w Il expedite approval.

Since the content of subm ssions will vary
greatly, an index should be included with each subm ssion.
Renmenber, the content is nore inportant than the exact
format as long as the format is organi zed and reasoned.

[ Slide]

This nmorning we are going to look in detail at the
items listed on the back of the FDA 356h form M slides
are nunbered to match the nunbered itens on the form First
we w il quickly examne all the possible information itens,
and | will comment regarding the applicability of each item
for manufacture of bl ood and bl ood conmponents. Then we wl|
go back to two key subm ssion areas, the chem stry and
manuf acturing controls, which we will refer to as the CMC
section, and the establishnment information. W will go back
to those areas to discuss in nore detail the information
whi ch we suggest that you include in those sections of your
appl i cation.

[ Slide]

As | said, an index is recomended for all
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subm ssions. The format and organi zati on of your subm ssion
is entirely up to you, but the subm ssion should be

| ogi cally organi zed and conplete. Renenber, we do not
possess detail ed know edge of your operation, and even if we
have that know edge because of previous reviews it is easy
for us to confuse your operation with sonme other one that we
recently reviewed. So, it is inportant that your
application leads us to the facts of how things are done at
your | ocati on.

Al l ow ne to nake an anal ogy. Look at your
subm ssion as a jigsaw puzzle of many pieces. W recognize
that the puzzle is yours to assenble and present. You
shoul d be allowed to assenble the pieces and send themto
us. It is not that you only need to send us a few pieces
that will fit into a partially assenbled puzzle that we
al ready have in our offices; it has to be a conplete
pi cture.

Now, an anal ogy is no good unless you can beat it
to death so we will extend it further. Please, don't send
your pieces of a subm ssion lying loose in a box for us to
put together. You need to put themtogether, glue themin
pl ace and then send themto us to admre and to review.

| f the subm ssion is sinple, |like a mnor change

in the | abel, you can provide sufficient information in a
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sinple format. A sinple | abel would include maybe a cover
letter, conpleted fornms and two copies of the |abels.

A conpl ex subm ssion, like a first-time BLA wll
requi re nore organi zation and structure in the presentation.
Assune not hing and ask the FDA to presune nothing. Your
ability to exercise good judgnent about what nust be
i ncluded in your subm ssion and to present it will have a
ot to do with how quickly your application or supplenment is
appr oved.

[ Slide]

W will discuss labeling in nore detail when we
get to the CMC section. Suffice it here to say that you
Wi ll submt both the FDA 356h form and the form FDA 2567
even if labeling is the only thing that you are submtting
for review

[ SIide]

Li ke a journal article has an abstract which
conci sely summari zes the information reported in the
article, you should summari ze the goal of your subm ssion
the supporting materials included and the key issues that
you have noted in your subm ssion. This is the part that
says "here's what you should be |looking at in ny subm ssion;
this is what we're trying to get in very concise terns."

[ Slide]
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The CMC section is the first of two key sections.
It is a catch-all for manufacturing information. |In order
to consistently produce a product which is both safe and
effective, manufacturers of drugs and bi ol ogics nmust control
the chem stry, or the biology if you will, of the product
t hrough all manufacturing steps. The data included in your
CMC section will be anong the nost inportant data in your
subm ssion. Because it is so inportant, we will conme back
to it and discuss it in detail later.

[ Slide]

Product or sanples of product are sent to the FDA
only by FDA request. From your past experience, you nay
know that you will be asked to send actual product or
product sanples to the FDA. But, even in those cases, do
not send product or sanples until you have discussed what is
bei ng sent and the shipping arrangenents wth an FDA
representative. Qur testing |abs are either on the |arge
canpus here, at NIH, or possibly even in the surrounding
metropolitan area, and it is easy for sanples which are not
properly packaged and | abeled to go astray. It is inportant
that the shipnment should be expected by the FDA. Nothing is
nmore frustrating than to | ose a sanple because it wasn't
handl ed properly.

[ Slide]
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This section would include the data to prove that
your manufacturing nmethods result in a consistent product of
known quality. Except for novel products, the information
included in the CMC section wll be sufficient to fulfil
this requirenent.

[ Slide]

A novel product would be a conpletely new bl ood
product, one that has previously not been |licensed. For
exanple, if you felt that you had data that showed that you
could create a paste froma mash of pooled platelets that
pronot ed wound heal i ng, and you thought you were at a point
where you could license this product and sell it across
state lines, you would nost likely have to start with an
i nvestigational new drug approach, and wi th FDA oversi ght
you would performclinical trials, collect and anal yze your
data, and at the tine when your data was sufficient to
support an application for licensure, then you would file a
BLA.

The data described in itenms 5 through 14 woul d be
applicable. However, for nost routine blood and bl ood
conponents this kind of information is very standardi zed and
accepted for standard production and these itens are not
relevant to nost routine blood and bl ood conponent
appl i cations.
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[Slide]

The data in the establishment description is the
second key area of information. For manufacturers of bl ood
and bl ood conponents it is also a bit of a catch-all area,
and we will return to this topic for a nore detail ed
di scussi on.

[ Slide]

The FDA's authority to debar people and firns from
the drug industry conmes fromthe generic enforcenent act of
1992, often called the Debarnment Act because it authorizes,
and in sone cases requires, the FDA to forbid people or
firms convicted of certain crinmes, basically crinmes related
to the FDA's regul ation of drugs, fromparticipating in the
drug industry. Those who are debarred or convicted under
the federal Food, Drug and Cosnetic Act are felonies that
i nclude submtting false data to the FDA, |lying to FDA
i nvestigators, paying or accepting bribes, and selling
prescription drug sanpl es.

Each time a conpany, any drug conpany i ncl udi ng
manuf acturers of bl ood and bl ood conponents, applies for
approval of a drug it nmust submt to the FDA a signed
statenent that no debarred people worked on the application.
This statenment can be included in your cover letter or as a
separate statenent, which would be identified in your index,
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and, of course, signed by one of your authorized officials.
If a drug firmenploys a debarred person even as a
consultant or a contractor, it can be fined up to one
mllion dollars. The person illegally working in the

i ndustry can be fined up to a quarter mllion dollars.

Li sts of debarred individuals can be obtained fromthe FDA' s
O fice of Enforcenent or over the internet. This is a
statenent that should be in your applications even now.

[ Slide]

Item 17, request for field copy certification, is
not applicable for manufacturers of bl ood and bl ood
conmponent s.

[ Slide]

The user fee cover sheet is inportant for
appl i cants who pay the FDA fees under the Prescription Drug
Users Fee Act, also known as PDUFA, now noving into PDUFA-2
in the newy negotiated | evel. Mnufacturers of blood and
bl ood conponents, however, are not included under PDUFA and,
therefore, do not have to conplete this form At one tine
t he FDA requested that those firnms not subject to PDUFA
include the formw th each application, and sone of you have
conscientiously done so. W thank you, but since PDUFA does
not include manufacturers of blood and bl ood conponents the

formis not necessary for our review.
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We are providing detailed information today about
t he BLA and encouragi ng public comrent on our plans so that
each of you can avoid the kind of trouble M. Ledbetter is
having in this next slide.

[ Slide]

In case you can't read it, he has filed an
application at the bank and he is asked, "I have a question
about your application. D d you really think there was a
chance in the world that we would approve this?" And M.
Ledbetter wants to know if it is a trick question.

[ Laught er ]

Now, | don't want to be naking any phone calls
back to any of you that says, "did you really think you
stood a chance of having this approved?” So, hopefully, we
wi |l give you enough information so that even as we nove to
the BLA systemit wll be straightforward and sinple for
you.

We are going to take a brief break in a couple of
mnutes. During that tinme, I will rem nd you again of the
cards that are in front of your folders, we want you to pen
your questions there so that we have a chance to answer them
in our panel discussion later. The break is only 15 m nutes
and I will start pronmptly. It is ten o' clock now Please

return to your seats at 10:15 and we wll proceed with a

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



Sgg

di scussi on of the CMC section and the establishnment section.

[Brief recess]

MR. CONLEY: Once again, I will remnd you to use
your cards for your questions. You are welcone to hand
t hose questions to anybody with a ribbon on their badge or
out in the |obby area. There is a box for questions and you
may drop your cards there. That would be the nobst
expedi ti ous way of getting things answered for you in our
panel session later. | wish | could say that the pharnmacy
wi |l be handing out free Tylenol for the headache we are al
going to get fromthat drill outside, but I guess we wll
pl ow ahead anyway.

[Slide]

This is that huge title | read earlier today, the
copy of which you have. It should be published soon. Wen
it is published I will rem nd you to please | ook at that
docunent because it may change fromthe one that we gave you
as a workshop copy today. W were just anxious for you to
have this information and to allow you to have a reference
so that you didn't have to spend all day witing and then go
home and try to figure this out. Hopefully, you can take
time to listen and understand, and what | don't nmake clear
you can ask in questions on your cards.

In fairness to the Coalition for Regulatory Reform
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who wor ked t hrough sone early versions of our current

t hi nki ng, and helped us to clarify exactly what we were
trying to say, or maybe to understand what we were trying to
say ourselves, this was not a conpl eted polished docunent
working with that group. It is a best effort to define our
current thinking of the FDA stand of where the BLA is going
to go. W had hoped to continue to neet with that group
but, recognizing that this is a work in progress and t hat
your comrents are encouraged, and as Mary said earlier you
are welconme to route your comrents through the Coalition for
Regul atory Reformif you choose, but you are also welcone to
comment directly to us. | know when | was nanaging a | arge
group, whenever | received sonething froma group | usually
understood that there was a strong | eader in the group and
everyone el se signed onto their opinion. So, all | am
trying to say is that it is inportant to contribute

i ndi vi dual opinions on these docunents also. So, |ook for

t he publication soon.

Again, | will also remnd you, to avoid confusion
that nost of what | am saying today is for the future. Wen
you send in your 356h, the real heart of the information
will be putting in your owm format in terns of supporting
docunent at i on.

In an effort to reduce the reporting burden on the
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i ndustry, the FDA plans to take on a greater burden
ourselves for tracking and filing information that has been
sent to us. If you have previously submtted information to
the FDA you are not required to submt it a second tine.
However, your responsibility is that you will keep track of
the informati on you have sent to the FDA along with the
correspondi ng FDA tracking nunber assigned to the

subm ssi on

[ Slide]

In any subm ssion you may refer to information
whi ch was included in a previously approved subm ssion by
using that tracking nunber and the date of the original
subm ssion. Referenced information should be unchanged
since that earlier submssion. In other words, if there is
a change in the information it is better that you submt it
anew.

When | say tracking nunber, | nean any FDA nunber
t hat has been assigned to a subm ssion. That m ght be a
reference nunber, a BLA suppl enent nunber, or a | abel review
nunber, or a CBER tracking nunber. Potentially there could
be anot her assi gned nunber because sone of our
communi cations we track through a different nunber system
But if you are going to reference previously submtted

information, there should be sonewhere on the original
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docunment an FDA tracki ng nunber.

For exanple, in the case of an annual report there
will not be a tracking nunber communicated to you. So, if
you have previously submtted i nformation in an annual
report, which we wll be discussing nore this afternoon,
then you woul d reference the date of the subm ssion of that
| ast annual report.

O course, you may include previously submtted
information for clarity. |In other words, you are not
forbidden fromproviding information that has been submtted
to the FDA in the past. | would encourage you that if you
t hi nk your application is clearer by including that
information, that you still do so but you set it apart and
you | abel it as sonething that was previously reviewed and
i ncl ude our FDA tracking nunber. That alerts us that this
is an issue that has al ready been exam ned and that it
doesn't require as thorough a review by the current
reviewer, and help us to understand that sonmeone el se has
reviewed this within the FDA and accepted it in the past.
That way, you are not caught in the trap of being
re-reviewed from anot her angl e by sonebody with sone ot her
i deas, even though we will ook at that information as it is
appropriate and relevant to your current supplenent or

appl i cation.
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The FDA traditionally requests a m ni num of one
original and two copies in each subm ssion. However, since
review commttees for routine blood and bl ood conponents are
typically smaller than those for other biologic products we
can get by with fewer copies. So, | amgoing to ask you to
submt one original and one copy. Cearly |abel the
original and the copy. This is partly internal. W are so
concerned about the possibility of |osing an original
application that our fix to that is when your application
conmes in the original is filed in a central filing facility
and the copy of forwarded for review Typically, we do not
see the original subm ssion until the final approval folder
is being assenbled. And, so you send an original, clearly
| abel ed; a copy, clearly | abeled. Know ng that we are going
to be probably reviewm ng fromthe copy, if you have
annotated the original with special notes -- maybe you have
bracket ed changes or highlighted changes froman earlier
subm ssion, then the copy should al so be annotated. W nmay
not see that original, and if you have only annotated the
original it does not help us in our review There is an
exception, as always. The annual report should be submtted
with an original and two copies, again clearly |abel ed.

Labels are also different, and we are going to
cover that in detail on a later slide because there is often
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confusion. Here | will say that |abels should be sent
detached. That is, if there is a subm ssion that includes
| abel i ng support and other issues, there will be an
original, a copy and a set of |abels.

[ Slide]

For now, to determ ne what to submt you can use
t he docunent you have always used to determ ne subm ssion
requi renents. These docunents woul d i nclude the checkli st
fromthe 1995 workshop, the Code of Federal Regul ations, any
FDA menoranda and gui dance docunents that have been issued
in the interimand current good manufacturing practices,
both the CGW that are encoded in the CFR and general ly
recogni zed standards accepted by the industry.

In the future, FDA plans to publish additional
gui del i nes regarding specific information our reviewers | ook
for in each subm ssion. W have already had sone good
di scussions with the Coalition for Regulatory Reform M
personal favorite format, and the one that seens at this
point to be preferred in our discussions, is sonething |ike
an annot ated checklist. This would be a checklist of itens
that we | ook for, including a block where you could
desi gnate where in your subm ssion the supporting
docunentation is found to show that you have fulfilled that
particul ar requirenent.
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But there are other ways that this information
could be organized. It could be organized as a nonograph.

It could maybe be organized in a format that we have not yet
consi dered. When you comment on the draft gui dance docunent
as published in the next nonth or so, you are welcone to

i ncl ude any comments you have about the best format for us
to provide additional guidance that will be useful to you to
expedite your subm ssion review within the FDA. So, be sure
to include that information in your conments.

[ Slide]

The chem stry and manufacturing controls section
is one of our two critical sections. In the next few slides
| am going to change the order just a little bit. | am
going to tal k about products first and then supporting
docunent ati on, manufacturing procedures which are conmon to
several products, and agreenents that you may have nmade or
have made with others as part of your manufacturing process.
Simlarly, in your slides then, I think this next slide on
products you will find a little bit out of order, but that
is the only slide change.

[ Slide]

Products which are outlined on this slide can be
approved for manufacture as a licensed product. They

i ncl ude whol e blood, red blood cells, plasma as a broad
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category which includes plasma, fresh-frozen plasnma from
whol e bl ood or by apheresis, source plasm, platelets,
cryoprecipitated anti henophilic factor and source

| eukocytes. So the slide does not m sl ead anyone, source

pl asma, as al ways, can be licensed as a stand-al one product.
It is not that you have to be |licensed for plasnma before
source pl asna.

Because vari ations exist for each product, you
must carefully read your approval letters. You are approved
only to manufacture the specific product described in your
approval letter fromthe FDA. If you have any questions
about the products you are licensed to produce, you shoul d
contact your CBER representative.

[ Slide]

The maj or SOP categories we expect to review are
t he sane as you have beconme accustoned to in the past.

First, donor suitability, and this would include your SOP
for donor deferral. Blood collection and processing, which
woul d include arm preparation, sanple collection, specinen
handling and a list of tests of record perforned on the
products. This is just a list of tests. W do not need for
you to submt your testing SOP. You should be sure that you
are using FDA-licensed kits and that you are foll ow ng
manuf act urer instructions.
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Now, just by nme saying do not submt does not nean
that the FDA may not be interested in that information, but
it wll be reviewed by the field investigators during either
pre-license inspections or during normal routine inspections
at your | ocation.

Third, high risk behavior questions -- be sure you
i ncl ude copies of any AIDS information that you provi de your
donors.

Fourth, donor history forms. W should have the
SOP that is followed to use that donor history form as well
as copies of any infornmed consent information that you share
W th donors and, of course, the actual infornmed consent that
is signed if it is separate fromyour donor history form
W will need to see that also.

Fifth, blood and bl ood conponent nanufacturing --
these are the SOPs of the actual manufacturing steps for
i censed products, and the SOP for any in-process controls
used to assess either precursor products or final products.
Si xth, quarantine and di sposition of unsuitable product.

Each of you should also identify the source of
your SOP. Was it internally developed? 1Is it from another
licensed establishnment? Is it froma proprietary source?
Especially in the plasma industry, it is common for people

to use a standard set of SOPs through an agreenent that when
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the owner of the SOP updates the procedure, each user of the
procedure will also update it. W need to understand what
agreenents exist |ike that.

I f an SOP change is a result of an FDA nmenorandum
or a guidance, you will follow the instructions that are in
the nmeno or the guidance for reporting changes to the FDA
In the past, that has al nost always neant that wthin a
certain nunber of days you should send a letter to us that
you have inplenented the change. The 601.12 rewite that we
w Il discuss this afternoon allows nore options. | expect
that you will nore often see that you should include the
date of the conpliance with the guidance in your annual
report which should, again, ease your reporting burden.

[ Slide]

For each | abel you should send detached fromthe
original and the copy, two copies of each |abel, one form
FDA 2567, the transmttal for labels. You should also send
a circular of information if it is indicated. It is
indicated if it is newto you or if you have nmade changes to
the circular since the | ast approved subm ssion. So, when a
new circular is published and you have put it in place, it
is wse to send that circular wwth your identifying
information to the FDA, and when it is reviewed and approved

it will be assigned a | abel review nunber. That is the |ast
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time you have to submt that circular until it is changed
again. But it is wise in future subm ssions to refer to the
| abel approval nunber that the circular was | ast seen by the
FDA under.

The sanme thing with each label, if you are adding
pl atel ets pheresis |locations that are using exactly the sane
| abel that has been approved in the past, you do not have to
resubmt those | abels again unless you have changed them
Sinply refer to the | abel review nunber that was | ast used
for an approved subm ssion when | abel s were accepted by the
FDA.

Wth all the talk of the circular, | should al so
mention that the circular information is not applicable to
source products used for further manufacturing.

[ SIide]

The procedures listed on this slide either are or
potentially can be used on nore than one product. Also, a
gi ven product may be subject to nore than one procedure. A
detail ed di scussion of the specific reviewcriteria for each
procedure is not appropriate today. As we nentioned at the
begi nni ng of the CMC section discussion, you should continue
to use other avail able docunents to determ ne what shoul d be
i ncluded in each subm ssion but a few general

reconmmendati ons can be nade:
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You shoul d provi de copies of your SOP for
perform ng each procedure. You should also include rel ated
SOP. For exanple, if you are using a sterile connecting
device as part of the procedure, that SOP should be included
i n your subm ssion. You should provide copies of any QC SOP
and actual QC records, such as in-process control or results
of sterility testing. You should identify particular
i nstrunmentation, such as an irradiator, or particular
systens, such as filters, that are used in the individual
pr ocess.

Again, | remnd you to read your approval letters
carefully to be certain you only manufacture as a |icensed
product those itens for which you have received witten
approval from CBER

[ SIide]

Manuf acturing agreenents, and as Mary went over
with you earlier, sone of the rewites of the regs.

i beralize your options for using contract manufacturing.
Even though sone actual manufacturing steps or activities in
support of manufacturing, such as testing, are perforned by
peopl e not directly under the applicant's control, the
applicant still has responsibility for conpliance with the
appl i cabl e product and establishnent standards. It is
inportant for you to provide information on the agreenents
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you have made with others in support of your manufacturing.
Remenber, this information -- and | amgoing to go over it
in a nonent because there is a fair anmount of detail -- is
in that draft guidance docunent. You do not have to wite
all of this down.

So, for each contract you will sumrarize each
contract. You need not divul ge business secrets, such as
fees and vol unme di scounts that you may have negoti ated. But
you do need to explain the agreenent with your contractor.
You do not need to provide a copy of the actual contract.
But we should have a detail ed description of the services
provi ded. That may be an exact list of the tests perforned
or a detailed explanation or even an SOP of the
manuf acturing steps perfornmed. |f you have agreed to
product or sanple shipping requirenents, as you should if
you are exchangi ng product or sanples, then those should be
expl ai ned.

The responsibilities of each participant in the
agreenent shoul d be expl ai ned and, as part of our wanting to
nove to nore of an understandi ng of your systens approach,
we are going to want to know how you deci ded to nanage the
qual ity assurance oversi ght between you and the contractor.
W need a list of your contractors. That will include their

name, their address and their FDA registration nunber. |If a
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facility does not already have a regi stration nunber, then
pl ease include a copy of the FDA 2830 form the registration
form that has been forwarded by that contract facility to
the FDA. This is sinply to alert us that there is a
registration for that contractor in process in our system
It is the responsibility of the other facility to send that
original forminto the registration system

Now, as soon as | start saying contracts people
begin to think of all the people who do things for themin
their establishment. So, to help you understand what
contracts you should report and which contracts you need not
report, there are a few exanples. Do report in your
subm ssion an outside testing lab for test of record rel ated
to the product. Do report outside irradiation facilities.
Do report product collection, such as apheresis services
that you have contracted out. O f-site storage of blood and
bl ood conponents; any staffing services who provide staff
that is involved in the manufacturing. |If you bring in
phl ebot om sts or nurses through a staffing service, if you
bring in sonmeone that works in your conponent preparation
area through a staffing service, then those contracts should
be reported. Confirmatory testing that is used for donor
reentry is a contract that should be reported, and suppliers

of red blood cells for inmmunizati on.
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Do not report hazardous waste di sposal, equipnent,
mai nt enance and service, housekeeping, confirmatory testing
used only for donor counseling, QC testing such as | eukocyte
counts, platelet counts and sterility testing, donor
enmergency treatnment or donor enmergency transport contracts.

Agai n a caveat, just because | don't want these
things submtted for CBER revi ew does not nean that a field
i nvestigator may not | ook at these issues because they
certainly may. It may be very inportant to what they are
| ooking at in your testing |ocation.

Besi des providing this detailed information,
believe it or not, it is not always apparent how t hat
contractor fits into your manufacturing organi zation. So,
al so through an outline, a diagramor a narrative you should
expl ain exactly how a contractor or contractors are
integrated into your manufacturing process.

[ Slide]

If you participate in either a shared or divided
manuf acturing agreenent, you will want to provide simlar
information to us. There should be a |list of participating
manuf acturers. You should summarize in detail the terns of
your agreenment. Again, you need not include confidential
information. Again, through an outline or a narrative you
shoul d expl ai n how each participant is integrated into the
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manuf act uri ng process.

Alittle bit of an aside here, whenever | begin to
tal k about contracts, contractors, business arrangenents,
there is inmmediately a concern that some private business
informati on may be rel eased by the FDA through a Freedom of
Information or an FO request. | want to reassure you that
there are strict procedures within the FDA for redacting or
striking out any confidential information from docunents
rel eased under FO. FO does not allow the rel ease of
confidential business information. So please be reassured
about that.

[ Slide]

Now we cone to the second critical group of
information, the establishnment description section. Here,
especi ally when you comment to the docunent, you need to
understand the FDA' s goal which, here, is to understand your
organi zati onal structure and function sufficient to nake
conpetent judgnents about the ability to produce a quality
product in conformance with the law, the regul ations and
good manufacturing practices.

Up until now our approach has al ways been through
a detailed review of exactly what you do. W are
recogni zing that both the current thinking, and we think the

good t hi nki ng about quality assurance and quality
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manufacturing is noving nore to a systens approach. You
have all worked on this through your own QA processes to try
to make sure you have control of what you are doing. Qur
hope is that we can gradually nove fromdetailed item by
itemreviewto a review of the systens and how you manage
themw thin your organization. Ganted, if we have to go
back and enforce a conpliance action we are probably going
to have to put together the sane kind of detailed records we
al ways have because that is the way the | egal systemis set
up, but as far as routine review, the hope is to see a
change. A lot of the information we are going to be asking
for in your establishment section wll support us as we
begin to make that change. So, it is different but, again,
when you nmake coments to the docunent |et us know a better
way to nove towards our goal. W will be discussing here in
t he establishnment section organization and personnel,

physi cal plant and maj or equi pnment and quality assurance.

[ Slide]

I n your subm ssion you should summarize the
general characteristics of your organization simlar to an
annual report of business activity. Again, do not submt
confidential or proprietary information. But you should
provide the kind of information your organization has
probably al ready published in an annual report. Wether you
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are for-profit or not-for-profit, you have an annual
reporting nechanismto your stakeholders, and the majority
of the information that | amgoing to nention here is the
kind of information you usually include in that report
because it explains your organization and how it functions.
The kinds of information that would be included woul d be
your ownership, your principal officers or business
partners. Wat is your not-for-profit status? Are you
for-profit or not-for-profit? What are the products you
produce? Licensed and unlicensed?

Again, you may only refer back to your annua
registration formwhich lists all the products you produce,
but if you are into another product manufacturing area it is
useful for us to know that information when we try to
characterize what kind of organization you have. \What are
t he approxi mate production volunmes? So that we can
understand if you are a small or a |l arge manufacturer. Gve
us a descriptive summary of your client base. Again, |
don't want a list of every client, but it is nice to
understand if you are servicing yourself in a single
hospital setting, or whether you are servicing nultiple
hospitals or across nmultiple states. A description of
ancillary activities that you are also involved in will help
us to understand your staffing relative to your
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manuf acturing production. Perhaps the staffing will | ook
|arge but if you are al so operating a centralized

cross-mat ched service out of your facility, then that would
expl ain your staffing issues.

Real | y, you should include any item which you
believe will help us to understand your organi zation. There
shoul d be an organi zational diagram Again, this is
sonmething that a well-run organi zati on already has on hand.
The di agram shoul d show reporting authorities and provide
t he names of key people with decision and oversi ght
authority in your organi zation. Especially for a large
bl ood bank, the first thought is how detail ed does this have
to be? Well, it is going to be a very general answer
because it should be detail ed enough for us to understand
how wor k, deci sions and oversight flow through your
or gani zati on.

You shoul d al so be responsible in your
presentation of your organizational diagram [In other
words, don't be one of those organizations that says, "oh
yeah, that's the organi zational chart but nobody goes to
Ceorge, like it says there; they all go to Mary because she
knows what she's doing." Make sure that your organi zational
diagramreflects the way your organi zation really works.

Agai n, renenber that if you have previously
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submtted this information, for exanple, if you include an
updat ed organi zati onal diagramin your annual report, you do
not have to resubmt it wth each subm ssion unless it has
changed. You may reference the earlier subm ssion. You
don't have to do it over and over again.

Now, it is reasonable to take a nonment here to
rem nd you that there is no | onger a responsible head who
has assigned responsibility for the entire operation. That
responsibility belongs to the applicant, the manufacturer.

I n other words, when you turn in your organizational

di agram whose nane is at the top? |If there is reasonable
reason for a conpliance action by the FDA, you can bet that
the person cul pable is considered the person at the top of
your organization. This is no different than any ot her FDA
regul ated activity, and the people who are at the top of
your organi zational chart need to understand that. |If you
are a QA representative here today and you feel they don't,
it would be a good idea to explain that when you go back
That is where the responsibility lies, and the

or gani zati onal di agram shoul d docunent that for us.

So, if you are a blood bank that is operated under
a parent corporation that is a consortiumof hospitals or
ot her nedi cal businesses, we need to know about that |ink as

wel | because at the top of the organization is where the
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responsibility lies. It cannot be del egated.

You should also give us a |list of authorized
officials. Authorized officials are those authorized by the
applicant to receive and send correspondence to a BLA or a
BLA suppl ement. That would include the nane, the title, the
mai | ing address. If their actual location is different than
the mailing address, you should include a | ocation address,
a phone nunber and a fax nunber. Wen information is
received at CBER in the formof a supplenent or an
application, we will review to see that sonmeone on the
authorized official list has signed the application but that
isthelimt of what we will check. So, if you have limted
authorities assigned to your authorized officials, perhaps
you want to have sonmeone who can di scuss a subm ssion but
not inplenment a subm ssion -- well, those controls are
entirely up to you within your organi zation. Those are
controls that you will have to enforce. W wll only check
to be sure that there is an authorized official who has
signed the subm ssi on.

[ Slide]

Your manufacturing facility still nust conply with
all the requirenents for the physical plant as listed in the
Code of Federal Regul ations, specifically in Title XXI in

CFR 211's and 606's, and also any itens that may be incl uded
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in current good manufacturing practices. However, since
bl ood and bl ood conponent manufacturing is largely done in a
cl osed system these issues are not as critical for our
reviews as in sone other reviews of biologics manufacturing.
So, your records will be reviewed on routine inspection or
during a pre-license inspection but there is no particul ar
physi cal plant information which nust be included in your
applications to CBER  Again, you wll have to show sone
j udgnent because if you have a particular key itemthat
relates to your physical plant, please include that
information. There is nmuch nore latitude for judgnent, or
for you to recogni ze what will be inportant in a review and
under st andi ng of what you want to do.

Maj or equi pnent involved in the manufacture of a
i censed product should be included in your subm ssion or
supplenment. 1In a table you should list the equi pnent you
use in the manufacturing of a particular itemthat you have
submtted. Since for nost of you that will not be original
applications, it wll be the specific product that you have
i ncluded in your particular supplenment. You should tell us
the nunmber of units, that is, the nunber of pieces of
equi pnent that you are using; the nodel; especially if
software is on board, you should |let us know what version

nunber software is in use. There should be a description of
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t he equi pnment used, and any pertinent notes about that

equi pnent. For exanple, if you are using special chanbers
on apheresis equi pnent, that would be a pertinent note. The
ki nds of equi pnent that should be included includes the
conputer system and associ ated software. This is your main
CPU. Apheresis equi pnent, blood irradiators, sterile
connecting devices, infectious disease testing

i nstrunmentation, self-contained nobile collection units.

The equi prment that does not need to be included in
your subm ssion would include conputer peripherals, such as
printers, label printers and term nals; any PC based
systens, such as word processors or spreadsheets. Any
| aboratory testing equi pnment other than infectious disease
testing instrumentation need not be included, as general
| aboratory centrifuges need not be included, neither do
refrigerators, freezers or other tenperature or humdity
control storage systens need to be included in your
subm ssi on

[ Slide]

You shoul d describe in detail your QA program
Now, renmenber, it is inportant that the functions of QA be
performed in your institution. The FDA will not criticize
your particul ar organi zati onal approach as long as the goals

are being acconplished consistent with QA practice.
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Dependi ng on your organization size, you may have a | arge QA
unit or only a few people who are assigned QA duties in
addition to other responsibilities. So, as | go through
this section, when | say QA unit | amreferring to those
peopl e in your organization responsible for QA functions.
These are the same issues which should be covered
in any good QA plan. In fact, you may sinply be able to
submt your QA plan and the supporting SOP in order to cover
these issues. |Issues to be described should include the QA
unit's reporting responsibility. To whom does the QA unit
report? How does the QA unit fit into your overal
organi zati onal structure? What is the QA unit's
manuf acturing oversight? That is, which facets of the
manuf acturing does the QA unit have oversight? 1Is it
internal only or does it include contract manufacturing?
Does it include materials and supplies, |aboratory testing?
VWhat are the authorities of your QA unit? Were do they
have clear authority to act? O, is their authority limted
to reporting or to reconmendati ons? How are they invol ved
i n personnel training and assessnment? How are they involved
in nmonitoring or conducting conpetency eval uati on,
proficiency testing, systens validation, problem
i nvestigations? How do they record then? Wo is
responsi ble for looking for trends in your problens? Wo is
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responsible, and howis it done to reevaluate the sol ution
that is put in place to be sure that the solution had the
desired effect?

Audits -- again, the audit structure is sonething
that you should explain to you. Who sets themup? How are
t hey done? When problens are identified, what kind of
followup is your standard in your organization?

That is pretty much a summary of a BLA subm ssion
as we currently understand it. Understand that we have
tried to make reasonabl e recommendati ons and set realistic
expectations, but realistic expectations -- everybody has
their idea of what they are.

[ Slide]

| had to use this cartoon because the paper the
man i s handling across the four frames says, "FDA bans
Phen- Fen. Panic ensues as reality sets in. Have a
i posuction.”™ The caption across is, "How are we supposed
to |l ose weight now that Phen-Fen isn't avail able?" Well,
there is always a |l ow fat diet and regul ar exerci se.

Perhaps | need to rephrase the question, how are
we realistically supposed to | ose wei ght now? Well
realistically we have tried to set standards for an
application, for biologics |license application in
particular, and to initiate a shift in our oversight. You
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need to realistically recognize what is currently being

di scussed versus what is pretty well set. What is pretty
well set is that there will be a standard harnoni zed form
Ri ght now that is the 356h form Any formwe use can be
updated to inprove it, but if you have recomendati ons you
may have to consider that that is a standard form used by
many peopl e throughout the Agency and couch your
recommendat i ons accordi ngly.

We have to accept the fact that within FDA we,
like you in all of your businesses, are trying to
streamline. W are going to have a central conplete
dat abase that serves the purposes for at |least all of CBER
the Center for Biologics, and it will operate in a way
consistent wwth the Center for Drugs. So, this kind of
harnoni zation is a given. It is also a given that we are
trying to stream ine the process and nove your applications
t hrough nore quickly, w thout giving up thorough review and
Wi thout giving up the protection of the public health that
is our main charge. So, by all nmeans, coment. Comment
i ndividually. Comment through your representatives on the
Coalition for Regulatory Reform but do comment when these
docunents are publi shed.

DR. LEE: Thank you, GIl. By this point you are
ei ther thoroughly confused or elucidated, and |I think we
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will now break for lunch. W have about one hour. Let's
pronptly reconvene in one hour, at which point we wll start
wi th a panel discussion and then nove to the afternoon
sessi on.

[ Wher eupon, at 11:00 a.m, the proceedi ngs were

recessed, to be resuned at 12:00 p. m|]
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AFTERNOON SESSI ON
[ 12: 00 noon]
Questions and Answer Period

DR LEEE W will begin with the panel session of
t he norning session. There have been a | ot of questions
subm tted through these cards and we wll try to address the
ones that are nore relevant to the norning session, and save
those that are nore appropriate for the 601.12 rule for the
afternoon. W wll try to get to as many questions as
possi bl e, obvi ously.

W will start wth question nunber 1. The first
question is directed primarily at Mary Gustafson. Wy does
the bl ood center need to have the circular of information
approved individually when the entire circular is approved
by the FDA before AABB prints the circul ar?

M5. GUSTAFSON: We do review the revisions to the
circular before the circular is printed. However, the
circular of information is a manufacturer's docunent and
even if you use a circular that is devel oped by, | believe,
AABB, ABC and ARC, there is still information that we need.
606. 121 requires that each manufacturer use a circul ar of
information and that the circular of information be
identified wwth the manufacturer's identification.

Al so, we want to see the circular to make sure
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that you are using the nost recent version or revision of
the circular. W do ask for just one copy though because we
don't need to have stacks of circulars all over, but it is

i nportant that we get the docunentation that you have
personalized the circular for your institution and that you
are using the right version of the circular. Also, we do
have people who nake nodifications to the standard circul ar
for their own use, and we want to see those nodifications as
wel | .

DR. LEE: Thank you. There is a second part to
this question which is rather obvious. It sinply refers to
what is a circular of information for labeling, and it
sinply is an extension of l|abeling for blood and bl ood
products that are printed to be applicable to all blood and
bl ood conponents which are individually nodified by each
firmfor transfusion products.

| will nove on to the next question, and this is
directed to Betsy Poindexter. At this point, | would |ike
to introduce Betsy as a nenber of our panel. She is a
reviewer wiwth the Division of Hematology in the Ofice of
Bl ood Research and Review, Center for Biologics Evaluation
and Research

The question is regardi ng products which can be

licensed, are platelets and cryoprecipitated AHF consi dered
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i censed regardl ess of the source, i.e., whole blood versus
apheresis? It appears that cryoprecipitated is okay in this
way but platelets are treated differently.

M5. PO NDEXTER: Pl atelets and pl atel et apheresis
are individual products for which each manufacturer in each
| ocati on under manufacture should be submtted separately.
For cryo. prepared from whol e bl ood preparation, you submt
t he paperwork as you have in the past. W haven't required
sanpl e subm ssion for probably ten or fifteen years.
Cryoprecipitate from autonat ed pheresis products is not
currently a licensabl e product due to the open systens that
are involved wth the machinery. Platelets pheresis
products prepared at each of the blood centers, with the
variations in machinery that are involved and the handling
of the products, require that each of the centers in each of

the | ocations submts separate applications.

DR. LEE: | hope that adequately addresses the
question. |If you have further uncertainty, there will be
opportunity for you to clarify your question. In fact, |

may be asking you to clarify your questions as sonetines
these cards are not entirely clear.

The next question is directed to Mary Gustafson
again. Can a license representative visit the FDA and see
or review exactly what is on file for a | ong-standi ng
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I i cense hol der?

M5. GUSTAFSON: This woul d be a nost unusual
request. | amnot going to say it can't be done or it has
never been done, but we feel that the request would need to
cone under the Freedom of Infornmation because there nay be
vol um nous anmounts of data or information that may not be
filed at one site. Also, because the files contain internal
review nenos, as well as your subm ssion and the approval
letters, the file would need to be redacted. So, it is not
a sinple request. | think if there is a need -- you know,
perhaps if you are newto the firmthat has absolutely no
records and you have absolutely no idea what you are
approved to do, we would try to work with you to get the
necessary information, but | think it would be quite
| aborious to have soneone cone and review the entire
licensing file for someone who has been |licensed for a | ong
tine.

DR. LEE: Thank you. The next question is for M.
Conl ey. For questions and assistance when filling out the
BLA, who is the appropriate person to contact, and what
contact nethod should be used?

MR. CONLEY: If you are in an existing |icensed
| ocati on you, no doubt, have a consuner safety officer that

you are used to working with. This systemw || not change
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under the BLA. You will contact the sanme people for
assistance. |If you are a new applicant and unfamliar with
the system and not working with the CSO the |ist of
speakers at the bottomincludes the address for the D vision
of Bl ood Applications and appropriate phone nunbers that you
could use to nmake contact with the Ofice.

DR. LEE: Here is another question along the sane
lines. Gven all the proposed rules, final rules, draft
gui dance docunents, final guidance docunents etc., to be
i ssued by the FDA, wll there be a single source, such as
the Federal Register, for announcing, publishing and
rel easi ng such docunents, or will there be nmultiple sources,
such as the Federal Register, CBER fax, internet etc?

MR. CONLEY: Again, you can depend on the Federal
Regi ster to be the main location that will at |east announce
the availability of guidance docunent, and will then
i nstruct you how you can request copies. There is a sheet
in the front pocket of your folder about the ways to contact
the FDA, and if any of you are not net users, | would
encourage you to get involved in that because through the

identified web pages you can | ocate and search for key words

on documents throughout the FDA. | will tell you that right
now, even with docunents on ny shelf, | often find it easier
to find docunents through that net. |[If they took ny net
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services away | would suddenly get a | ot dunber. So, |
woul d encourage you to take advantage of that. O course,
there are representatives froma nunber of professional
organi zati ons that keep you updated, but all of this starts
with the Federal Register. Everything wll at |east be
announced as avail able there and many things will be
publ i shed in the Federal Register.

DR. LEE: Thanks for the clarification. Here are
two questions, basically the same question | believe, about
the from 356h and its use. Wen can manufacturers begin
vol untary use of the form 356h for subm ssion of
manuf acturing and | abel i ng suppl enents? What action or
publication will trigger voluntary use of such fornf

MR. CONLEY: This is a recap, and you can find
sonme of the information on the slides or in the notes in the
gui dance docunent that, again, is in the front pocket of
your notebook. You may begin to use the 356h for a
particul ar product when the gui dance docunent is published
as a final guidance.

Today we only tal ked about the gui dance docunent
for human bl ood and bl ood conponents. Sone of you are
manuf acturers of other products. |In fact, for any product
or product line there wll be a CMC gui dance docunent
published. Again, they will all follow our good gui dance
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practices. They will first be published in draft, and when
published in draft that is for you to review and conment,
not to begin using the 356h form \Wen the guidance is
published in final form then you are welcone to use the
356h form Recognize that for bl ood and bl ood conponents
t hat does not nean that we are now using a fully inplenmented
BLA system because until we have all the reg. changes in
pl ace, until we have our database ready to receive the
information, we will continue to review your information and
i ssue ELAs and PLAs, as appropriate, for the application or
suppl enent. Once everything is in place, when you file a
356h you will then receive a BLA nunber that you wll
reference in all future subm ssions.

| should probably also coorment that in the reg.
changes, at least the early draft | saw, there is also a
w ndow that will be allowed. Once the final reg. is
published, -- | think the initial recomrendation but | ook
for the final rules -- six nmonths, recognizing that it takes
along tine to put these applications together, you wll be
allowed to continue to submt as you al ways have, and we
w || adapt appropriately with you. In other words, you wl|
have a six-nmonth w ndow before you will be required to
submt a 356h and deal only with the BLA and BLA suppl enent
approach. So, it is a large wi ndow of transition and you
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will have to pay attention to the published docunents to be
sure you know what is going on. But there is enough
flexibility built into the systemthat it shouldn't be a
probl em for any of us.

DR. LEE: Thank you. The next question is for
Mss CGustafson. WIIl this BLA and form 356h be used in the
future for those manufacturing facilities which process
pl asma by fractionation into plasma derivatives, or wll
pl asma manufacturers be required to submt an ELA and PLA
for each plasma product?

M5. GUSTAFSON: As a reinventing governnent
initiative, the Agency commtted to harnonize the
application filing process for all drugs and bi ol ogi cal
products. Therefore, the form 356h, which you saw today, is
the formthat will be used for all drugs and biologics for
i censure and for new drug approval.

The scope of this workshop, however, is limted to
bl ood and bl ood conponents. CMC sections for other
bi ol ogi cal products have either been prepared or they are
bei ng prepared right now In fact, the one for hematol ogic
products is on a faster track than the one for bl ood and
bl ood conponents because we didn't get as much input at the
front side. It basically involves transitioning the types
of information that is reviewed now into a new application
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format, not changing the paradigmfor review as we are
trying to do with bl ood and conponents.

So, the short answer is yes, the formis going to
be used for all biological products. The inplenentation
will be on a different track, depending on the product and
when the CMC gui dance is avail abl e.

DR. LEE: Thank you. This appears to be a
foll owup along the sane lines. For those who al ready have
t he BLA and PLA, when should we need to submit all of the
CMC information? |Is it only when we have a need to file a
suppl enent, or should we go ahead and file and include this
information in the annual summary?

M5. GUSTAFSON: I n our conversion to the BLA we
are deemng all of the approved PLAs and ELAs to be a BLA
So, therefore, you will not need to submt information as if
you were filing an entire new BLA. You will submt only as
requi red under 601.12, which we will talk about this
afternoon, and in the appropriate categories, depending on
whether it is a change that is likely to have a significant
i npact on the product, noderate or mninmal. Therefore,

t hose types of changes will be submtted in those
categories, but you will never have to go back and j ust
submt all of the information anew.

DR. LEE: Thank you. The next question is for G|
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Conley. WIIl the BLA format be finalized for all biologics
in 1998, and can the BLA format be used even if the product
is not a specified biologic or doesn't fall under biologics
approved to use the BLA format? Can it be prepared if

al | owabl e?

MR. CONLEY: Probably to say again, the use of the
356h will be done at the point in tinme when there is a final
gui dance docunent or other documents, such as the specified
bi ol ogi ¢ products that says things are in place to use it.
It has to be a final docunent. Wen the BLAitself is fully
i npl emented, that includes no | onger issuing ELAs, PLAs and
reference nunbers but, instead, a single biologics |icense
application. Qur goal is to have everything in place by the
end of '98. But one of the key issues for us is a major
sof tware devel opnent project, and you all have been through
this and you know how predictable the deadlines are. So, |
am not going to stand up here and prom se that by the end of
98 we will be in a fully inplenented BLA system because |
am just not that foolish. That is our goal. |If everything
falls in place as planned, then BLA's wll be in place by
the end of '98 for all of our blood and bl ood manufacturi ng
projects, and the rest of CBER is also trying to follow that
goal .

DR LEE: | hope that point is crystal clear now.
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The next question, how would section 20 of the form 356h,
which refers to type of subm ssion be conpleted for what is
currently considered a platel ets pheresis suppl enent?

M5. PO NDEXTER  Section 20 is the CMC section.
Currently we are working on a draft gui dance docunent, and
until the tinme that that is published and comment ed upon and
final, you would submt all of the information you currently
submt as far as donor screening and testing, product
preparation, |abeling, quality control information -- all of
the things that you currently submt will fall into the CMC
sections. G| said that the box you would check woul d be
the CMC section, the chem stry, manufacturing and control
suppl enent .

MR. CONLEY: | mght be preenpting a question that
John will be able to flip through later, but it is
appropriate here. There was at | east one question where
there was sonme confusion with the nunbering that Monica used
when she tal ked about how to fill in the formand the
nunbering that | used, which was the itens that are
specifically to be included on the back of the form
Because the front of the form as it was designed, does not
i ncl ude nunbers to define the blocks, in section 3, that is
Monica's talk, in the back there is an itemthat is nocked

up and nunbered so that we could easily refer to each box.

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



Sgg

The simlar nunbering is in that draft docunment, and it is
nunmbered 1 through 26, and this reference, nunber 20 -- |
don't want to get in the habit of people referring to that
nunbering because it is not part of the form That was a
conveni ence factor for today. So, if you have a question
about which box to check in the type of subm ssion box, that
is where item20 is. On the back, where they are nunbered 1
through 19, it is perfectly reasonable to talk about the
application contents by the nunbers that are part of the
form So, don't be confused in Mnica s presentation and in
m ne about the nunbering system Recognize that we did a
nunberi ng conveni ence in both the draft docunent and in
Moni ca's presentation to discuss the front of the form
Those nunbers are not part of the actual form

DR LEE: | think that is a problemthat w Il
automatically go away when soneone tries to use the form
Here is a quick clarification about the formagain. This
may be appropriate for Mary to address. Could you clarify
section 11? What inpact could it have on approval if nore
t han one product is listed as in the exanple?

M5. GUSTAFSON: Havi ng nore than one product
listed would be an exanple of bundling. |If it is a change
that affects nore than one product, it is entirely

appropriate to list those products that are affected by the
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change in that block. W would anticipate that it can be
reviewed as a single suppl enent.

| f sonehow, you know, you are thinking one day
that you m ght want to nmake a bunch of changes to a bunch of
products and you fill out one formand you put nultiple
products down, and you have different things that are
occurring with different products, this would be
i nappropriate bundling. It would definitely sl ow down the
subm ssion. We would nost |ikely spin off sone of theminto
separate suppl enents because they would have different tine
tracks for review and approval, nost |ikely.

So, that was one thing I asked you this norning,
to think about the change and thi nk about in what category
the reporting would be in the supplenent, because it would
be different categories for reporting that will be di scussed
this afternoon, and try to nmake each subm ssion a rel ated
subm ssi on

Yes, it is appropriate to list nore than one bl ood
conponent product if it is a single change that affects
mul ti pl e conponents. It is also appropriate to list
multiple facilities that are affected by a change on a
single application. But just realize that these all need to
be rel ated changes in order for the subm ssion to be
reviewed efficiently.
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DR. LEE: Thanks for that clarification. | think
these are very inportant points to nake sure that the
applications are reviewed as expeditiously as possible.
guess the bottomline is that it would be best if you
pretend that you are the reviewer and ask yourself how you
would like to handle a particular problemif you were the
reviewer. \Wen still in doubt, please call any of the
reviewers within the Bl ood and Plasma Branch, as pointed out
by M. Conley earlier.

Here is a question that appears to be appropriate
for Mss Poindexter, fromthe Division of Hematol ogy. Under
t he new proposed |icensing process, please enunerate the
steps required for a blood center that is currently |icensed
to manufacture platelets pheresis in a main facility and to
manuf acture platelets pheresis in a satellite facility.

M5. PO NDEXTER  The nore things change, the nore
things stay the same. This formjust elimnates sone of the
redundant paperwork that you were having to submt before.

It does not elimnate the need to submt a supplenent to the
proposed BLA in the form 356h for each collection facility
that will be doing platelets pheresis.

DR. LEE: The next question concerns the BLA
tracki ng nunber. Regarding the BLA tracking nunber, if the

BLA nunber is retained throughout the life of a product, how
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are nergers, rollovers and purchases handled? WII three
BLAs need to be filed for one establishment if the BLAs
originated fromthree separate applicants fromthe

hi stori cal standpoint?

There is a fairly el aborate | ooking exanple on the
back of this card which basically refers to a nerger
si tuation when one bl ood conponent manufacturer is
i ncorporated into another one wth a separate |icense
nunber. How will this be handled under the BLA initiative?

This is actually a very insightful question, and |
would like to ask M. Conley to address this.

MR. CONLEY: | will give it a stab and Mary wi ||
reel me inif | nmake a mstake. The inplication is that
under the BLA systemyou m ght want to have a single owner
and nultiple BLAs. First of all, I amnot sure why you
woul d want to do that. But | amnot going to say that it
woul d be ruled out either in a nerger situation because,
certainly, we can have a single applicant who would file
nore than one BLA application, either under the sanme |icense
or under separate |icenses because, renenber, your |icense
nunmber stays separ ate.

| woul d advise you, if you are in a nerger
situation and trying to nmake these kinds of decisions, that
you call your CSO and discuss the information in advance,
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maybe have conference calls or even an advance neeting to
di scuss your options and nake appropriate decisions. The
systemis flexible enough to adapt to your needs. However,
| would also think that our own desire for reasons of
control and clear responsibility and authority, we would
encourage you to operate under a single |icense under a
single BLA for blood and bl ood conponents.

DR. LEE: Thanks for the clarification. That
sounds |ike a very reasonabl e response. Mary, does G| need
to be reeled in?

M5. GUSTAFSON: | am not fishing today.

AUDI ENCE PARTI CI PANT: Could I clarify the
question? As | understood it, the BLA nunber would remain
the sanme al t hough you may have a new |l i cense establishnment
nunber. |Is that correct? Wuld you be assigning new BLA
nunber s?

MR. CONLEY: Let nme talk a mnute about the BLA
system whi ch, again, is designed for different needs. 1In
bl ood and bl ood conponents we have el ected, largely for the
conveni ence of you all, to include all routine blood and
bl ood conponents under a single BLA. In the rest of the
bi ol ogi cs manufacturing world the BLA nunber is assigned to
a uni quely devel oped product. W recognize that a single
i cense holder, especially of a |arge manufacturing
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corporation, wll hold many BLAs, and that a BLA that has
been approved may change hands over tinme. The intent is
that that BLA nunber and that identification will stay the
say for the life of that product, no matter how many tines
it is sold frommanufacturer to manufacturer, or naybe even
split in ownership to multiple manufacturers -- well, | take
that back, | don't think we would be splitting. But in
bl ood, because your BLA nunber represents nultiple
conponents, it becones a nore conplex issue. It is unlikely
that you would sell your BLA to soneone el se who woul d begin
manuf acturing those products for you who is not already a
manuf acturer in their own right.

So, where we would cone from woul d be | ooking at
i ssues of control and clear responsibility, and we would
encourage you to manufacture under a single |icense under a
single BLA. Because we have done this conbination, for us
and for you the |license nunber and the BLA nunber is al nost
the sanme thing because you manufacture a set of routine
bl ood and bl ood conponents that you identify with a U S.
I i cense nunber on your |abel, and that you identify when you
subm t suppl enents and changes using a BLA nunber that w |
remain the same for you forever. So that is why it is
potentially nore confusing for you. So, when you understand
t he context of how other biologics manufacturers are using
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this for products for which they can sell the manufacture of
t he product to sonebody el se, and you understand t he context
of how the systemis set up for you all, unless you devel op
t hat uni que product, and when you conme in with that paste
that you make from platel ets, which was ny exanpl e, that

w || be assigned a uni que BLA because that is not a routine
bl ood product. Did | make that clear or have | confused you
t hor oughl y?

M5. GUSTAFSON: The option is avail abl e under the
new paradigmfor licensing for an application to transfer
fromone owner to another owner. 1In the blood and plasma
arena, because these are products that are prepared
simlarly in many different institutions, it is highly
unlikely -- and I won't say it is inpossible because the
option is still there, but | think it is not as likely that
you are going to transfer an application. You may transfer
ownership of facilities, but in those situations generally
the new owner will want to assimlate all of the
manuf act uri ng nmet hods under their current BLA. So, for the
nmost part, although it is an option, | can't envision that
it would be used extensively. However, you all seemto
surprise ne routinely so, you know, it may cone to pass that
there will be transferring of an approved BLA. | think it
is less likely in the blood and plasma area than it is in
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t he ot her biol ogi cal products.

MR. CONLEY: This is really key to understandi ng
the BLA. If it is still not clear, sonebody could step to
the m ke and ask a clarifying question, but you need to
understand that or you are going to get confused about the
BLA.

AUDI ENCE PARTI CI PANT: So, are you essentially
saying that you can rollover a BLA fromone establishnment to
anot her ?

MR. CONLEY: The short answer is yes. The |onger
answer is it depends on your situation if it is appropriate
or not.

DR. LEE: Thank you. Since reading these
guestions fromthe audience, in a way I ampart of the
audience so if | may ask a clarifying question? If a BLAis
"rolled over" is it correct to assune that the old nunber is
di scarded, to be absorbed into the new BLA nunber for the
firminto which it is absorbed?

MR. CONLEY: Again, the systemfor biologics in
general, if you rolled over a BLA the nunber would stay the
sane. In blood, because you are probably rolling it over
into an organi zation that is already nmanufacturing the sane
products under their own BLA, | expect our desire would be

to see you manufacturing under a single BLA. But, as Mary
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said, if you conme up with sone unique situation and a
justification for maintaining two BLAs, then we woul d need
to discuss that and work with you.

M5. GUSTAFSON: | amgoing to point out too that a
BLA is not specific to a facility; it is specific to an
applicant. So, if you sell a manufacturing facility there
is no BLAto rollover at all. 1t belongs to the applicant
at that point of tinme, not the facility. So, you know, that
is another issue if the question is comng fromfirns that
have nultiple facilities that buy and sell facilities
frequently. It would be nost |ikely that you would want to
assimlate the manufacturing facility into an existing BLA
that is owned by the applicant.

DR LEE: | think we have gone over that point
quite extensively. Myving on to the next question, this one
is substantially sinpler. Concerning the requirenent for
source | eukocyte licensure, the FDA nenoranda refer only to
buffer coats collected for further manufacture into
injectable products. 1Is it required that a center obtain a
source | eukocyte license if the center will be collecting
buffer coats to be sold for manufacture of non-injectable
products? Mary, would you |like to address that?

MS5. GUSTAFSON: The key word is for manufacture,

not in vivo or in vitro. |If source |eukocytes are being
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manuf actured for the purpose of further manufacturing, then
they require a |license.

DR. LEE: Thank you. The next question, the FDA
has recently agreed to qualifying the code for the product
of fresh-frozen plasma, donor retested. |Is licensure of
this product covered under a presently held product |icense
for plasma, or is a |license supplenent required?

M5. GUSTAFSON: Soneone is right on the cutting
edge. W recently have assigned sone codes. W have had
bl ood establishnments express interest in wanting to nmarket a
pl asma product that was prepared and basically held in
storage quarantine until the donor is retested at sone
certain interval, and then rel eased as a plasma product when
the donor is retested, with sone clains for increased
safety. We have not received a supplenent to date for this
product and, yes, indeed, it would be a supplenent as |ong
as you did want to have the labeling claimthat the donor
was retested.

DR. LEE: Thank you. That point is clear to ne.
The next one is also a fairly straightforward question. |If
an organi zati on already has products |icensed at six of nine
sites, will the new system BLA all ow automatic |icensing of
the three other sites, assum ng SOPs are all standardi zed?
| think G| mght answer this.
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MR. CONLEY: | would not assune automatic
|icensure. Again, as your approval letter will state
specifically the product you are approved to produce and
distribute, and if the original letter nanes a particul ar
manuf acturing location, you are limted to that until you
recei ve additional approval.

Now, you wll need to file a supplenent for those
addi tional locations. The required supplenent information
w Il vary according to the product which we are discussing.
If it is for red cells and whole blood it is going to be a
fairly sinple and straightforward process, assunm ng you are
using the sanme SOP and processes as you have al ready defined
at your already approved |locations. |If it is platelets
pheresis, as Betsy outlined for you earlier, you are going
to go through a simlar presentation as you woul d now.

DR. LEE: Thank you. | guess we wll hear
sonet hi ng nore about that when you go over the conparability
protocol perhaps. It appears that this is relevant to that
topic. So, stay tuned for further information in the
af t ernoon presentati ons.

The next question is not phrased accurately for nme
to glean what it is supposed to nean. It reads like this:
Where should the organi zational chart end if the applicant
is a corporation owned by another corporation? |t appears
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to be about the organi zational chart, the content and the
conpleteness of it if it is a corporation owned by anot her
corporation. M. Conley?

MR. CONLEY: | will make sone assunption about
exactly what this is asking, and if | don't answer it well
for the person who has submtted it, please step to the m ke
and ask a clarifying question.

The organi zation that is owned by anot her
organi zation is going to have a chart of responsibilities
and authority, and we regard that the person responsible for
conpliance wwth all of the rules is at the top of the top
organi zation. So, your chart for the parent corporation my
not be detailed for all of the branches of that corporation
because that is not appropriate, but certainly the reporting
authorities for the manufacture of blood and bl ood
conponents up through the managenent |ine of the parent
corporation should be shown. Any further question?

As a caveat, be sure that those peopl e know what
t hey own and what the FDA considers themresponsible for.

AUDI ENCE PARTICI PANT: G, just a question on
that --

MR, CONLEY: Sure.

AUDI ENCE PARTI CI PANT: Essentially what you are

saying is if we are owed by General Mtors you woul d want
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to see Robert Smth's nanme at the top?

MR. CONLEY: | amsorry, say it again

AUDI ENCE PARTI CI PANT: As an exanple, if we were
owned by CGeneral Mdtors you would want to see Robert Smth's
name at the very top of the corporate general structure?

MR. CONLEY: That is right.

DR. LEE: Well, obviously the depth to which the
relationship to General Mdtors is described should be
situation specific. |Is that a fair statenent? O, how
deeply do you have to go into an activity that is unrel ated?

MR. CONLEY: Ownership is responsibility. | don't
foresee a situation where there is a parent corporation that
could own a manufacture of blood and bl ood conponents and
di savow ownership of the responsibility for the quality of
t hose products to the FDA. There is just no wi ggle roomon
t hat .

DR LEE: So it should be conpleted with respect
toits control, and/or authority and responsibility.

MR. CONLEY: You see, the applicant becones the
hi ghest person. The manufacturer becones the highest |evel
of the corporation. Those are the people who are
responsi ble. Now, what is their responsibility? They are
responsible to hire and support conpetent people who know

t he busi ness but they can't delegate the responsibility to
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soneone bel ow them The Food and Drug Act is really unique
in that stance, as well as the fact that unlike other |aws
you don't have to show intent to have responsibility. The
responsibility goes all the way to the top when you are
t al ki ng about nmanufacturing drugs and bi ol ogi cs.

M5. GUSTAFSON: | mght try to clarify a point.
Cul pability for conpliance actions is sonewhat separate from
licensing. Wen it conmes to filing a |license application
and being the applicant, in the past we have licensed the
| onest corporation or the |Iowest entity of the corporation.
In terns of the licensing, | think we would still probably
stay within that paradigm However, as M. Conley is
mentioning, if you are a blood and plasma firmand you are
owned, you know, by several |ayers of corporate structure
and you get into a whole lot of trouble, there could be
culpability at the top for some of those conpliance
difficulties. So, just keep that in mnd. | think, for the
nost part, for the licensing we are interested in the units
that are actively involved in the manufacturing or have
responsibility for the manufacturing of the product. But in
terms of legal culpability, it does go clear to the top

MR. CONLEY: That is not to inply that it is
limted to the top; it just goes all the way to the top.

So, you don't get to pass that up any nore than they get to
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pass it down.

DR. LEE: | think the nessage is clear. Thank you
for the clarifications. The next question is perhaps best
directed to Mss CGustafson. |s the person that signs the
application assuned to be an authorized person, or does the
aut hori zed person have to be specifically designated in a
separate letter to the applicant? |s the current
responsi bl e head assuned to be the authorized person unl ess
ot herw se desi gnat ed?

M5. GUSTAFSON: We will assune that the person who
signs the 356h under the little block that has the
declaration and the responsibilities is authorized to sign
that application. W also will assume that the current
responsi bl e head is an authorized official unless we hear
ot herw se.

Now, there may be tinmes that soneone el se, other
t han sonmeone who signed the 356h, will want to discuss or be
i nvol ved in discussions of the application. In those cases,
we w il request sonme type of witten correspondence from
ei ther the person who signed the application or soneone el se
representing the applicant that will authorize this person
to discuss the application, and this is for your own
protection. In terns of the roles that those people can
have, that is up to your managenent structure. Wen we
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enter soneone as an authorized official, we will assune that
they can send and receive correspondence to and fromthe
FDA. So, look within your organization; be careful whom you
aut hori ze as an authorized official because you may have
soneone W t hdrawi ng your application that you really only
wanted to talk on the tel ephone.

DR. LEE: Thank you. Here is sonmewhat of a
housekeepi ng question. | wll just read it out. Can or
will a simlar work book be provided |ike the 1995 wor kshop
book wi thout additional information? WII a hard copy of
this workshop's narrative be nmade avail abl e? Anybody?

M5. GUSTAFSON: We have a transcriber and the
transcript of the workshop will be available. | think it is
ten to fifteen days after the workshop. The hard copy, the
slides that we have in your notebook should be avail able
t hrough the Consuner and Congressional Affairs Ofice and
perhaps on the robofax. | don't believe that we are going
to get themon the web page but there is a possibility that
they will be on robofax or at |east can be sent to you in
hard copy form

DR LEE: | think we still have a few nore m nutes
so we shall proceed. It appears that all SOP changes are
required to be reported. What should be submtted, entire
SOPs, changes only, only SOPs deened significant? Perhaps
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M. Conley could address this question.

MR. CONLEY: The subm ssion requirenents have not
really changed fromwhat you are used to. It is significant
SOPs, and in the lecture I went over the list of six main
areas. It is on page seven of ny slides, at the bottom
that we woul d expect to have SOPs submtted. It is
preferred that for a changed SOP you will submt the new SOP
wi th the changes highlighted and, of course, you will submt
an original, a copy, both annotated, highlighted, and a
cover letter to explain what the subm ssion is all about.
Now, in the future -- not now, you wll submt with the 356h
formand you will follow all of the guidelines that | went
t hrough. Depending on the conplexity of the subm ssion you
may i nclude an index and all of your itens.

DR. LEE: Here is a small question at the bottom
of the same question. Please re-explain box nunber 23
applicable to bl ood products.

MR. CONLEY: Box nunber 23, the nunber of vol unes
submtted. That is 23 from Mnica's talk, the nunber that
is not really a nunber. In the rest of biologics it is very
typical with an initial license that subm ssions, including
clinical data, are quite large. So, we may receive an
original copy that could have twenty vol unes of data or

nore. That would be twenty three-ring binders of data.
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That is a volune. Very few of you, thank goodness, submt
subm ssions that |large but, again, this is a tracking tool
Let us know how many vol unes of data we are supposed to have
so that when our docunent control center receives them if

t hey appear to be m ssing volunmes they can follow up with
the shipper or with you to run them dowm. So, nost often
your subm ssions are a single volune and that is what |
expect nost of yours would be. But if your original has
three notebooks in it and there is a copy with three

not ebooks in it, you would report three volunes in that box.

DR. LEE: If a subm ssion cross-references a
product which at a later date is discontinued, does this
i npact that subm ssion? | assune that the subm ssion was
active when it was cross-referenced and then, subsequent to
that, the original cross-referenced subm ssion was
di sconti nued.

MR. CONLEY: You are always afraid that the FDA is
going to play "gotcha.” Qur files, especially in the future
when we nove to the BLA system w Il be clearly tracked and
kept together. So, if you included facility information in
a first application for a product and |l ater referenced that
facility application for product nunber two, and then five
years | ater stopped manufacturing product nunber one, that
wi Il not nmake the information you referenced go away. The
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reference is still legitimite. W are not trying to get
you.

DR. LEE: Sounds very reasonable. Thank you.
there are two additional quick questions here. This one may
per haps be best answered by Mary. WII| a BLA ever be
applied to albumn clotting factor concentrates and so
forth? If so, when?

M5. GUSTAFSON: | think I answered a simlar
gquestion very early in the question and answer period but,
yes, the BLA will be applicable to all the biological
products that roll out of the inplenmentation. The BLA will
be dependent on the CMC gui dance docunent being in a final
formand being ready for use. W actually anticipate that
for the hematol ogi ¢ products, which is the question stated,
that that will occur before the blood and bl ood conponents
roll out.

DR. LEE: Once again, just because this workshop
is targeted at the bl ood conponents industry doesn't nean
that information presented here is not applicable. They
could share simlar types of information. However, we would
like to make clear is that what we tal k about is bl ood
conponents and sone of it mght be transferrable and sone of
it mght not be.

Two additional quick questions, can an authorized
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U.S. agent be for an applicant and not just for a foreign
manuf acturer? Mary?

MS5. GUSTAFSON: The authorized U S. agent is a
requirenent in the investigational new drug regul ations,
which are in Part 314 of the Code of Federal Regul ations.
These regul ations apply through the clinical testing phase
of drugs and biol ogical products. Like | said, it is a
requirenent. A foreign firmhas to have a U S. agent under
the IND regulations. Under the licensure it is an option.
If the foreign firmchooses to have a U. S. agent you would
list it on the block on the front of the form but it is not
a requirement at the BLA stage.

DR. LEE: Thank you. The last question is for M.
Conley. |Is fibrin sealant subject to PDUFA paynents?

Al though this has the nane of Conley witten here, we wl|
redirect it.

MS5. GUSTAFSON: A | oaded question. Pooled fibrin
seal ant products that are derivative products are subject to
PDUFA. Shoul d sonmeone conme in with a single donor fibrin
gl ue product, which no one seens to ever be willing to do,
al t hough we know it is out there, it would be considered a
conponent and unlikely to be under PDUFA at this tine.

DR. LEE: Thank you. There are a few additional

questions but | think those are best addressed at the end of
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the afternoon session, at its panel discussion section. At
this point, if there are any verbal questions that can be
handl ed in about a mnute or two, we would like to entertain
them |If not, we would like to proceed to the afternoon
session. Hearing none, | would like to first show an

over head.

[ Slide]

We began today's discussion with basically two
specific goals with respective to two specific initiatives,
to make a series of CBER presentations, and to receive
meani ngf ul comments fromindustry after the sharing of
i nformation.

We have addressed the issue of biologics |icense
applications in the norning. W discussed the transfer of
the current ELA and PLA to the BLA. In the afternoon
session we would like to turn our attention to the second
major initiative, which is already in effect, which has
resulted in a revised 21 CFR 601. 12 rule as of Cctober 7th.
It is hoped that through these two initiatives we can
continue to reduce the reporting burden w thout conprom sing
product safety or efficacy.

[ Slide]

| put this slide up again to enphasi ze the fact

that what is to followin this afternoon's session is a
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cl ose description, a step-by-step description of the current
procedures and requi renents for maki ng changes to an
exi sting, already approved application.

We shall describe the initiative froma broad
overvi ew standpoint, and that description will be provided
by Dr. Rebecca Devine, Associate Director for Policy, Center
for Biologics Evaluation and Research. This discussion wll
be followed in succession by discussions of the prior
approval supplenent, changes to be effected in 30-days and
annual report, to be given by Joanne Pryzbylik, Pat Gardner
and Judy G araldi, in that order, all nenbers of the Bl ood
and Plasma Branch. As a |last topic, the issue of
conparability protocols, howit relates to the prior
approval supplenent and how it can, in specific instances,
downgrade a particul ar supplenent fromone category to the
next, nost typically probably one reporting level, wll be
descri bed further Mary Gustaf son.

At this point, | would Iike to welcone Dr. Devine.

Manuf acturi ng Changes: CBER s Lat est Gui dance

DR. DEVINE: | thought it was very nice of themto
mark the steps so I would know where to wal k up w t hout
tripping.

First of all, I would like to welconme you this

afternoon but | would also like to take a nonent to thank
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the Division of Blood Applications for all the hard work and
time and effort they have put into putting on this workshop.
| think it is a very confusing tine for us and for you as we
now transition fromour old types of applications to the new
ones, and | think workshops like this are very hel pful for
you and for us because they surface a | ot of issues that we
don't necessarily think about as we are devel oping the
procedures. So, it is nice to hear fromyou and then we
know, as we are going along, whether we are on the right
track or not. So, again, thanks to Mary and G| and all the
efforts of the people in DBA for putting this on, and thank
you for attending. | think it is inportant that we have
such a good turnout.

[ Slide]

| would like to turn nowto our topic for this
af t ernoon, manufacturing changes. | amgoing to give, as
John said, a general overview, and sone of you may have
heard this at different presentations that | have given
before but this is also for the benefit of those who have
not been able to attend those. For those of you who have
heard this, | apologize. You can do a little bit of
daydream until we get to the nore specific topics.

[ Slide]

| am going to cover an update on the new
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publications. | will go over the scope of the new rule and
t he gui dance docunents. | will discuss the rule in a
general sense and sone special features of the rule. | wll

briefly touch on labeling and I wll try to sunmarize for
you what the new reg. neans for us.

[Slide]

The regul ation that we are tal king about is Title
XXI Code of Federal Regulations 601.12. It used to be
call ed changes to be reported and now it is called changes
to an approved application. So, we have clarified that this
is applying only to products that are already approved and
not to pending applications, which would be covered under
just the normal pre-approval procedures. W did ask for
coment in the proposed rule as to whether or not we should
have specific reporting requirenents for pending
applications, and the cooments that we got back seened to
indicate that those were pretty well handled with the
anendnent process as people currently have been using for
approval s.

[Slide]

The rules were published in the proposed formin
January of 1996. The final rule and gui dance docunent was
i ssued July 24, and becane effective on Cctober 7 of 1997.

[Slide]
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The gui dance docunent which would be applicable to
the bl ood and bl ood products is called changes to an
approved application: biological products. There is a
conpani on docunent which applies to the specified
bi ot echnol ogy products that are currently now using the BLA,
and it is a separate docunent.

We received comments since publication of this
final guidance docunent fromthe bl ood industry that they
woul d prefer, in fact, a separate docunent for blood and
bl ood conponents. That is currently sonmething that we are
considering adopting at this stage. So, we are | ooking at
t hi s gui dance as possi bly sonething that needs to be
changed. So, we woul d provide specific guidance for bl ood
and bl ood conponents.

[Slide]

Again, | will cover the scope of the rule. The
first stage of our reinventing governnment initiative covered
only the non-blood and bl ood conponent products that CBER
regul ates, and that was in the formof a guidance docunent
that was issued in April of 1995, | believe -- yes, it was
1995. Bl ood and bl ood conponents were not covered by that.
So, there was no regulatory relief until we got to the
rul e-maki ng stage for blood and bl ood conponents. The final

rul e now covers all biological products, including the
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specified biotech. products that are listed in 601.2, drug
products that are biotechnol ogy derived that are regul ated
by the Center for Drugs Eval uation and Research, bl ood and
bl ood conponents, vaccines, allogenic products, all of our
ot her m scel | aneous types of biologicals, and it al so now
covers | abeling, which the original guidance docunent did
not cover.

| would just like to just briefly mention the
ef fect of the new FDA Moderni zation Act which was signed
into |l aw on Novenber 21 of 1997, as you all may have heard.
There is a section in that | aw which deals with
manuf acturi ng changes for drugs and bi ol ogi cal products. It
is our feeling that m nimal changes to our regulation wll
need to be nmade because of the new law. This was because we
had a uni que opportunity to know what was going on with the
drafting of the legislation and were able to anticipate what
the final outcome mght be. So, we did tailor the
regul ation to sone extent wth the expectations for the
legislative initiative. So, | don't think there will be too
many changes for the biological products that will need to
be made. There nmay need to be sone clarifications that
m ght deal with the newlaw and the way it is witten and,
dependi ng on what the Center for Drug Eval uati on and
Research finds during its open conment period on their
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rul e-maki ng which they have to undertake as a part of

i npl emrenting the new |l aw, we may get nore suggestions or
coments that m ght cause us to want to go back and nake
sone changes to the regulation itself but we don't really
anticipate themto be major. CBER has pretty much accepted
the framework of the rule and how it is working. So,

don't think it is going to be a problem

[Slide]

Now | amgoing to go into sone detail on the rule
itself. | just wanted to highlight and | et you know, in
case you hadn't noticed, that there were sone changes from
what was in the proposed rule in the three categories versus
what ended up in the final rule. In the proposed rule we
had a supplenment with prior approval required, a thirty-day
notification which is not a supplenent, and an annual
report.

[Slide]

The final rule has the three categories, prior
approval supplenent, thirty-day suppl enent changes bei ng
effected, which we now call a CBE or a thirty-day CBE, and
t he annual report.

[Slide]

| will discuss briefly what mght go into the
three categories, but the specifics about each of the
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categories for blood and bl ood conmponents will be discussed.
Wthin the overall framework of the 601.12 rule, it states
that the applicant will inform FDA of changes made in the
manuf acture, personnel, equipnment and processing for

bi ol ogi cal products, and that the validation nust be done
before the product is distributed. This very much mrrors
the lawin that the validation is an underlying requirenent
for inplenmenting any change to a manufacturing process in

t he new | aw.

There al so has to be a denonstration of a |ack of
adverse effects on the identity, strength, quality, purity
and potency of the product. So, even though the reporting
category m ght be reduced, the expectations for the quality
and the testing and validation have not been di m ni shed by
this rule-making and, in fact, even though sone of this
m ght be worked out during your inspection it will still be
very inportant that you have proper docunentation so that
you don't end up with that on a 43.

[ Slide]

Lack of adverse effect is shown by appropriate
validation and/or clinical or non-clinical |aboratory
studies. These are covering, again, all of the biol ogical
products. So, in some cases when you make a mmjor change it

may be necessary to go back and | ook at clinical studies for
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bl ood and bl ood conponents. Meeting sone of the criteria
and additional standards m ght be sonething you woul d show
t hrough non-clinical |aboratory type studies.

[Slide]

The changes being affected in 30 days is the new
provision which is simlar to what we have in our guidance
docunent, but published in "96, and it states that products
may be distributed 30-days after FDA receives the
suppl enent .

Now, receiving the supplenent -- you want to make
sure you send it in, in a manner where you will be assured
that we receive it because we will not be telling you in a
| etter whether or not we have gotten it on a particul ar
date. We will be sending you the reference nunber
assignment |l etter which acknow edges receipt, and you m ght
get a filing letter for the supplenent, but you want to be
sure that you take on the responsibility of making sure you
know what day it was received by us.

The 30-days, | would |ike to enphasize, is not for
us to review the supplenment. The purpose of the 30-days is
for us to ensure that you have gotten the proper
categorization for the change and that you have submtted
all of the required information that is specified for the
suppl enent. Now, one of the special provisions that we
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provided for is that there may be certain situations where
we would waive the thirty-day wait, and I will talk about
those in a few m nutes.

[ Slide]

The contents of the supplenent, both the prior
approval supplenent and the changes being effected
suppl enent are listed in the regulation, and they are al so
on this slide: A detailed description of the change, all of
the products involved. This is one of the areas where on
the formyou woul d be specifying, as Mary said, for related
changes what products m ght be affected; the manufacturing
sites or area. This may relate to new sites or facilities,
or existing sites that have had changes nmade to them The
met hods used and studies perforned to show that there is no
adverse effect and that you have validated the process. W
woul d expect data fromthe studies to be included, the
val i dation protocol and validation data, and a |list of
rel evant SOPs related to the denonstration of the |ack of
adverse effect. Related SOPs which are also related to the
process changes would al so be listed in the suppl enent.

[ Slide]

The annual report has been a category set up for
what we woul d be calling mnor changes, which have a m ni nal

potential to have an adverse effect on the safety, purity,
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potency, identity and strength of the product. Sone of
these are listed here. W will go into nore detail for the
bl ood and bl ood conponents during an individual talk, but I
want to enphasize here the three categories are set up based
on risk of an adverse effect for the change, with the prior
approval suppl enent being those types of changes which have
a substantial potential; the thirty-day suppl enent those

whi ch have a noderate potential to have an adverse effect;
and the annual report for those with mniml potential.

Agai n, we woul d expect all of the docunentation of
t he denonstration of a | ack of adverse effect to be on site.
Sonme of the data will go in the annual report subm ssion
itself, and this is sonmething that we will try to clarify
nore in the individual discussions.

[ SIide]

We have al so provided for the annual report --
since we currently have the PLA and ELA system we have
anticipated that for blood and bl ood products it woul d be
rat her onerous to have to do an individual annual report for
each of the bl ood and bl ood conponents where a |ot of the
information mght sinply be repetitive. So, we provided in
the rule for a provision that would all ow you to ask for an
alternative date for subm ssion of the annual report, and

this should cone in the formof a witten request. One
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m ght consi der conbi ning annual reports for multiple
approval applications into a single submssion for us to
review, and | think for bl ood and bl ood conponents this
m ght be an appropri ate nechani sm

[ Slide]

The contents of the annual report are a list of
all products involved; a full description of the
manuf acturing and control changes, including the date the
changes were nade, the cross-reference to the rel evant
standard operating procedures and validation protocols, the
manuf acturing sites affected, and relevant data -- the
regul ation actually says rel evant data that woul d be
appropriate to denonstrating the fact that the change did
not have an adverse effect.

[ SIide]

| would i ke to talk for a few m nutes about sone
of the special features of the regulation which, we think,
have made it very unique and fl exi bl e.

These are the 30-day waiver conparability protocol
use of the guidance docunents for listing sone of the
changes for the different categories. A section we are
calling failure to conply, and briefly we wll discuss how
the i npl enmentati on has been happeni ng.

[ Slide]

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546- 6666



Sgg

Wai ver of the 30 days is possible under
601. 12(c) (5) based on several circunstances, and nost of
t hese have been left up to the Agency's discretion in the
rule. Based on our experience at FDA with the change is
that it has usually been conplete when submtted by
conpani es, and conpani es have generally been able to get the
right category. W felt that those types of changes would
be possible to waive the 30 days because, as you recall, the
30 days is really to determne only that the application
suppl enent is conplete and that it has been put into the
appropriate category. Simlarity to a change which is a
change that is being affected, a change that we al ready know
about -- and nost of these will end up being listed in the
gui dance docunents. W don't really anticipate that these
woul d be done individually with conmpani es maki ng a request
on a case by case basis. So, we have already outlined sone
of these in our current final docunents that are avail able.

[Slide]

The conparability protocol could be another way
that one m ght use to waive the 30 days, and this |I would
see being done nore on an individualized basis when you have
bunped from a higher category to a CBE category and you say
we would also like to waive the 30 days as we bunp it down.

Mary wll talk nore about that |ater.
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The conparability protocol -- you wll not see
that word nentioned in the regulation itself; you will see
it in the preanble. What we have tal ked about in the
regulation is one or nore protocols describing the specific
tests and validation studies and acceptable limts to be
achi eved for specified types of manufacturing changes.

[ Slide]

The purpose of the conparability protocol, as it
was envisioned, was for it to be a prior approval suppl enent
that could be submtted to us and revi ewed ahead of tine as
a mechani smfor reducing the reporting category for change.
W felt that if we could know ahead of tinme what tests and
acceptance criteria the conpany would put forth in order to
accept a change, that would reduce the risk for an adverse
effect on the identity, strength, quality, purity or potency
of the product. By collaboration between the FDA and the
conpany, we could be assured that the proper tests that we
felt and you felt were appropriate and adequate woul d have
been performed before the product is distributed so that we
woul dn't be put into a situation of having product
distributed that we mght later find to be unacceptable, and
be put in a situation of a possible market w thdrawal or
recall situation

[ Slide]
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One of the other provisions that we are very
pl eased with is the use of guidance docunents to be able to
articulate nore clearly sonme of the specifics. Wthin the
framework of the regulation we used terns of art
substantial, noderate and m nimal and the maj or and m nor
wor ds have al so been used. These were put in place so that
we could provide interpretations of what we thought were
changes that were substantial, nobderate and mnimal. But it
al so gave the flexibility if things were not specifically
listed in the regulation for things to be bunped down; for
things to be bunped up if it was appropriate; and the
bi ndi ng nature of the regulation would not allow you to do
that. By using the termof art and providing gui dance
docunents to get the specifics, we do allowthe flexibility
while still giving sonme predictability for people who are
trying to decide what category the change falls in.

Rem nders about the gui dance docunents are that
they are non-binding. That neans that if in your particul ar
situation you feel that what is listed in the docunent is
i nappropriate and that a nore appropriate proposal could be
put forth by you with adequate scientific rationale, we
woul d consi der whether or not that m ght be appropriate for
your particul ar situation.

The gui dance docunents are intended to provide
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exanpl es. They are, hopefully, to be continually updated as
we gain experience with the new regulation, and this is
where you can be very hel pful to us. [If you think that
there are exanples that we should be listing or nore

gui dance that we should be providing, then please |let us
know. The dockets for these final docunents are always open
to accept comments.

They are not all-inclusive because we really could
not think of every situation and every possi ble change as we
were preparing these. So, there will be situations where
sonet hing you mght want to do will not be listed in the
docunent. Again, we think these provide us with sone
predictability while allowing a certain anmount of
flexibility.

That m ght | eave you in a situation of wondering,
well, what do you I do if my change is not in one of the
lists, it is not inthe regulation, it is not in the
gui dance docunent? What do | do? How do I know? W feel
t hat as conpani es you probably know an awful | ot about your
product. We m ght know sone things about product cl asses
that you m ght know that we have gai ned information from
reviewing a multitude of applications. So, again, it is
sonet hi ng where we need to work together to try to conme to

t he appropriate category.
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[Slide]

You woul d | ook at the |evel of know edge of the
product and its active conponents, in the real mof
possibilities in biological products this would go fromthe
very-wel |l characterized to products that are pretty nuch a
gem sh, a m xture of unknowns, of conponents that m ght be
defined nore by the process rather than by an anal yti cal
test. The type of change that you are making could have
potential to put it in a higher or |ower category, if it is
a mgjor type of change to the process where you are really
over haul i ng what you are doing or if you are just tweaking
the process. The type of product, as | nentioned, well
characterized or not, defined by the process or defined by
anal ytical testing. Your ability to assess the inpact of a
change on a product and its safety, purity and potency.

The general rule of thunb is if you are not sure,
then ask for specific guidance for your specific situation.
As G| nentioned earlier, there are CSCs and reviewers in
each of the product offices that will be available to
provi de gui dance for you if you are not sure where a
particul ar change m ght fall and, again, proposed changes to
t he gui dance that you think mght help clarify for others
and for yourself where a change mght fall in

cat egori zati on.
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[Slide]

Anot her provision in there, failure to conply,
601. 12(g) says that in addition to other renedi es avail abl e,
repeated failure to conply with 601. 12 may cause FDA to
requi re a supplenent for any proposed change, and it would
requi re approval prior to distribution of the product. This
was sonething that we put in place because we were in a node
of down-regul ating and stream i ning where we thought if
conpani es were not being conpliant wth, say, reporting
t hi ngs that shoul d have been prior-approval supplenents or
CBEs and they were, say, reporting themin an annual report
or not reporting themat all, that there really needed to be
sonme nechanismto be able to bring such firns into
conpliance. So, we don't anticipate that we will use this
much but, given the fact that it is there, I think it can
soneti mes have an effect on whether or not people are nore
diligent, if you wll, about reporting and nmeki ng sure they
under stand the rul es.

[Slide]

| npl enent ati on was 75 days fromthe date of
publication. So, that began on Cctober 7, 1997. For the
annual report, those are to be submtted within 60 days of
the first anniversary of the approval of the application
falling six nonths after publication. W did give you kind
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of alittle bit of a |leeway, six nonths for those who m ght
have an anniversary date falling within the first six nonths
of publication of the rule. Again, as | nentioned earlier,
sone people can request to have alternate dates for filing
annual reports.

For pendi ng supplenents we state that the firm
shoul d notify FDA which category it believes a pending
suppl ement now fits. For exanple, if you have a pending
suppl enment that you think now falls into the CBE category,
whereas before it was awaiting approval, you can tell us in
witing that you feel it now falls into the CBE30 category
and within 30 days we will notify you if we are not in
agreenent with that categorization. So, for those of you
who have not considered this, this is an option for any
pendi ng suppl enents that you m ght have currently wth us
now.

[ Slide]

Again, | nentioned this is supposed to be burden
reducing so let ne try and explain where we are with the
nunbers. We estimated in our paperwork proposal that there
was approxi mately 10,000 hours a year reduction. That is
not necessarily our time but that is your and our tine
conbined. |In the fiscal year 1996, we received

approxi mately 1,400 suppl enents, in 1997 1,284 were
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received. So we are in a dowmward trend. W anticipate
this to drop even nore drastically once the BLAis
i npl enent ed because you will be now col | apsi ng what m ght
have been separate supplenents into single conbined or
bundl ed suppl enments that m ght be related for the BLAs in
the future. So, we do anticipate a | ot nore burden
reduction here.

Now, where the nunbers wll fall we are not quite
sure. One of the things that m ght generate nore
suppl enents coul d be the use of the conparability protocol
So, for sone short period we m ght see a surge of those and
then a downward trend again. W wll have to kind of wait
and see where the nunbers go, but we do anticipate an
overall continued net burden reduction.

[ SIide]

| will just talk briefly about |abeling and then
wi |l go ahead and summari ze. For |abeling changes the three
categories are slightly different. They are prior approval
suppl enent, the changes being effected supplenent. There is
no 30-day wait on those. Then there is the annual report.
These are now conpl etely harnoni zed with what appears in 314
regul ations for the Center for Drugs, and are now able to
have nore or mnor editorial changes and changes whi ch m ght

affect the safer use of the product to be inplenmented nore
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quickly. Again, this we think will have a benefit for the
public health, not a detrinent.

[ SIide]

Advertising and pronotional |abeling is to be
submtted to CBER in accordance with 314.81(b)(3)(i), which
says speci nens shall be submtted at the tine of initial
di ssem nation and initial publication using our FDA form
2567 or an equivalent. The reason we put that in is because
we are currently in the process of revising the form FDA
2253 to begin now using it for both drug and bi ol ogic
advertising and pronotional |abeling subm ssions. So, when
that form has gone through its final clearance procedures,
that will be the preferred formfor people to use for their
advertising and pronotional |abeling.

[ SIide]

| will summarize now and then | will turn it over
to others for the nore detail ed discussion of the three
categories. So, in sunmary, the new rul e becane effective
on Cctober 7, 1997. W are now accepting suppl enents under
the newrule. W anticipate a substantial burden reduction.
We | ook forward to continually updating the docunents,
possi bly even further rule-making in the future dependi ng on
what is happening with the Center for Drug Eval uation and

Research and with our |legal review of the new law, currently
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signed into |l aw just about two weeks ago.

There will be further guidance com ng on
conparability protocols, not only for blood and bl ood
conponents but for other biological products as well.

Again, we think we are anticipating nore specific guidance
on reporting changes for blood and bl ood conponents.

Let me go ahead and introduce Joanne and | et her
tal k about nmj or changes to an approved application and hear
nore specifics. Thank you very nuch.

DR LEE: | would just like to nake one comment on
the topic of 601.12. The rule is already in effect. Your
comments about this are extrenmely inportant. W are in the
process of preparing a gui dance docunent nore specific for
t he bl ood conponents industry than the one that is currently
avai l abl e now. So, your comnments here are just as inportant
as the comments for the BLA.

Secondly, staff nenbers should be circulating the
aisles to collect cards. At this point, you should try to
submt your questions as quickly as possible since the day
is getting short. W wll proceed with Joanne with her
di scussi on.

Maj or Changes to an Approved Application - 21 CFR 601. 12(b)

M5. PRYZBYLIK: Good afternoon. W are here this

afternoon to discuss change that is in effect now W have
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our change. But this is what | amgoing to talk about, the
maj or change.

On Cctober 7, 1997, just eight weeks ago, the rule
in Title XXI of the Code of Federal Regul ations 601.12 was
revised, and the title changed from changes to be reported
to changes to an approved application.

[ Slide]

That is nme, Joanne Pryzbyli k.

[ Slide]

| wll talk about the second paragraph in the
revised rule, and I am sure you al ready have the rule
menori zed, 601.12(b), major changes requiring prior
approval .

First, what is a major change, and the new
information that will be added to the reference nunber
assignnent filing letter; the contents required for
prior-approval supplenment; manufacturing changes that
require a prior approval and, finally, |abeling changes that
require prior approval. Then | wll summarize.

[ Slide]

VWhat is a major change? It is a change in blood
product manufacturing that has substantial potential for
causi ng an adverse effect on the identity and strength of a
product, the quality and purity characteristics of a product
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and, finally, the potency of the product as neasured by
t herapeutic activity of |aboratory and testing controls.
This is the nost restrictive category and requires
prior approval before the product is distributed using this
change. The change may not becone effective until your
approval letter is received fromthe director of CBER
CBER s new nanme for this category is prior approva
supplenent, and I wll call it a PAS.
The risk potential for a particular change to
adversely affect a product's safety, purity, potency and
effectiveness may differ for different products. You, as

the applicant, nust assess the risk.

[ Slide]
We are all in transition, and in this period for
new subm ssions we will evaluate your chosen category and

notify you in the reference nunber assignnment letter if we
agree with your choice, we need nore information, or
di sagree with the category choice. Please read these
letters for possible request for nore information or
recommendation to submt an application to a higher
cat egory.

If we agree with your chosen category there wll
be no cormment. No news is good news. W nmay agree with

your category but we need additional information. W m ght
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need additional QC data or additional standard operating
procedure, SOP, and this information is due to CBER 45 days
fromthe date on your reference nunber assignnent |etter

If the information is not received in 45 days there wll be
grounds for a refusal to file decision.

I f we disagree with your choice, for exanple if
you request a |l ower category for a change that we consi der
maj or, for exanple you request for a change to be effective
in 30 days and it should really be a prior approval, we wll
send you notification wwthin 30 days fromthe date we
received your subm ssion to elevate your change to a prior
approval supplenent, and we m ght ask for additional
information at that tine.

I f the subm ssion belongs in a |lower category in
this transition period, for exanple you submt for a PAS and
it belongs in maybe changes to be effected in 30 days, we
will reviewit as usual but the approval letter will state
that this particular change belongs in a | ower category for
future subm ssions.

[ Slide]

| would i ke to thank Dr. Devine for this slide.
| just thing it is wonderful. 600.3 was anended to clarify
the definitions for anendnents in supplenent subm ssions.

It is a great slide and | want to give you an exanpl e of
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each.

An anendnment is the subm ssion of information to a
pendi ng |icense application or supplenent, and it is to
revise or nodify the application that was originally
submtted. So, this is sonething pending. An exanple of
this would be that we received a request for a single
pl atel ets pheresis and maybe within a week you deci de you
woul d |i ke doubles also. You may submt that as an
amendnent as long as it is at the sane |ocation, using the
same equi pnent .

The supplenent is a request to CBER, to our
director, to approve a change in an approved |license
application. An exanple of this would be that you al ready
have a product license for the primary product or conponent.
It could be red cells, platelets or platelets pheresis.

This request would be to nodify the product by naybe
| eukor eduction or irradiation.

[ Slide]

I n our experience, these major changes may cause
detrinental effects on the safety, purity, potency and
ef fectiveness of the changed product even when an applicant
perfornms thorough validation or other studies on the product
or the production process, or both.

A PAS is required for a najor change in the
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product. For exanple, you al ready have an approved |icense
for both platelets and platel ets pheresis and now you want
to manufacture them as | eukoreduced products using a new
filter or apheresis instrunent.

A maj or change in the production process, and the
process starts when the donor history is initiated and
progresses to the final product's storage and distribution.

I f you substantially change your quality contro
procedure to neasure product quality, it is extrenely
inportant to nonitor its progress. An exanple of this would
be using a new procedure or nethod to count |eukocytes for
| eukor educed products. Please note that FDA still requires
sendi ng apheresis products for QC for platelet products as
part of the subm ssion approval, and also for | eukoreduced
pl at el et pheresis subm ssi ons.

Finally, major change in equipnment, an exanpl e of
this woul d be new apheresis nmachi nes or ot her new equi pnent
used to change the primary product or conponent.

Al so, major | abeling changes that have an i npact
on your final product, they are al so considered najor
changes.

[ Slide]

These seven itens are the m ni num anount of

information that is needed in the supplenent for a changed
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product. Just like the information needed for a great
newspaper article -- "what, who, where,"” how and we w ||
provi de the "when" when your product is approved.

| wll first describe the product for the proposed
change in detail and in specific |anguage for the product.

VWere wll it be manufactured? Tell us where the
product will be manufactured, at the nmain facility or at one
of your other facilities, or both.

How wi Il you do it? Gve us a brief description
of the nmethods used and the type of studies perforned. For
exanpl e, a new nethod to | eukoreduce platelets and a bri ef
summary of the results of the test runs.

Submit the data fromthe studies. This is an
i nportant part of the subm ssion to ensure potency and
purity in the final product. For exanple, for your
| eukoreduced pl atel ets pheresis, after you have filtered it
t he residual |eukocyte count nmust be less than 5 tinmes 10°
| eukocytes per container, and there nmust be an 85% retention
rate for the final platelet product.

Val i dati on should be part of the prior approval
contents, and this is necessary to assure that the
i nstrunment or process change is perform ng according to the
manuf acturer's clainms. For exanple, in an apheresis product
data shoul d be generated for each different type of product
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manuf act ured, each instrunent nodel and, finally, for
apheresis software that has been substantially changed.

New or revised SOPs to the product require prior
approval, and a list of the relevant SOPs will be covered a
few slides down the road. Again, new and revised | abel
changes al so require prior approval.

[Slide]

On July 24, 1997 the guidance for industry for
changes to an approved application was published. O the
many maj or changes that were listed, only a few directly
apply to the blood and plasma i ndustry. Right now, the
Bl ood and Pl asma Branch in the D vision of Blood
Applications is devel oping a specific guidance docunent for
t he bl ood and pl asma industry.

Processing changes that we are interested in are
new and revi sed recovery procedures. The product exanpl es
are on the next slide.

Al so a change in the processing steps, which
i nclude adding, deleting steps, are also inportant if it
directly affects the product to inprove product safety,
quality and consistency. This is an inportant change and we
woul d consider this reportable to us.

A change in the solutions used in blood product

collection is also reportable to us. If you are now
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collecting the standard 450 ml units of whole blood and you
now want to collect 500 m units of whole blood, this would
be considered a major change in the solutions used to
col l ect a bl ood product.

[ Slide]

An exanpl e of processing changes woul d be new or
revised recovery procedures. For |eukoreduction it may be a
new or inproved process, a new generation of filters for red
bl ood cells or platelets, or a new apheresis instrunent.

For irradiation, products nmay be processed with
new technol ogy or it may be a new product being irradiated.

For freezing and degl yceroli zi ng products,
products other than red blood cells may be frozen using new
i nstrunent ati on.

You nmay be rejuvenating new products with new
solutions. These would all require prior approval.

[ Slide]

O her processing changes that may apply to the
bl ood and plasma industry would be a switch fromnanual to
automated col l ection of platelets, fresh-frozen plasm, red
bl ood cells, |eukocytes, granul ocytes plus future bl ood
pr oduct s.

| muni zation prograns for source plasm
facilities, especially red blood cell inmmunization, would be
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consi dered a mmj or change.

D sease-state collection, such as autoi mune
condition anti bodies or high risk collection such as HV
anti body collections and hepatitis B surface antigen
coll ections woul d al so need prior approval.

[ Slide]

The SOPs listed on the next two slides are
critical procedures for both patient and donor safety. W
want to review major changes for these inportant procedures.
Pl ease highlight the change or list the rel evant pages in
the cover letter.

| f you are inplenenting a nore stringent
requi renent than that recomrended by us, such as adding a
nore stringent donor question, notification is not required.
The SOPs that we do review are donor suitability, to include
donor deferral; blood collection, to include arm
preparation; high risk behavior question; AIDS information;
donor history questions, to include infornmed consent. This
is especially inportant in the plasma industry because your
source plasma donor prograns for red cell imunization and
ot her i mmuni zed donor groups -- it is critical that these
donors know the safety inplications involved in the
donati ons.

[ Slide]
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A final list of SOPs that we woul d consi der major
are, of course, your blood manufacturing process, quarantine
and di sposition of unsuitable product and, of course, any
rel evant future processing steps.

[ Slide]

Prior approval |abeling changes -- submt FDA form
2567, the transmttal of |abels and circulars. Describe the
product change. | have omtted one critical part of this,
do submt the | abel and, you know, past it onto an 8.5 X 11
sheet of paper. This should be referenced. They are not
really supplenents but they do require prior approval before
i npl enenting the change. Again, it would be a new bl ood
product, change in the standard amount of whol e bl ood
collected from400 mM to 500 M. Also, in the plasm
i ndustry, disease-associated anti body collection | abels are
al so required and need prior approval before distributing
the product. Oher changes for the new anount of
anti coagul ant and other solutions will be covered in a | ower
cat egory.

[ Slide]

Finally, every inportant proposed change to a
product or process that affects the safety and effectiveness
of a product or process nust be evaluated according to its

risk. If the risk is substantial the supplenment should have
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prior approval. Before inplenentation of the major change,
wait for approval fromour director. Don't risk an
interception or a funble.

Thank you. Now | would like to introduce Patricia
Gardner, who will discuss changes being effected in 30 days.

CBE30 Suppl enents - 21 CFR 601. 12(c)

M5. GARDNER: You will probably find out why I
becane a ned. tech. and not a nmechanical engineer -- | wll
have these slides going back and forth. | amnot very good
at nmechani cal things.

[Slide]

| guess by now you feel pretty | ogged down, but
wouldn't it be great to be | ogged down in the beautiful
country of Finl and!

[ Laught er ]

[Slide]

My topic is CBE3O suppl enents.

[Slide]

This is a cartoon of Herman, and poor Herman is
sick, in bed. And his wife has just given hima great, bit
t abl espoon of nedi ci ne and Herman i s havi ng apopl exy because
it tastes so terrible. So, his wife goes back and rereads
the | abel and she says, "ny m stake, Herman. | was supposed

to rub it on your chest."
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[ Laught er ]

I nstructions can be so very inportant. So, it is
my hope that by the end of nmy talk, as it is everyone's
desire here today, our training will clear up any confusion
so that vyou can apply all the new gui dances correctly.

[Slide]

Under 601.12(c), changes to a product, production
process, quality controls, equipnment, facilities or
responsi bl e personnel that have a noderate potential to have
an adverse effect on the identity, strength, quality, purity
or potency of the product as they may relate to the safety
or effectiveness of the product require subm ssion of a
supplenment to the FDA at |east 30 days prior to distribution
of a product nmade using this change.

The requirenents for the content of these
suppl ements are the sanme as for those requiring approval
prior to distribution. To reiterate, CBE30 stands for
changes being effected in 30 days. The CBE30 category has
the noderate potential to have an adverse effect on the
product. | wll be going through the gui dance docunent that
is listed in your workshop book under Tab 14 for changes
| ater, and giving specific exanples.

[Slide]

To clear up any m sunderstandi ng that you may have
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about the CBE30 suppl enent at the beginning, | amgoing to
take the liberty of explaining what the CBE30 is not. These
are supplenents that will be reviewed and approved, but it
is not a 30-day review and approval. FDA is not obligated
to review and approve the supplenent within 30 days. The
firmcan institute the changes in 30 days, but you nust
understand that you do it at your own risk. There may be
occasi ons where FDA cannot approve your supplenent and you
may have to recall your product.

[Slide]

Now t hat | have discussed what the CBE30 is not,
let's try to understand what it is. Wy did FDA ever
consider a category such as this one? The answer is that
bl ood firns wanted greater autonony over their businesses.
Renmenber the ol d adage, "be careful what you ask for; you
must mght get it,"” and it isn't a Toyota. Firnms wanted to
be able to make changes wi thout waiting for FDA s approval,
hence, the category changes being effected in 30 days. |If
you submt under the change, please nake sure you know t hat
t he subm ssion was received at FDA. The firmis responsible
for tracking the 30 days. | would recomend Fed. Ex. or
U S. Postal Service with return receipt requested so that
you wi Il know when the 30 days start.

[Slide]
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Under CBE30, the firmnust request this category
with its submssion. The final rule states that the
suppl enent shall be | abel ed suppl enent changes bei ng
effected in 30 days. Blood and Plasma Branch will | ook over
the subm ssion to determne if the subm ssion is conplete
and in the right category. FDA will notify you in witing.
This notification has been incorporated into our current
ref erence nunber assignnent l|etters.

Sone exanples of these letters are as follows: W
di sagree with your assessnent that this is a CBE30
suppl enent. The proposed changes, as described, do not neet
the conditions described under 21 CFR 601.12.(c). This is
considered to be a prior approval supplenent and requires
CBER approval prior to distribution of the product nade
usi ng this change.

O, you may get a letter stating that we received
your CBE30 and that it is in the correct category but that
it is not conplete. The letter would list the deficiencies
of the subm ssion, and further state that the distribution
of the product will not comrence until FDA determ nes that
all the information has been received. This information
should come to us within 45 days or there may be sufficient
grounds for refusal to file your application.

Another letter that you may get will state that
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FDA recogni zes that your submssion is in the formof a
CBE30 suppl enent and the continued use of the change is
subject to final approval of the supplenent. That is the
one you want to get.

If there is a serious concern with the subm ssion,
the CSO nakes sure to notify you initially by phone to
di scuss the deficiencies. The notice of the w thin-30 days
will be the FDA date stanped on the letter that we send back
to you. It is not the day that you receive it in the mail.
FDA cannot be responsible for the delivery of the U S mail.
That would be a responsibility too big for anybody.

Under CBE30, in 30 days you may effect the change.
This means that you can distribute the product or transfer
your testing to a contracted |aboratory. So, you have
deci ded that you are going to put these changes into effect
in 30 days. Meanwhile, back at the Bl ood and Pl asma Branch,
the revieww ||l continue under the current managed revi ew
time franes. And that is all there is to the CBE30.

[Slide]

| am now going to go onto the guidance that is
dated July, 1997, called changes to an approved application,
bi ol ogi cal products. As | nentioned before, this is under
Tab 14 of your workshop. You nmust keep in mnd that this

docunment was witten for the entire CBER -- therapeutics,
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vaccines and blood. As it is witten, it nay seem
confusing. So, Blood and Pl asma has gone through it and
made adj ustnments where we think it is appropriate, and we
will try to put out a future gui dance apropos bl ood.

You will find the CBE30 section under Roman
nunmeral 111, starting on page 5 of the guidance. The nunbers
on the followng slides are the ones that the Bl ood and
Pl asma Branch felt pertained to our industry. The nunbers
on the slide are not consecutive but correspond to the
nunbers in the gui dance docunent under CBE30. | put them on
the slides for your conveni ence so you can go back |ater and
read them for yoursel ves.

[ Slide]

Nunmber 1, automation of one or nobre process steps
w t hout change in process nethodol ogy. One exanple to be
subm tted under the CBE30 category is putting in an al ready
functioning conmputer systemin another facility. O course,
you will have to performall the validation steps at the new
pl ace.

Nunber 5, the guidance uses the termresponsible
i ndi viduals. Renenber, this guidance under discussion was
witten independently of the Federal Register notice for the
responsi ble head so the terns don't match. However, the

accurate termshould be "authorized official,"” and they have
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di scussed this in previous talks.

Bl ood and Pl asma has downgraded t he change of
"aut horized officials" to a notification. Notification is
not one of the new categories, but Blood and Pl asna does not
feel that FDA needs to approve your managerial personnel.
But we al so recogni ze that we need to know to whomto
communicate. So, it isn't appropriate to dowgrade it to an
annual report. So, we decided to nake it a
st anp- acknowl edged as | ong as you use the proper verbiage,
"aut hori zed official."

[ Slide]

This slide wll illustrate that the responsible
heads are dead bit, never fear, they have been "touched by
an angel" fromthe popular TV show --

[ Laught er ]

-- and have been transforned into the authorized
official or AO As discussed before, please notice the
responsi bl e head and the authorized official are not
equi val ent .

[ Slide]

Modi fication of an approved manufacturing
facility, that is, renodelling. The guidance tal ks about
nodi fication of an existing manufacturing facility.

Modi fication to a vaccine or a therapeutic establishnment
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could be quite involved, such as changes in prep. roons or
filling operations where sterility is an issue. The CBE30
classification would be appropriate for them but for bl ood
facilities, such as donor centers, the noving of a donor bed
froma south wall to a north wall isn't earthshaking. So,

Bl ood and Pl asma has downgraded this to be included in the
annual report.

Nunmber 8, change in donor testing. As discussed
in the previous slide, after 30 days you may effect the
change in your donor testing |ab but Blood and Plasma w ||
continue to performa conpliance check before approving a
change in your donor screening testing. So, there is sone
risk if you choose to transfer your testing before the
approval and the conpliance check isn't okayed.

I f you plan on effecting the change in 30 days for
out si de donor screening testing, stack the deck in your
favor. Wen you first contenpl ate doing contracting of
testing, if possible, visit the sites you have chosen as
potential candidates. Look at their operations, their
proficiency testing, the results of their FDA inspections
and their previous 483s. See if they corrected the
viol ations systemw de. Renenber, you are responsible for
t he donor screening testing whether you performit in-house
or you contract it out.
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Nunmber 9, change in structure, nane, |ocation of
legal entity that requires |license reissuance. |f you
change the |l ocation of your licensed facility, please
include the registration form

[ Slide]

Change in automated plasma collection for source
plasma. This applies to existing approved automated pl asma
systens when you choose to change the manufacturer, for
exanpl e, from Haenonetics PCS to Fenwal Autopheresis. This
i nvol ves changing from one operating principle to another.

Al so note that a change from nmanual to automation
is a prior approval supplenent, a PAS, while upgrades in
machi nes, |ike Haenonetics PCS to PCS-2, are included in the
annual report.

Nunmber 14 invol ves changi ng your nailing address,
nmovi ng your establishnment or permanently cl osing your
establishnment. Wth all of these, please include a
registration form

Wiile waiting for a new |icense, adding a new
program or clearing up inspectional issues, source plasna
pl aces are allowed to collect product. Because of the |ack
of space on the prem ses, FDA has allowed source plasnma
pl aces to ship the product under quarantine to an off-site

storage place. These products may not be distributed
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interstate, however.

[ Slide]

I n the guidance, under nunber 16 is a request for
variance if FDA has published gui dances, such as infrequent
donor collection at the bl ood establishnment and hepatitis
under 11. \When you read the guidance, the infrequent donor
collection was |listed separately under 17, but we have
i ncorporated it under nunber 16 to be consistent.

You will notice that two of the sanples in the
m ddl e of the slide have been crossed out. Wen we first
put this sem nar together we had put them under CBE30 but,
with nore brainstorm ng, we decided that they nore readily
bel onged under the PAS category. You will need to correct
your handouts, and | amsorry for any confusion this causes
you. This ends the instruction of CBE30 suppl enent.

[ SIide]

As Becky discussed, there is a subset of CBE3O0,
called CBE, that is found in 21 CFR 601.12(c)(5). 1In
certain circunstances, FDA may determ ne that based on
experience with a particular type of change the suppl enent
for such change is usually conplete and provi des the proper
information. And, on a particular show ng that the proposed
change has been appropriately submtted, the product using

the change nay be distributed i mmedi ately upon recei pt of
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t he suppl enent by FDA. The 30-day wait is waived and the
product may be distributed after FDA receives the

subm ssion. This is still considered a suppl enent, however,
and the firmnust also request the CBE. The cover letter
shoul d contain the verbiage "suppl enent, changes being
effected.”

Sone exanples of the CBE category would be the use
of SOPs that were previously approved for another firm You
deci ded you would use firmA s SOP and they said you coul d,
so you send it in as yours. So, you could send this in as a
CBE. However, you use the sanme SOP as approved with no
changes.

Anot her category that could conme under CBE is
change in | abels. These are m nor changes in |abels, and
you use the uniform | abeling guidelines. The other change
could be that you change the additive or anticoagulant. You
are already approved for red blood cells but you want to use
anot her anticoagul ant, or you want to use an additional
additive. You may send in the | abel and start distributing
t he product.

[Slide]

Here we are, altogether, making beautiful nusic
for the good of the nation's blood supply. Thank you for

your tinme and attention.
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DR. LEE: Thank you, Pat. | believe it is tinme
for a break. | amtold that the break at this point is half
an hour long. | would like to remnd you that there are

evaluation forns in your folders, and please be sure to
conplete themand return themat the registration desk. The
eval uation formis yellow, in the front folder of your
packet .

[Brief recess]

DR. LEE: W are now down to our two fina
speakers before we hold our afternoon panel discussion. The
first of the two remaining speakers is Mss Judy C araldi, a
reviewer with the Bl ood and Plasma Branch. She will discuss
for us the specifics of the annual report as it applies to
t he bl ood and bl ood conponents industry. Thank you.

Annual Report - 21 CFR 601.12(d)

M5. Cl ARALDI: Before | get started, | wanted al
of you to know how much work and tine and effort it took for
everybody to put this workshop together. | would |ike for
us to have a round of applause for all the speakers so far.

[ Appl ause]

Thank you very much, and don't forget to appl aud
after ny talk too! | don't want to be left out!

[ Laught er ]

[Slide]
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Al ny slides are in Tab 8. This first slide is

just an outline to help you follow ny talk. | amgoing to
start with an introduction where | amgoing to define the
regulation as it pertains to the annual report; spend a
little time about the report date. W have already gotten
sone questions and | think I will address nost of them
during the course of ny talk. | wll go over the reporting
procedures. Specifically, I will discuss the reporting
format and the reporting period, what tinme franme should be
included in your report. | wll go over sone exanpl es of
m nor changes. These conme out of the guidance docunent to
sone extent, in Tab 14. | wll include what should and
shoul d not be on the annual report. | wll briefly go over
our review procedure at CBER, and | will finish with a
sumary.

[ Slide]

Under the new requirenents set forth in the final
rule for 21 CFR 601.12(d), all applicants are now required
to submt annual reports to FDA -- all applicants are now
required to submt annual reports to FDA

[ Slide]

The m nor changes in this category have a mnim
potential to have an adverse effect on the identity,

strength, quality, purity and potency of the product as they
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may relate to the safety or effectiveness of the product.
[ Slide]

The objective of ny talk today wll be to explain

the reporting process. Specifically, I wll discuss the
reporting date. | wll describe the reporting procedure.
Again, | will list exanples of mnor changes that should be

described in the annual report, and briefly describe our
review process. It is ny hope that after nmy talk you wll
be able to be nore informed and | ess afraid of this new
requi renent. Any guarantees of that?

[Slide]

The annual report is to be submtted each year
within 60 days of the anniversary date of the approval of
the product application. | wll say that again, the annual
report is to be submtted each year within 60 days of the
anni versary date of the product application approval.

VWat does within 60 days nean? |t neans plus or
m nus 60 days of the anniversary date. W wll not consider
your report delinquent until after the 60 days has el apsed.
But, yes, you can submt it before that tine.

[Slide]

Originally annual reports were to contain
informati on about a specific product. A separate report was

witten for each product manufactured by a firm As an
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exanple, if a firmmnufactured three products, then they
woul d need to submt three annual reports on the anniversary
dates of the approval of each product application. O
course, this is not practical for the blood and plasm

i ndustry because many bl ood and plasma firnms hold nore than
one approved product application, often at nore than one

| ocation. Well, we knew this and the regul ati on was revi sed
to accommopdate this practice.

[ Slide]

On Cctober 29, 1997, CBER sent a letter to al
i censed bl ood and plasma establishments notifying them of
t he approval date of their first product application. |If
this date in the letter is acceptable to you as your annual
report date, you do not need to notify CBER If the date we
stated in that letter of October 20 is okay with you, just
hold onto it. You do not need to notify us.

[ Slide]

The rule also states that a |license hol der or
applicant may apply to CBERin witing for an alternate
report date. You may select this date to coincide with a
conveni ent reporting period or a date for your corporation.
You can pick it for any date. You can pick it to match your
birthday if you want. It is your decision on that. Once

this date has been approved by CBER, the annual report nust
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be submtted within 60 days of this alternate date.

[ Slide]

The Cctober 20 letter only listed the approval
date for the first product application. W assune that
bl ood and plasma establishnments will want to report changes
for all of their different products at one tine. In other
words, we assune that you would like to bundle all the m nor
changes to all your products into one annual report. The
rule states that all mnor changes to any and all approved
product applications held by the firmmy be reported in one
annual report. This also includes changes that took place
at any and all | ocations operating under the control of the
applicant or |icense holder or under contract to the
applicant. |If this is acceptable to you, you do not need to
notify CBER As Dr. Devine has said, we think that this
woul d probably be the best option for you, but you do have
the option of separating themout if you want to.

[ Slide]

There are three main sections we expect to see in
the annual report. First, we expect to see sone sort of
cover sheet or cover letter. \When the BLA becones effective
next year for blood and plasma, the BLA cover sheet, the
356h, shoul d be used and you should mark the annual report

box on the front page.
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Until the BLA becones effective for blood and
pl asma just use your own cover sheet as the first page of
your annual report. Now, what to put in the cover letter?
I nclude a brief summary of all m nor changes made to the
approved applications that affect safety and effectiveness
of the product. This brief summary can be in the formof an
outline or a bulleted list. It doesn't have to be in any
great detail in the cover letter.

Foll ow the cover letter with a full description of
m nor changes reported to the approved applications. You
woul d include in this full description a list of products
af fected by each change. Describe that the change took
pl ace at all locations, or add an individual or specific
location. If it did not take place at all |ocations and you
are informng us at which |ocations your change took pl ace,
you shoul d include the registration nunber and the address
of those locations. Include the date the change becane
effective or was inpl enented

As you have heard before, you nmay cross-reference
rel evant approved SOPs or approved prior conparability
protocols. |If you are referencing prior approvals, it would
be hel pful to include the reference nunber of BLA nunber for
t hese approval s so we know exactly what you are referring

to.
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[Slide]
| would like to remnd all of you, as all the
speakers have, to be as detailed as necessary in order for
us to fully understand the change. Even Mses needed a
little nore information!

[Slide]

A nore specific reporting format will be descri bed
in the guidance docunent that we are devel oping for the
bl ood and plasma industry on the reporting of changes.
stress that it will be a reporting format that we will be
hel pi ng you with.

[Slide]

The reporting period covered by the report should
be included in the cover letter or on the cover sheet, the
356h formwhen it starts to be used. The reporting period
shoul d cover 12 nonths of operation, and it should be tinely
and current to the report date. W reconmmend that the
reporting period close no nore than 60 days before the
report date. W want the information on it to be as current
as possi bl e.

[Slide]

The reporting period for the first annual report
may need further explanation. Now | am going to have you
guys do a little bit of work here. | amgoing to have you
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add two sets of nunbers. Behind Cctober 7 add 1997 and
behi nd January 20 add 1998. |f your anniversary date that
was presented to you in the October 20 letter is between
Cctober 7, 1997 and January 20, 1998, you will submt your
first report in October, '"98 to January '99 within 60 days
of the applicable anniversary date. You will include the
changes i npl enented since the rule becane effective, since
Oct ober 7, 1997.

| have an exanple to illustrate this. For
instance, if your anniversary date falls in Decenber, 1998
you would file your first report within 60 days of the
Decenber, 1998 anni versary date. You would include
i nformati on on changes inplenented from Cct ober 7, 1997 and
t hereafter.

[Slide]

This first annual report will contain nore than 12
months in its reporting period, but that is only for the
first one. After that we just expect to see 12 nonths of
i nformati on.

| f your anniversary date is on or after January
20, 1998 file your first report wthin 60 days of the
appl i cabl e anniversary date in 1998. |Include changes
i npl enented since Cctober 7, 1997. As an exanple, if your

anniversary date falls in July, 1998 file your first report

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



Sgg

within 60 days of the anniversary date in July, 1998.
I ncl ude i nformati on on changes i npl enented from Cct ober 7,
1997 and thereafter.

The reporting period for these first annual
reports wll be less than 12 nonths but, again, this is only
for the first annual report. After that the reporting
period should cover 12 nonths.

[ Slide]

Submt one original annual report and two copies
to CBER

[ Slide]

As a review, when referencing a change inpl enented
usi ng an approved conparability protocol, this is one where
a change has awarded you the privilege to downgrade your
report of that change to an annual report. Include the
reference or BLA nunber for the suppl enent approval

When referencing the SOPs, include the title and
procedure nunber, as well as the inplenentation date for the
procedure. You are giving us the type of detailed
informati on we need to make sure we understand your annual
report. The specific exanples | amgoing to start citing
are not all-inclusive. They are only neant to help you
deci de what ki nds of changes bel ong on the annual report.

[ Slide]
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First, a change in shipping conditions based on
data derived fromstudies followng a protocol in the
approved license application. This may not fit into the
bl ood and plasma industry a whole |ot but | have thought of
one exanple. M co-workers hel ped ne think of one exanple
where this would apply. Changing the shipping conditions
for either a product or a sanple fromthat that was
originally stated in a contractual agreenent that was part
of an approved application. So, there is an approved SOP.
There is an approved contractual agreenent that states how
t he product should be handl ed and shi pped back and forth as
part of the application, the original application. |If there
is a change in that, and it is based on successful data that
the product will not be conprom sed, then you can report
that in the annual report.

Al so, a change or addition of equipnent with that
of a simlar design and operating principle. A couple of
exanpl es of this are changing froma Nordion to a C' S
irradi ator or upgrading froma Haenonetics PCS to a
Haenmonetics PCS-2. Al this equi pnment nmust be 510(k)
cl ear ed.

[Slide]

Al so include organi zational changes that have
occurred since the last report, and include the current
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organi zational chart with descriptive job titles and nanes.
As G| nentioned, you do not need to double report. |If your
nost current and up to date organi zational chart was
submtted as part of a supplenent, then you do not need to
include it again if there are no changes. But if there are
changes that have been nade, then you can just note them on
t he annual report.

Facility changes which have occurred since the
| ast report should be also included in your annual report.
Wen there is a facility change send in a registration form
2830, within 5 days of the opening of the facility.

[ Slide]

Sone exanples of facility changes are on this
slide. First, the addition of a distribution center. Next,
the nove of a donor center, including centers at which bl ood
conponents are prepared. |If there is a nove within the sane
bui l ding and there is no address change, you do not need to
send in a registration form Third, addition of a new fixed
bl ood collection site at which only donor suitability
determ nati on and whol e bl ood collection is perforned.

As an aside, just as a remnder, if there are
permanent closures of a facility or a donor center, CBER
shoul d be notified as soon as it beconmes effective. You can
do this by sending in a registration formwith a cover
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letter stating that the facility has been closed, and we
wi |l process this under a CBE30, as Pat had nenti oned.

Last type of facility changes could be room
upgrades, renodelling and alterations. An exanple would be
i nprovi ng your donor screening area for nore privacy. That
woul d be sonething that would be nice to know.

A change in contractual agreenents -- now, these
are only changes in those contractors that are not part of
an approved product application. G| went through all the
types of contractors that should be part of applications or
suppl enents. He listed sone of those that do not need to be
included. |If you have a change in that |ist of the types of
contractors that do not need to be included, then a change
in those types of contractual agreenments can be put in the
annual report.

An exanple would be a change in the test lab that
perfornms confirmation testing or perfornms your QC testing.
This can go in the annual report. |If you are using the test
| ab to perform bi omarker testing for donor reentry, then
that should go into CBE30. Include also a change in doing
busi ness as nane that does not affect the |license
establ i shment nane, in other words, one where we woul d not
have to reissue a new license.

[ Slide]
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A change in bl ood establishnment conputer software
vendors or a version. |If you are currently using, for
i nstance, a Serner information systemfor electronic
cross-match and you are converging to a Metaware i nformation
system al so for electronic cross-match, you can cite this on
the annual report. A change in license test kit
manuf acturer, changing from Otho to Abbott reagents.

[ SIide]

| mpl enent ati on of automated equi prent or ABO RH
syphilis and viral market testing would be described in the
annual report. The equi pnent, again, nust be 510(k)
cl eared, and the equi pnent should be used according to
manuf acturer's instructions.

I nclude if you have started collecting source
pl asma from donors with preexisting di sease-associ ated red
bl ood cell and/or HLA anti bodies. O course, you need to be
previously licensed to collect source plasma in order to add
this into your program

As Joanne nentioned, the |abels have to be
previously submtted, reviewed and approved before they can
be used.

As an aside, if you intend to collect source
pl asma fromthese types of donors, we recommend that you

follow the procedural itens addressed in the draft
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reviewer's gui de, disease-associated anti body coll ection
program This docunent was nade avail able on the CBER fax
docunent systemin Cctober of 1995, and it is very useful
because it lists the preexisting antibodies that are all owed
to be collected and reported in this manner.

[ Slide]

| f you inplement an FDA approved uniform
procedure, a uniformdonor history formor circular of
i nformation, you can put that on the annual report. Since
t hese uni form procedures do get revised fromtime to tine,
pl ease include which version you are using. |If the
applicant varies fromthe uniformprocedure for their own
use, they nmust submit a prior approval supplenent with the
rational e and data to support the use of the alternative
procedure. If you have substituted the uniform procedure,
one of your own questions, it is no |onger the FDA approved
uni form procedure and it beconmes your own procedure and we
must approve it first. An exception to this is if you
i npl enment a stricter or additional requirenents, |ike asking
a donor about exposure to tick-borne disease, then no prior
approval is necessary. Just state that you have done this
in your annual report.

[ Slide]

| npl enent ati on of FDA recommendations that are
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contained in guidance to blood establishnments, they can be
reported on the annual report. Again, if you vary fromthe
gui dance docunent you nust submt a supplenent under the
prior approval supplenment category, and include the
rational e and data to support the alternative procedure. An
exception to this would be if the neno or guidance refers to
a variance to the regulation, this may require a prior
approval or changes being effected subm ssion suppl enent.

Be sure to read the gui dance docunent and its requirenents
very carefully. It will be stated what needs to be done.

[ Slide]

There is a smaller list of itens that are not
i ncl uded on the annual report. These are changes reported
in previous annual reports if there are no changes. You
don't need to tell us again the things that you have told us
before if there are no changes.

Changes that received approval as suppl enents
during the previous year. Renenber, if you submtted them
as a PAS or CBE30, those described major or noderate changes
and do not belong on the annual report. The annual report
contains only m nor changes.

Al so, do not report changes submtted as
suppl enents and currently under review by CBER  Agai n,

t hose suppl enments are major or noderate changes. In other
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words, there is no need for double reporting.

[ Slide]

Al so, do not include informng us of the shipnent
of inadvertently collective, repeatedly reactive units. The
CFR states that these nust be reported either each tinme the
shipnent is made or twice a year, in April of QOctober. A
revision of this reg. is being considered and it is hoped
that in the future these shipnents nay be put on the annual
report, but for right now follow the regulation. R ght now
do as you have al ways done.

You do not need to include the devel opnent of
unexpected anti bodies in donors who participate in red bl ood
cell imrunization prograns. This is a revision fromwhat is
in the July, 1997 guidance docunent and it will be included
in the new gui dance docunent that we are devel oping. The
unexpected anti bodies fromthese types of donors still need
to be kept on file for review during inspections. Wen
say this, I amnot saying it to make you think that we are
not concerned about the practice of the red cel
i mmuni zation program |In fact, CBER has a renewed concern
of the practices in these prograns, including the
devel opnent of unexpected antibodies. But this is not
really a change in manufacturing and, therefore, does not
bel ong on the annual report.
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Lastly, do not include error and acci dent or
incident reports and recalls. These should still be
reported in the sanme manner as you have al ways done in the
past .

[ Slide]

The annual report is not a supplenment. W will
not approve the changes in the annual report. W know that
when you first heard about the annual report requirenent you
had maybe a few concerns -- is that an understatenent? The
first was whether or not the report would be revi ewed by
CBER. The answer to this is yes. The annual report wll be
reviewed by CBER for correctness of the categorization of
t he changes included in the report. In other words, we are
going to ask do these changes bel ong on the annual report.

[ SIide]

Anot her concern was whether CBER will comruni cate
w th you about the annual report. The answer to this is

al so yes. Yes, sir, | went through your report just a
nmoment ago,"” and t here is the report.

[ Laught er ]

Because ny bosses are here, | have to guarantee
you that ny golf handicap will not inprove after review ng
annual reports!

[ Slide]
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We know that there is going to be a | earning curve
about annual reports. |If the annual reports contain sone
changes that should have been submtted as suppl enents, CBER
wi Il communicate with the applicant and informthemto
submt the change as a prior approval or a CBE30 suppl enent
as soon as possi bl e.

W w il also comunicate with the applicant if the
report is delinquent. And, brand-new that is not on ny
slide, it was just decided that we w |l acknow edge the
recei pt of the annual report. The actual mechani sm by which
it will be done is still being finalized in its detail. W
wi |l not acknow edge that the reviewis conplete, at this
poi nt, unless there are problens. W w |l acknow edge t hat
we have received it. After the reviewthe report wll be
pl aced in your license file.

[ Slide]

Now to sunmmari ze what | have presented, al
manuf act urers hol di ng approved product applications nust now
submt an annual report to FDA describing the m nor changes
i n product, production processes, quality control, equi pnment
and facilities.

The annual report is to be submtted within 60
days of the anniversary date of the first approved product

application. The applicant nay request an alternate date
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t hat nust be approved by CBER If the product approval
date, described in our Cctober 20 letter, is acceptable to
you, no notification to CBER is required.

[ Slide]

The annual report shoul d describe m nor changes
t hat have occurred since the reporting period covered in the
previ ous annual report. In other words, include only new
i nformation.

The annual report may include m nor changes for
al | approved product applications occurring at all
facilities operating under the license holder. In other
words, you can bundle it together in one annual report. The
annual report should include those types of changes or
information that | described in ny talKk.

[ Slide]

The bl ood and plasma establishments will submt
their annual reports to the Division of Blood Applications
in the Ofice of Blood, Center for Biologics. |If there are
no changes to the product applications that have occurred
since the | ast annual report, while it is not required, we
recommend that you send in a cover letter stating this so
that we know that you are not delinquent in submtting an
annual report.

Renmenber, Dr. Devine stated that there are sone
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strict penalties for failure to conply with this new
regulation. One of themis that all of your changes m ght
need to be reported as a prior approval supplenent. That
means changes that | just described to you that would go in
an annual report woul d need prior approval before you can
distribute. Now, there is only one way we can track that
you are not delinquent and that is for you to just drop us a
line and say there have been no changes.

[Slide]

As you get ready to submt your annual reports,
you may call us with questions. The Division of Blood
Appl i cations phone nunmber is (301) 827-3543. O, you can
fax us a question at (301) 827-3534.

[Slide]

O, you can wite DBA at 1401 Rockville Pike,
Suite 400 N., Rockville, Maryland 20852.

Thank you very nuch for your attention.

[ Appl ause]

| trained you guys well. Thank you. | would I|ike
to introduce ny boss, Mary Gustafson, who will now tal k
about the conparability protocol. Thank you.

Conparability Protocols
[Slide]
M5. GUSTAFSON: First of all, we have to | earn how
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to pronounce conparability protocol or conparability
protocol. | actually looked it up in the dictionary, and it
has been a long tine since | took grammar so | had neither

the tinme nor the patience to sort through all of those

l[ittle squiggles, those upside down "e's" and parentheses,
sl ashes and all of that. But | kind of think it is |like one
of those words like tomato and tomato. So, anything goes.

[ SIide]

First of all, the concept of a conparability
prot ocol was not addressed in the January 29, 1996 proposed
rule for changes to be reported to an approved application.
This concept of a conparability protocol was devel oped in
response to the coments to the proposed rule, requesting
that nore categories of changes be placed in | ower reporting
categories. |In response to these comments, a section was
added in the final rule at 21 CFR 601. 12(e) that describes
use of a protocol in reporting a change in manufacturing.

Basically, a conparability protocol is a protoco
t hat describes how a change will be managed that is
devel oped and provided to FDA prior to inplenmentation of the
change. The idea is that if an applicant can denonstrate to
FDA how it will manage the change, FDA will be nore

confortabl e that the change can be effected w thout causing

harmto the product, and will allow reporting of the actual
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change under a | ess burdensone reporting category.

[Slide]

The protocol described in 21 CFR 601. 12(e) is
requested as a prior approval supplenent. The protocol
describes a plan for inplenenting change and i ncl udes
testing, and validation studies that will be performed in
eval uating the change and its effect on the product. It also
defines the criteria and acceptable |limts agai nst which the
i npact of the change will be eval uated.

After approval, the change can be inpl enented
using the protocol with a | esser reporting category. In
nost cases, this would nove a change froma prior approva
suppl enent to a changes being effected in 30 days
suppl enent. However, there nmay be instances where greater
reduction in reporting could occur.

[Slide]

The conparability protocol assunmes that industry
oper ates under protocols devel oped to analyze and facilitate
change. This is inportant because this is what the
bi ol ogi cal drug manufacturers told us. Protocols for change
are already devel oped and utilized by firns to plan
manuf acturing changes. Submtting this already devel oped,
routinely prepared plan to FDA affords industry the option
of allow ng FDA review and approval of the protocol and, if
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approved, the change can be facilitated with | ess burdensone
reporting.

[ SIide]

This is basically a tradeoff. |Industry allows FDA
to evaluate the applicant's ability to effect change. By
doi ng so, FDA has greater assurance that the change is being
properly evaluated, and that there is |less potential then
for the change to have an adverse effect on the product.
Therefore, FDA will be nore confortable with a | ower
reporting category of the actual change.

[ Slide]

It is inportant to note that use of a
conparability protocol approved by FDA m ght not justify a
reduction of the reporting category for every type of
change. Sone steps in manufacturing are so critical that a
change woul d al ways be subject to a prior approval
suppl enent. | have heard col | eagues and other offices tel
me that they are already receiving ideas from manufacturers
that they would like to use the conparability protocol to
build entirely new facilities, that would scale up
manuf acturing by 50 tines. So, there are sonme changes that
are so mpjor or so critical that we probably still would
require a prior approval supplenent even if we approve your

protocol or |ook at your protocol.
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[ SIide]

Because the notion of the conparability protocol
was not in the proposed rule and we did not receive industry
coment on it because it becane part of the final rule, we
requested industry input on use of conparability protocols
at an open public neeting on Septenber 24, 1997. The
bi ol ogi cs industry, including the Coalition for Regul atory
Ref orm provided coment.

Because the conparability protocol was a new
provision in the final rule, that is, it was not conceived
in the proposed rule, and because the description in the
final rule is broad and general, the coments received were
as varied as the audience. It seened that everyone had a
little different spin on what they perceived a conparability
prot ocol would be and how it could be used.

One unified nessage, however, was that the
conparability protocol is not a one-size fits-all plan that
easily translates fromone applicant to the next or one
manuf acturing process to the next. The content of a
prot ocol may change dependi ng on the type of change bei ng
ef fected, and depending on the applicant and the
manuf acturing arrangenents utilized by the applicant.

[ Slide]

In distilling cooments and | ooking at our work
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i n-boxes, | have listed sonme possi bl e changes that may be
anenabl e to subm ssion of a conparability protocol. These
i nclude inplenentation of a change in nmultiple facilities.
This coul d be upgradi ng equi pnent and/ or nethods used in
conponent manuf act uri ng.

Anot her candi date for a conparability protocol
m ght be the acquisition of facilities operating under one
|icense by another licensee. This is typically what is
called a rollover in the plasma industry. Currently, in a
roll over one |licensee acquires the manufacturing facility
equi pnent and assets that are operating under another
| i cense nunber.

Qur processing and the industry's cooperation in
this effort contains elenents of artificiality. W rollover
the location |license based on the assunption that there are
no operational changes when, in fact, the new owner wants,
desires and needs to assimlate that facility under its
manuf acturi ng net hods and controls. So, we see a |ot of
changes either right before the acquisition or changes right
after the acquisition. So, why couldn't we work with the
manuf acturer ahead of time and, in the context of a
conparability protocol, see what his plan is to acquire the
facility and bring it under his own manufacturing unbrella?

It could also be used, | think, when there is a
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single change with a |l ong planning stage and a short
inpl emrentation tinetable. | don't have any real specifics
but I would think that a situation whereby a single
manuf acturer has test | aboratories at multiple facilities
and decides, for efficiency, that he wants to consolidate
the testing in a centralized facility that will be |arger
and perhaps have -- well, obviously have added equi pnent.
thi nk we woul d foresee review ng the change plan ahead of
ti me because in nost instances, and we know this, the
manuf acturer has a really short tinetable to inplenent the
change then because, you know, people get real antsy when
they know their jobs are going to be elimnated, and it is
ki nd of human nature that they go out and | ook for new jobs.
So, if there is not a way that they can fairly quickly
switch fromnultiple facility testing to the centralized
testing, there is really a problemin staffing those
multiple sites. So, | could foresee that this would be a
situation where we could work with the manufacturer under a
conparability protocol to effect the change.

[ Slide]

These are only a few of the possible uses of a
conparability protocol. Your input to develop this list is
wel come. Also welcone is your input into possible elenents

of a conparability protocol. Here are sone areas that we
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see as appropriate for a protocol review. These are
possi bl e el enments of a conparability protocol. They may not
be appropriate for all changes, and there nmay be additi onal
el ements for other changes.

First of all, we need to see a description of the
change with rel evant SOPs; the validation protocols that
woul d be used to validate the change, including the tests
that woul d be perforned and the expected results; a training
protocol if the change involves training new or existing
staff in a new nethod; what your quality assurance plan is
for oversight during the change process; and your
i npl ementation or roll-out plan if the change affects
multiple facilities operating under one |icense; also, there
may be sone tines where | abels would be rel evant as part of
this conparability protocol

[ SIide]

The conparability protocol is an option under the
regulations. It is not a mandate. [In nmany cases subm ssion
of a conparability protocol nmay not be worth the additional
up-front effort in preparing and submtting the protocol.

It may be just as easy to submt your change and have it
reviewed as a prior approval supplenent. So, it is an
option. It is not sonething that you even have to consi der,

al though I can see that it will be useful for blood and
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pl asma manuf act urers.

It appears that the conparability protocol is
situation specific rather than generic. Although it was
clear in our Septenber 24 neeting that trade organizations
present had attenpted to develop tenplates to genericize the
protocol, the general conclusion is that any protocol is
specific to the situation. W would caution that there does
not appear to be a cookie-cutter tenplate that, if followed,
will fit all situations.

Additionally, the conparability protocol may be a
useful planning tool. This is areality even if you decide
it is not worth the effort of having it reviewed an
approved. Operating under a systemthat actively and
formally plans for change can only be a benefit to your
or gani zati on.

This concludes our formal presentations for today.
| will nowinvite the panel nenbers to cone on stage and |
will turn the programover to our noderator, Dr. John Lee.
Thank you, all.

[ Appl ause]

Questions and Answer Period

DR. LEE: Thank you. Wile we are relocating, |

woul d i ke to take this opportunity, just in case | forget

to do so or we run out of tinme at the end, to recogni ze t hat
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this workshop has been nade possible by a contribution of a
nunber of people. | would like to thank all the nenbers of
the Bl ood and Pl asma Branch particularly for making this
happen in this way. Also, | would like to particularly
t hank the foll owi ng nenbers of the Licensing Wrkshop
Pl anning Commttee: Janet |shinmoto, would you stand up
pl ease and be recogni zed.

[ Appl ause]

Jane is a reviewer wthin the Blood and Pl asma
Branch and she has been instrunmental in organizing this
wor kshop. Along with Janet, Joe WIlczek -- would you pl ease
stand and be recogni zed?

[ Appl ause]

Thank you, Joe. And, needless to say, Judy
C aral di, Ken Zeeman and G| Conl ey have been al so
participating in the coordination of this workshop, as well
as being presenters. M. Zeeman has not presented today but
he has al so been instrunental. M. Zeeman?

[ Appl ause]

| guess | have to fire away the questions now. |
think using this 3 X5 card nethod is a mstake. There are
t oo many questions here!

[ Laught er ]

| think we will try to get through as many as we
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can and do what we can. However, in glancing through them
| recognize that many of these questions were submtted
prior to the appropriate presentations, and sonetines the
questions are also duplicative of each other. | don't know
whet her that is because of timng issues or what, but I
think I wll sort of cull through themand |I may not
specifically answer every one. |If you still feel that your
concerns are not answered by the tinme this panel discussion
is over, or close to being over, please step up to the
m crophone and di scuss questions nore specifically.

| will start with a question directed at Ms.
Denham Ms. Denham joi ned us as a panel nenber here. She
is also a reviewer in the Blood and Plasma Branch. The
question reads, wll a transition notification letter be
sent to the applicant even if CBER agrees with the chosen
category? WIIl it be sent to the applicant wthin 30 days?

MS. DENHAM It will be on your reference
assignnent letter, and it will indicate that we have
accepted the category you have placed it in. | guess that
wll be in the 30 days too.

DR. LEE: There is a second part to this question.
Do manufacturers need to call FDA for receipt of CBE
suppl enment to determ ne when day 30 is official?

M5. DENHAM That is your responsibility.
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DR. LEE: Well, the 30-day | believe will start
with the recei pt date.

M5. DENHAM That is why Pat suggested that you
use sone nethod where you can get a return receipt so you
woul d know what day we received it.

DR. LEE: The next question appears to be directed
to Mss GQustafson. WII| there be a gui dance docunent for
t he devel opnent of a conparability protocol? | believe you
just addressed that. Yes.

The next question is also directed to Mary. \Wat
happens to the individual |icense nunber suffix? Do we
continue to identify the facilities by this nunber under the
BLA for many facilities under the |icense?

M5. GUSTAFSON: The location suffix to the license
nunber was not an official nunber anyway. It was a nunber
that was given for tracking purposes. In the future, with
the BLA, since we will no | onger have specific |ocation
licensing, we will use the registration nunber for tracking
facilities under your |icense.

DR. LEE: Do all PASs require a PLA until BLA is
in effect?

M5. GUSTAFSON: The answer is yes.

DR. LEE: Here is a question for Dr. Devine.

Could you identify the difference between the annual summary
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and the annual report? |Is the annual report to be sent to
the FDA directly or held at our facility until time of
i nspection? Well, the annual report should be sent.

DR. DEVINE: | amnot sure | know what an annual
summary is. |f somebody is thinking of sonmething they woul d
like to clarify -- we tal ked about maybe sonebody t hi nking
about audits, their annual audits that they m ght do under
QA prograns. Those are not the sane as the annual report.
The annual report specifically addresses manufacturing
changes, not your normal ongoing quality auditing, and such.
So, the annual report really would include the changes only
to manufacturing. So, it is submtted to us, and we have
heard quite a bit about that in the talk so maybe that
guestion was kind of com ng before that.

DR. LEE: Thank you. The next question -- let ne
read it first; | can't figure out who it should go to. |If
separate licenses already exist for several establishnents,
i.e., manufacturing, donor centers, testing |aboratories and
several products, i.e., fractionated plasma derivatives as
wel | as source plasma, how should changes to these
i ndi vidual |icenses be handled in the future under the new
BLA systen? | think we tal ked about this essentially in the
nor ni ng sessi on.

M5. GUSTAFSON: The scope of this workshop is for
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bl ood and bl ood conponents only. In terns of collapsing
several product |icense applications into a single BLA it
is applicable to those products that are traditionally known
as bl ood conponents. |If you are a manufacturer who is

i censed, say, for source plasma, which is a bl ood conponent
and could be grouped with the other conponents, and al so

al bum n and Factor VIII concentrate, you would be required
to submt a separate BLA for those fractionated products
individually. it is only the blood and bl ood conponents
that are being collapsed into a single BLA.  Oherw se, the
transition to the BLA will affect your current BLA for that
product and your establishnment |icense application.

DR. LEE: The next question is directed to Betsy
Poi ndexter. It reads, | thought a BLA supplenent could
cover a given product at all sites but not for apheresis.
| s each site a separate suppl enment?

MS5. PO NDEXTER: W th the new BLA formyou can put
as many or as few sites on one particul ar supplenent as you
would like. A lot of it will depend on how rapidly you
t hi nk each of those individual donor centers can submt the
quality control and the required sanples to the Center to be
cleared. W haven't addressed yet whether we coul d approve
partial subm ssions and the rest would be held under another

suppl ement nunber, amendnent nunber. So, | probably
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m sspoke this norning in saying each facility needed
separate BLAs. Wat they need are separate subm ssions for
quality control and product subm ssions, but those can al
come in on the sanme BLA if that is how you choose to submt
themto the Center.

M5. GUSTAFSON: | did nention this norning that we
are working with our conputer contractor in terns of having
sone way to approve parts of a supplenent. What we wll
probably do is spin off into another supplenment nunber parts
of a submtted supplenent that is holding up other parts
because we know that this wll happen. W ask you not to
bundl e things excessively so that it is a routine practice,
but yet we know that there will be times when, due maybe to
a conpliance problemin a facility or maybe due to
i nadequat e manufacturing controls at one facility, that it
is not going to be ready at the tine that the other
facilities are. So, we are going to try to sinplify that
for you, and it wll probably be what we will call a
spi n-of f suppl enment so that we won't hold everything up just
for one outlier.

DR. LEE: Thank you. The next question is
directed to Mss Caraldi. |If FDA circular of information
is nodified to make it nore stringent, as adding the phrase

exposure to a tick-borne disease, does this information need
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to be also included in the annual report?

MS. ClARALDI: The answer to that is yes. W do
want to know what your processes are. You don't need to
submt a prior approval supplenent if you are taking the FDA
uni form processes and you are not changing any of it as it
stands, in other words, you are not substituting a question
for another. But if you are adding a question to nake it
nore strict, you can put that on the annual report, just
stating that you have added this question.

DR. LEE: Thank you. Here is a question for Mary.
Doesn't the conparability protocol require prior notice and
comment for rule-making? It constitutes a significant
regul atory requirenent introduced only in the final rule.

M5. GUSTAFSON: The concept of the conparability
protocol is in response to coments received and, according
to the review of our counsel, was well within the scope of
responding to comments within a rule-making. So, it is our
feeling that it was well within the APA procedures to
include that in the final rule.

DR. LEE: Thank you. This one is for Mary. If an
applicant is not a manufacturer, what infornation needs to
be submtted to denonstrate that the applicant can take
responsibility for the requirenents in Part 600 through 680?

M5. GUSTAFSON. Basically, everything. |If you are
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contracting, then it is your application; you are the
applicant and you would submt all of the information to
show safety and effectiveness of the product, including
information that we would need fromthe contractor. That is
one reason that we are keeping open the option of shared
manuf acturi ng and di vi ded manuf act uri ng because these
arrangenments are nore attractive at tinmes when manufacturers
want to be responsible for particular proportions of

manuf acturing, but they don't necessarily want to share al

of their secrets with the other manufacturer.

So, we are having a very flexible regulatory
schenme. There can be contracting in which the applicant
will be responsible for submtting all of the information,
bei ng aware of and responsible for all of those
manuf acturing steps at the contractor. There is also the
option still of shared and di vided manufacturing where those
responsibilities are shared under the |licensing process and
t hey have separate application filings.

DR. LEE: Here is a question about the
conparability protocol. How long will CBER have to review
and comment on a conparability protocol, and in CBER s
response to the conparability protocol will CBER define the
reporting category for the change?

M5. GUSTAFSON: Currently, we will consider those
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to be prior approval supplenments and will review them under
our current managed review time frames which, dependi ng on
the change, is either on a 12-nonth or 6-nonth scale right
now. | will tell you that at the Septenber 24 open public
nmeeting that discussed the 601. 12 changes there were
numer ous comrents fromthe other parts of the biologics
i ndustry, not the bl ood and conponents side, that they woul d
like a shorter tinme period for review of this conparability
protocol. | don't want to put Becky on the spot, but maybe
you have nore information?

DR. DEVI NE: For user-fee products the tinme frames
for revieww || be headi ng downwards for prior approval
suppl enents. Those will be going down eventually to 4
mont hs. For changes being effected suppl enents, those wll
remai n, for manufacturing supplenents, at the 6-nonth tine
frame. In terns of the non-PDUFA products, we have been
trying very hard to neet the PDUFA tine franes, but as our
resources continue to go down, down, down, | amnot sure
that we will be able to make the commtnents to the 4 nonths
on the non- PDUFA products. So, | would anticipate that
those would remain at the current |evels for manufacturing
suppl enments that are prior approval

DR. LEE: There seemto be a |lot of concerns about

the conparability protocol. This one ties rollover into
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this area. The question reads, is a rollover of a plasm
center still possible today, or nust it be under a
conparability protocol ?

M5. GUSTAFSON: As long as we still have the ELA
and the ELA filings, you can use the traditional rollover.
But | would ask you to start thinking when we transition to
t he BLA and no | onger have the discrete |ocation |icensing,
you know, if you would find use of a conparability protocol
a useful tool

DR LEE: Let nme just add. This was pointed out
in Mary['s tal k but the question reads, is a conparability
protocol required only once, or is it required for each
change? Well, it is required once for the scope of the
protocol, and then any change on that protocol would not
have to be individually reported or reported as outlined in
the conparability protocol. Does that need any further
clarification?

DR. DEVI NE: The regul ati on says that the protocol
w Il cover specific changes, or specified changes. So
what ever the scope of the conparability protocol is would be
what woul d be covered. Then after you nake the change you
still have to report according to the category that was
designated in the approval. So, for exanple, if it went

froma prior approval supplenent to a changes being effected
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suppl enment you woul d submt your supplenent 30 days before
the change or if it was at the tinme it was being effected,
if that was the agreenent in the approval letter, then that
woul d be what you would do. So, you may be submtting nore
t han one conparability protocol for different types of
speci fied changes.

DR. LEE: This one mght be for Judy. Does noving
a donor center, such as source plasma collection, only
require annual reporting? | think this is different from
movi ng a sinple donor center for transfusion collection.

M5. Cl ARALDI: Yes, the donor centers, to ny
know edge -- Mary will probably have to fill in some of this
-- the donor centers are the ones that collect whol e bl ood
products. It is ny understanding that normally the source

pl asma collection facilities are not called donor centers.

So, | don't think that they are included in an annual
reporting level. The location of a plasma center would be
at a higher reporting level. Can you help ne with that,
Mary?

M5. GUSTAFSON: You stated that correctly, you
know, as long as we still have the location licensing. |
t hi nk as we devel op the gui dance docunent specific for bl ood
and conponents, we need to take into consideration the

transition to the BLA.
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The gui dance docunent that was published with the
final rule for 601.12 actually started in devel opnent
several years ago, |long before we foresaw the notion of
droppi ng the establishnent |icensing and going to a single
bi ol ogic Iicense application. So, as we devel op the
gui dance, | think we will need to clarify sonme of these
points as they relate to facilities operating under a BLA.
It is a good question.

DR. LEE: The next question -- well, I wll just
read this out and anybody can junp in here. Wat if a new
site is added which collects both whol e bl ood and pheresis
conponents, what type of notification is required? Wat if
t he pheresis conponents are not |icensed? | presune this
refers to which reporting category.

M5. GUSTAFSON: It woul d becone a PAS at the tine
you want your apheresis products to be shipped under
license. |If you wanted under |icense only the whole bl ood
that is collected there and then sent to nother house for
processing, you would need to file a registration form
within 5 days and then the facility would be reported on the
annual report.

DR LEE: | wll just picked out a platelet
guestion here because that end of the table is too quiet.
This one is directed to Betsy. Is it permssible to
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distribute platelets pheresis products with the |license
nunber obliterated while your institution collects data and
perfornms validation before FDA notification?

M5. PO NDEXTER: | guess it depends on what you
mean by distribute. |If you nmean within your state, as |ong
as you are collecting the product according to the
manuf acturer's instructions you can distribute it within
your state without the Iicense nunber. You cannot
distribute it outside of the state.

DR. LEE: Here appears to be an interesting
guestion. What are the consequences to an applicant who
puts a change on the annual report and the FDA decides to
change the category 6 nonths after the change was effected?

DR. DEVINE: | am assum ng what you nean by that
is that we go out on an inspection, or else we get the
report and we find out you have made a change that shoul d
have been submtted in a higher reporting category, not a
| ower reporting category. First of all, if it cones in on
t he annual report, we will either notify you by phone or in
witing that you need to submt a supplenent. Then the
status of the product nay be dependent upon what the change
was and what the potential effect m ght be.

If it was supposed to be a CBE30, then obviously

di stribution would not be a big issue. If it was sonething
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t hat shoul d have been a prior approval supplenment and upon
review we find that the appropriate validation and

i nformati on was not collected, or that there was sone
adverse effect on the product, then it would depend on the
severity of that situation what woul d happen.

In general, what we will try to do is if a conpany
gets it wong, we will work with themto try to have mnim
di sruption of product supply while we obtain the information
that is necessary to get the supplenent on file and
approved. So, in general, you know, we don't really
anticipate that this is going to be a problemthat is going
to happen very often. W know that with t he 30-day CBE and
the annual report there mght be sone risk so conpanies wll
have to make deci si ons whether or not they want to w thhold
distribution thenselves, or wait until they get sonme kind of
a sign on what the review outcome m ght be but, certainly,
they don't have to and are not obligated to wait.

The new | aw, by the way, has a provision in it
whi ch would allow us, if we do not approve the suppl enent,
say, it was a CBE30 or sonething that should have been
reported and we are not going to approve it, it does provide
a provision for us to order cease distribution. So, that
has been added to the newlaw, and it is not really

addressed in our regul ation but was addressed in the
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preanbl e where we said we would try to work conpanies to
achieve mnimal disruption and cost to the firm to try to
make the probl em be fixed.

DR. LEE: There is a short series of questions
regardi ng annual report with respect to inspections. WII
the information in the annual report be provided to the
field investigators? How will reporting changes in an
annual report inpact on inspections, and have investigators
been given any gui dance on how to i nspect AR changes?

M5. GUSTAFSON: We do plan on sharing the
information in the annual report with the field
i nvestigators. W have not worked out the way in which we
will do that. That is on the radar screen to be done in
working with our Ofice of Conpliance. That is one reason
why we are asking for an original and two copies. However,
for some multi-facility firnms operating in many, many
districts that still won't be enough. So, we nay have to
have sone very novel ways of working perhaps through our
bi ol ogi cs experts in ternms of having the annual reports
avai l abl e for inspection.

We do imagine that there will be changes that
investigators will want to look at in nore detail in terns
of determ ni ng whether you foll owed appropriate validation
procedures and controlled the change process. W have not
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i ssued any guidance to date to the field investigators.
However, they are famliar with annual reports in the drug
i ndustry because they have been required for new drug
applications for many, nany years.

DR. LEE: The speaker on the annual reports said
that all applicants nust submt an annual report. Mist an
applicant submt an annual report even if it made no changes
during the reporting year that are of the type that would be
reported in an annual report?

M5. CIARALDI: It is not part of the rule but we
recomend that you just send in a cover letter stating that
t here have been no changes. Again, one of the penalties
that follow under the failure to conply is to not follow the
rule, in other words, not submt an annual report. W don't
know i f you don't send us anything if you are delinquent in
sendi ng us an annual report and you do have changes, or
there really were no changes. The best way to | et us know
that is to communicate with us, just in a cover letter,
saying that during this reporting period you have had no
changes that belong on the annual report. Then we wll know
you are not delinquent and we won't start putting you in the
category where we need to watch you if there are repeated
failures to conmply with 601. 12.

DR LEE: That point was made clear in your talk,
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yet, the question asked for it again. So, | guess there are
still sonme doubts about the clarity. So, we will handle
t hese questions as they cone.

The next question is directed to Dr. Devine. Dr.
Devi ne nentioned that gui dance docunents are not binding
upon industry. Wuld you please discuss instances when the
gui dance docunents are not binding for FDA i.e., does not
operate to bi nd FDA?

DR. DEVINE: |If | said that, I m sspoke. Wat |
should say is that they are non-binding, and | think that is
what ny slide said. They are non-binding on industry and
t hey are non-binding on FDA. However, FDA has made a
manageri al conm tment under the good gui dance practices that
it wll not deviate fromits own guidances unless a revi ewer
obt ai ns supervi sory concurrence. That was a manageri al
deci sion that was nmade because one of the conplaints we
heard was that reviewers were applying nore stringent
requests than what woul d appear in gui dance docunents.

Qui dance docunents are non-binding for both us and
you. So, again, there is always the opportunity for an

alternative to be requested and approved by us under that

system So, | would encourage you, if you haven't | ooked at
them to review our good gui dance practices docunment. It
appeared in the Federal Register in March of this year. It
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is on the FDA web site. The new | aw and the FDA
Moder ni zati on Act has a section on policy-mking and

gui dance which directs us to codify our practices. So, what
you will probably see in the future is that the good

gui dance practices docunent will go through a rul e-making
process and will becone codified. So, | think it is
inportant for you to understand the process and what
opportunities it avails you, as well as how we are going to
be practicing.

DR. LEE: Thank you. Here is a question directed
to Pat. Could you clarify the apparent discrepancy in
Joanne's and Pat's talks. One stated change in sol utions
require prior approval. The other stated prior approval is
not needed.

M5. GARDNER: Joanne's slide, slide nunber 8,
states change in a solution in blood product collected. As
Joanne and | went over the slide, she did nention that
additives were the exception to this. Wat was included
under this statenent on her slide was if you change from 450
m bags to 500 ml bags, that would be a prior approval.
However, the additives were under the CBE, and you just have
to submt the | abel and then you could distribute the
pr oduct .

DR. LEE: Thank you, Pat. The next question, Pat
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Gardner's slides inferred that addi ng conponents to anot her
| ocation is a CBE30. In the guidance docunent a change in
conponents -- in conformance --

DR. DEVINE: In the guidance docunent a change in
conformance with FDA gui dance goes in the annual report.
Wiy can't addition of a conputer at a satellite |ocation be
i ncluded in an annual report, assumng the systemis
val i dated and i nplemented at the main facility?

DR. LEE: There are two questions. Mary, perhaps
you are best equi pped to address this.

M5. GUSTAFSON: Well, the second one first, |
think Judy covered this in her annual report. You know,
upgradi ng of a version of a conputer system or even
actually putting the conputer systemin the satellite
| ocation could be in the annual report.

The other one -- let's see, Pat Gardner's slide --
that is adding a conputer to another |ocation. Yes, that is
conputer instead of conponent to another location. It is
actually going frommnual to conputerized -- not being
conputerized and just adding a | ocation of upgrading a
version, but going froma manual to a conputerized system
That is CBE30.

DR. LEE: Thank you, Mary. Here is one that is

much sinpler. Wen changing fromone manufacturer to
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anot her for infectious disease testing, i.e., fromOtho to
Abbott, is this change considered a naj or change?

MS. GUSTAFSON: Judy specifically had that in her
annual report. It actually, as far as your are concerned in
your facility, is pretty nuch of a mmjor change because you
need to validate change of the test kit. But, from our
view, we do review and approve all of the test kits. You
are operating within the sanme type of test kit. They are
all EIA test kits. W feel that you can validate that
change appropriately under CGW and it can be reviewed at an
i nspection. So, it could just be entered in the annual
report, and it is quite possibly one of the changes that the
field would want to | ook at extensively during an
i nspecti on.

DR. LEE: Another question regardi ng gui dance
docunents. (Quidance docunents used to be m ni num st andards
of practice. |If they are non-binding, are they enforceable
by FDA inspectors? |If they are flexible, how do you keep
track of what changes have been deened accept abl e?

DR. DEVI NE: Guidance docunents are not
requi renents. They do not outline requirenments unless they
are restating sonething that appears in a regulation or in a
statute. Industry practices set the standard for good

manuf acturing practices. One of the issues wth guidance
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docunents has al ways been enforceability. |[|f the guidance
docunent states sonmething that is an industry standard or
that is good manufacturing practices, and people that are
expert in that area would agree with that in a court of |aw,
then they are enforceable. But they do not set out

requi renents, as | said, unless, again, they repeat
sonething in a regulation or in a statute. So, in that
sense they are not enforceable. However, current good
manuf acturing practices are enforceabl e and those are
scientific and technical issues that are usually worked out
in courts and debated anong scientists and individuals
expert in that area.

In terns of if they are flexible how do you keep
track of them that is a good question. W have a type of
industry that is constantly changi ng, and one of the ways to
keep track of themis to currently keep themup to date and
try to revise themas nmuch as possible. You can see, for
exanpl e, that the docunent we have already witten and
published in July is out of date for us. So it is incunbent
upon us to expeditiously provide an alternative updated
docunent. The best way to get the up to date information
is, of course, to have an ongoi ng di al ogue with your
reviewers, and if you are not sure, then you can certainly
call and ask.
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In terns of how do you identify the nost current
docunents, in the future under the good gui dance practices
the docunents will clearly identify which docunents they
repl ace, and what the current revision is will appear in the
Federal Register for a level |, which is an inportant
gui dance docunent.

Then quarterly there will be an update of all of
t he gui dance docunents and which ones are current. So, you
can keep track of it through the Federal Register. Those
lists wll also appear on all of the centers' web sites.

So, that is the way you have to keep up with it, and it is
an ongoi ng challenge but that is the beast that it is.

DR. LEE: The next question is directed towards
Mary Ann. |If a center adds nore stringent criteria
guestions to the donor history card, for exanple intranasal
cocaine use, it used to be that it did not have to get prior
approval and did not have to be reported. Does this now
have to be reported in the annual report? | guess that is
the gist of the question.

MS. DENHAM  The answer is yes.

DR, LEE: Wsat is the anticipated turn-around tine
frame for PAS subm ssions? Depending on the nature, 6 or 12
nont hs.

The next question is for D vision of Hematol ogy.
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I f you have a |icense for platelet pheresis products

coll ected on the COBE Spectra and upgrade to the LRS, can
you ship those products across state lines with the tie tag
stating, "known to be collected by a process that reduces
white count to less than 5 tines 10°?

MS. PO NDEXTER: I n discussions with Mary and
others on the panel, the allowance of that tie tag was prior
to our issuing the guidance docunent on | eukoreduced
products. W now have a nenp out there for the people to
abide by, so the tie tags that define the process and that
it mght be less than 5 tines 10° or | ess than any other
nunber should not be on the product if it is to be shipped
across state lines as a platelet pheresis product that was
previ ously approved, and it should not have the tie tag on
it for within state unless it is absolutely necessary for
the receiving people to know that they don't need to filter
t hat product.

DR. LEE: Thank you, Betsy. The next question is
kind of a generic one. Wat steps are being taken to ensure
conpliance with good gui dance practices for the guidance
currently under devel opnent, all blood and pl asna gui dances
currently under devel opnent that relate to the BLA
suppl enment i ssues?

DR. DEVINE: That steps that are being taken to
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make sure that we adhere to the good gui dance practices are
that each of the centers has established standard operating
procedures for how the gui dance docunents are devel oped and
how they are cleared within the center. W have a standard
operating procedure for CBER which defines what docunents
are level | and level Il, and what the procedures are that
peopl e devel opi ng the docunents in the Center have to
follow. Each of the centers, nanely the associate directors
for policy, are nonitoring the devel opnent and
i npl enentation. W are also being nonitored at the |evel of
the Agency as to how well we are adhering to these, and they
are keeping track of our progress in this area. So, it is
active surveillance within our own organi zation that has
given us a handle on how well we are doing.

In terns of the lists, we are getting ready to
publish our list of current guidance docunents under
devel opnment and t hose that have been published in the |ast
quarter that are level Il docunents. | amnot sure when
that is going to be comng out. Do we know? It has to go
t hrough the Federal Register process and, that being a
sonmewhat cunbersone process, | think it is supposed to be
out in the next nonth or two. For the list for CBER that
wll include all the blood and bl ood conponent docunents

under devel opnment, as well as all the other biologicals.
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DR. LEE: Thank you. It says here a list of al
bl ood and plasma docunents as they relate to BLA suppl enent
issues. Well, all guidances that are generated wthin the
Bl ood and Pl asma Branch, directed at the bl ood conponents
industry, is related to BLA supplenent. Cbviously, the
changes to reporting guidance is under preparation, as is
t he BLA.

| mght add that there has been a gui dance t hat
has been in devel opnent for sonetine, that is the autol ogous
bl ood collection. It used to be a nmenorandum and now is a
gui dance. That is under devel opnent. They had sone | egal
probl ens associated with it which are close to being
resolved. | can't think of anything in addition to that
that we are currently engaged in. | amrem nded of the
gui dance that provides how to collect two units froma
singl e donor at a given setting.

The next question is to Dr. Devine. Should
changes effected by FDA 483, which are told to FDA in
response to that 483 be al so reported ot herw se?

DR. DEVINE: Yes, if you are going to nmake changes
in response to observations listed on a 483, then you have
to still conply with 601.12 and submt those changes in the
proper category, either the PAS, CBE30 or annual report.

DR. LEE: Thank you. This one is for Mary. Can a
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currently licensed bl ood bank get a suppl enent that would
allowit to distribute blood collected by another bl ood bank
not currently licensed?

M5. GUSTAFSON: |If the currently |icensed
manuf acturer wants to service the applicant and take the
total responsibility for the unlicensed facility,
functioning as a contractor under its |icense, and submt
all of the relevant information under its |icense and
mai ntain control of that facility, it is possible. But I
woul d think very long and hard about it.

DR. LEE: Thank you for the comment. The next
guestion has been directed to Judy. Please repeat your
coments about facility changes which have occurred since
the latest report. D d you state sonething about sending in
a registration formwthin five days of opening? That is a
very specific question.

M5. CIARALDI: Right. |If there is one of those
facility changes where there was a nove or an addition that
| had on ny slide, the annual report may happen anywhere
from1l nonth to 11 nonths after the addition or the nove
takes place. W need to get that information into our
conputer, what the new address is and where you can now be
| ocated or where those facilities are now | ocated. |n order
to do that, all you need to do -- and the registration is
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separate fromthe licensure issues and it is always been
t hat when you add a new facility or when you nove a facility
you need to submt a registration formwthin five days of
the opening of that facility. That part has stayed the
sane. Now, saying that those types of facility changes have
happened will go on the annual report. Qur registration is
filed separately fromour annual report, and that is why it
is really two separate functions.

DR. LEE: The next question is directed to Dr.
Devi ne. Under the FDA Modernization Act, FDA is required to
i ssue regul ations inplenmenting the new manufacturi ng changes
section within 24 nonths. Should we assune FDA wi ||
repropose the recently finalized version of 601.12 for
further comment to conply with this requirenment?

DR. DEVINE: | don't think you should assune that.
What is probably going to happen is that we are going to
have to see what the Center for Drug Eval uati on and Research
is going to do and then we will make sone deci sions, once we
know where that is going. However, we do feel that our rule
conplies with the newlawin its current form So, | don't
anticipate that we woul d propose major changes to it.
Whet her or not we have to reopen the conment period is
sonething that the |awers wll have to tell ne, whether we

have to do that or not. | am not sure of the answer to that
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guesti on.

DR. LEE: Thank you. The next question, what
happens if we have a pendi ng suppl enent and we do not notify
FDA into which category we think the supplenment falls?

M5. GUSTAFSON: |If you don't notify FDA ot herw se,
we are handling all of your pending subm ssions as prior
approval supplenents. The question asks about pendi ng, but
in the future, because the newrule is neant to relieve the
reporting burden for both you and for us, we wll advise
you, particularly if you submt things that should be in the
annual report as prior approval supplenents, we wll tel
you to, you know, save those type of changes and submt them
in an annual report. For ones that could possibly be
reviewed under a CBE30, we will at the tinme of approval tel
you that in the future this is the type of supplenent that
could be reviewed as a CBE30.

DR. LEE: | believe these points have been nade in
the presentations but | will read them anyway. Industry
woul d recomrend that the Agency respond either by a receipt
notification stanp or letter that the annual report has been
received. Any comrents about this?

The second part is does the annual report apply
only to licensed bl ood products?

M5. GUSTAFSON: In answer to the first one, we
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have decided that we wi |l acknow edge recei pt of the annual
report, either through a letter or we m ght devise a stanp
to stanp the front of the cover and copy it and send it back
to you. W will not advise you that we have actually
reviewed it -- conpleted a review and concur with it. W
will advise you if things should be in a different reporting
category. But in terns of have we received it, we wll let
you know in some form W haven't quite figured out the way
yet.

The annual report is only applicable to |Iicensed
manuf acturers. The entire 601.12 rule are reporting
requi renents for licensed products. So, it is reporting
changes to an approved application. So, | think because we
had the ot her question about the annual summary, | think
peopl e are getting confused with the requirenent for quality
assurance where you do annual audits and you have annual
reports of your audits, and you do a yearly review of your
quality program That is different than what we are tal king
about today, which is actually reporting changes to your
approved application.

DR. LEE: Thank you. W are sort of on the hone
stretch here. The next question is not entirely clear to
me, so if the person who posed the question is still in the
audience, | would like to welconme additional input fromthe
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questioner. For blood products, does the annual report
fulfill the requirenments of 21 CFR 211.180(e), or is
sonet hi ng nore required?

M5. GUSTAFSON: That is what | just answered.

That is what | was afraid of, that there was some confusion
You know, they are totally different requirenments. The
intention is different. You know, they are under different
rules. What we are tal king about today is specifically the
601. 12 regul ation that outlines the way |icensed firns
report changes to approved |icense applications, period.

DR. LEE: Thank you for the clarification. The
final witten question is directed to Judy. Please explain
why i npl enentation of automated equi prrent for ADRH, syphilis
and viral marker testing falls into m nor changes instead of
noder ate changes. |If the questioner would like to further
comment and provide us with sone rational e and background
for posing the question, we would appreciate that.

M5. ClARALDI: If you think that it should be in a
hi gher reporting category, you can nmeke that comment and
when we revise the guidance we will help you and, you know,
bunp everything up to a PAS. But, no, we thought that
because of the length of the tine that the industry has used
this equi pnent and the | ack of problens, pretty well people
know how to validate and put these testing instrunents on
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line so that we could have it reported in a category that
was downgraded from prior approval category.

DR. LEE: | have just been handed two additi onal
questions. Should any particular FDA forns be submtted
within the PAS or CBE30 and are mmj or changes or CBE30
changes included in the annual report? | think this has
been addressed, however, we may benefit fromfurther
clarification.

M5. GUSTAFSON: The first one is about the forns.
You still continue to use the sane forns that you are using
now until the BLA is established.

M5. CIARALDI: | amsorry, | was witing. Ws the
guestion what formto use for the annual report?

DR. LEE: The question is are nmmjor changes or
CBE30 changes included in the annual report al so?

M5. ClARALDI: No. No, there is no double
reporting. Annual report only covers m nor changes. The
maj or changes should conme in as suppl enents, and you do not
need to re-report themin the annual report.

DR. LEE: Thanks. Wen submtting annual reports,
can PLA, ELA and | abeling changes be reported separately
when the ELA or |abeling changes are across multiple
products, i.e., adding a flag | abel for the pharmacy record
-- | think this is not particularly applicable to this
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particul ar workshop. |If the questioner would like to
further comment, you are wel cone.

That concludes the witten portion of the
guestions. |If there are additional questions fromthe
audi ence we would entertain themat this point.

AUDI ENCE PARTI CI PANT: | appreciate the
opportunity to get sone clarification on the FDA s thinking.
What | think that | learned is if a question, for exanple
t he donor record question that was asked earlier, if the
question is nore stringent than what the FDA requires, then
we can submt that as an annual report versus a PAS, if |
understood that correctly. | was wondering could that sanme
| ogic be applied to other areas of manufacturing with
respect to other manufacturing steps? For exanple, if |egal
counsel recommends sone nodifications to our donor consent
formw th respect to a research protocol, and it is nore
stringent than what the FDA requires, could we apply the
sane | ogic? Another exanple m ght be the addition of an
i n-process control that is above and beyond what the FDA
requi res that we have established internally as a good step
for assuring appropriate application of test results. |
woul d |i ke your conmment as to whether or not a nore
stringent requirenent would subject the firmto a PAS.

M5. GUSTAFSON: Cenerally, if it is nore stringent
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it can have a |l esser reporting category, such as the annual
report. | do want to caution that sonmetines, if you are
t hi nki ng of product enhancenments or safety enhancenent and
you think, gee, this is going to nake it nore safe, like
| eukor educti on, when you are actually maki ng an additi onal
claimfor a product that you market it will becone a prior
approval supplenent. So, you kind of have to watch out and
eval uate the change in terns of whether it makes an
addi tional |abeling claimor changes the product in any
substantial way. If it truly is putting in an in-process
control that is nore stringent or certain additional
guestions that we don't require on the donor history form
that can be under the annual report.

| would add that in future guidance docunents
where we recomrend certain screening questions or actually
gi ve verbiage to be used in a question -- in fact, we have
one in process right now -- we are going to try to include
in the guidance docunent what the reporting category will be
for the |icensed establishnents. So, we are going to try
very hard when we issue a guidance docunent to | et you know
if licensed establishnments can report in the annual report
way.

AUDI ENCE PARTICI PANT: H . | just have a comrent.
| really appreciate this forumfor furthering understandi ng
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of what you are expecting of us and better comrunication
back and forth. | just have a comment, and | don't know how
many people | speak for that are here today but | have
di scussed this with many, many people fromny part of the
country, and | have worked in three different blood centers
over the last ten years, and in all three settings | ooking
at how these things are going to be applied, | amat a
conplete loss to understand how this falls in wth paperwork
reduction or |less work, nore streamining in the blood and
bl ood conponents industry. It is going to be a trenendous
i npact on ne and ny job right now, and woul d have been in
the other two positions | have held. There is going to be a
| ot of new reporting for our industry. | don't knowif it
may be cutting down in other areas and ot her industry. But
| don't see, and no one |I know can tell nme where there is
anything being cut. | only see a trenendous anount of new
t hi ngs being added, and | don't see where we are furthering
bl ood safety by you wanting to know if the donor chair is on
the north wall and has been noved to the south wall, or that
this tenmporary wall in the |lab has been noved over to this
place. It has nothing to do with the testing itself or so
on. There are so many exanples of that -- | amat a | oss.
M5. GUSTAFSON: if a firmwas adhering to the old
601. 12 reporting requirenent, which required that every
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i nportant proposed change be reported to the Center and al
of those changes in methods of manufacturing and | abeling
needed to be approved prior to inplenentation -- if a firm
was actually adhering to the letter and spirit of that
regulation, this is a decrease in reporting.

We do know that over the years, and we have had
comments, there have been licensed bl ood establishnents that
have not been reporting and have been getting away with it.
But we al so have many, many |icensed establishnments that
have been over-reporting over the years, and this will in
fact reduce the reporting burden.

Sone the exanpl es today maybe were a little bit
overplayed, and I think if we can get your comments on the
specific things that you think should not be subject to any
reporting at all, that are so mnor that they don't even
fall into annual reporting, we would wel cone those coments
as we nove along in devel oping the specific guidance.

DR. DEVINE: | would just |ike to add one ot her
thing to that burden reduction question, and that is part of
the tradeoff in terns of the downgrading is you no |onger
now have to wait for approval for many of the inportant
changes that you did under the previous regulation. So,
part of the burden reduction is your ability to use and
i npl emrent t he change much sooner which, hopefully, provides
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for a better product and nore efficient operation for your
facilities.

So, when we | ook at burden reduction we don't just
| ook at the anobunt of paper submtted but we | ook at the
overall benefits for the industry, the Agency and the
continued protection of the public health, which has to be
weighed in into all of that. So, we did burden estimates
that were based on, as Mary said, if people were conplying
with the old regulation. W have heard from a nunber of
peopl e that maybe they were not quite clear about what the
requi renents of the previous regulation were. So, | would
reenphasi ze that if you were conplying wth that previously,
all of these things which are now |listed in CBE30 and sone
of those in the annual report category would have been prior
approval suppl enents under the previous system and now you
are submtting maybe an annual report, which is |ess
information than is in a supplenent; it is nore abbreviated
and summari zed; but you al so now have the availability of
being able to i nplenent the change at a nuch earlier date.

So, that is how we | ook at the overall burden
reduction. For us, the collapsing of information into an
annual report that was previously in separate supplenents
saves us a lot of time in processing in paper because each

suppl ement that came in had a tracki ng nunber assigned to

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546- 6666



Sgg

it. It had a letter generated fromit. It had to be routed
by secretaries; it had to be read by reviewers. You now
have one annual report which contains nultiple things that
woul d have been processed separately. For us, it is truly a
paper and processing burden reduction.

So, it may not be crystal-clear to everybody how
much the benefits are really there but | think you will also
see even nore when the BLA is collapsed into the single
subm ssion. | think you will see a dramatic reduction in
t he nunber of filings that you have to make. There may be a
little bit nore information consolidated into these, but |
think you will see an overall burden reduction.

AUDI ENCE PARTI CI PANT: Hi . Could you pl ease
clarify for me if a licensed bl ood establishnment uproots
fromits current facility into a new building, a totally new
building and it does manufacturing, it does testing, it does
distribution, is that a CBE30O or a PAS?

MS. GUSTAFSON: By uprooting, do you nean you are
moving to a new facility?

AUDI ENCE PARTI Cl PANT: Yes, a relocation.

M5. GUSTAFSON: Right now we are still issuing the
little certificates that say where your |ocations are. So,
| mean if it is in a neighboring town and we have to issue a

license, | think we have it under a CBE30 but we woul d have
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to issue a license. W would consider that a CBE30 for a
facility nove.

AUDI ENCE PARTI CI PANT:  Ckay.

AUDI ENCE PARTICI PANT: | amafraid | nust agree
with the previous speaker who suggested that this is going
to create a nountain of paperwork for us. | think few of us
woul d di sagree that the kind of changes you propose being
reported in the top two categories are certainly the things
that we are accustoned to. However, the itens that | have
seen listed in the annual report, | think many of those |
woul d argue about their inportance, and that will create a
significant burden to us, not only in preparing the report
for you but in accunulating information fromthe various
departnments in which they occur.

DR. DEVINE: Again, we would ask you to nmake those
comments to the docket in witing, and be very specific
about the ones on the list that that you think should be
downgraded and we will take it under consideration. That is
part of the reason why we put the draft document out for
public comment. | think we would venture to say that we got
very few specific comments about the lists of information on
t he gui dance docunents when they were issued in draft.
Neverthel ess, at this point we are certainly prepared to
reconsider. So, please do submt it and be specific and we
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w Il be happy to take it under consideration.

AUDI ENCE PARTI CI PANT: The issue of conputer
sof t war e upgrades has been touched on a couple of tines. |
just want to be sure that | understand exactly the FDA
position. Cearly, a software change could inpact the
safety of blood as it is released. Am | to understand that
that is excluded fromthis, a change that m ght include
val i dati ons and SOP changes?

MS5. GUSTAFSON: No, we had that as a CBE30, if you
go froma manual to a conputerized system Once you have
actually noved to a conputerized system and you know how to
val idate a conmputer system we feel that you are trained and
that if you need to upgrade or change to anot her vendor that
that could be handled in an annual report.

Also, that is teaned with the fact that we now
require software vendors to submt 510(k)s to us for
cl earance. So, we have a balance with those changes.

AUDI ENCE PARTI Cl PANT: (Okay, and our software will
have quarterly software upgrades. That will not require a
conparability protocol? That will sinply be part of the
annual report?

M5. GUSTAFSON: |Is this vendor supplied software?

AUDI ENCE PARTI CI PANT: Yes, and it is mandatory.

M5. GUSTAFSON: No, you can report the change,
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what ever versions and the date that you inplenented the
change in your annual report.

AUDI ENCE PARTI CI PANT: Thank you.

AUDI ENCE PARTI CI PANT: | would like to ask anot her
guestion about the facility relocation. |If a portion of the
functions of a facility relocates but none of the donor
col l ection, donor suitability, manufacturing portion
relocates, is that an annual report or a CBE30? For
exanple, if finance, donor recruitnent, information systens
nmoves to a buil di ng next door?

M5. GUSTAFSON: | think we would be happy with an
annual report on that one.

AUDI ENCE PARTI CI PANT: Thank you.

AUDI ENCE PARTI CI PANT: The regul ation reads that
for annual reports, data results fromstudies and tests
performed to denonstrate the m nimal inpact of the change
are to be in the annual report. Have you given any thought
to what data you are |ooking for or how highly summarized it
could be? O, are we tal king about annual reports that are
per haps vol unes | ong?

M5. GUSTAFSON: We don't want vol unmes and we don't
think that you want to send us volunes. Basically, the
types of things that we need to flush out are in the

gui dance and, actually, your input is extrenely inportant to
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us i n devel opi ng sone of the future guidance.

DR. DEVINE: And keep in mnd that the regulation
applies to nore than bl ood and bl ood conponents, and it does
say relevant data. So, you know, sonme changes are pretty
strai ghtforward, changes in personnel for exanple. So, it
is relevant data and you have to assess it based on the type
of change in the product. It is witten broadly, and |
think format is an issue for the annual report, not just for
bl ood and bl ood conponents but we are anticipating for other
bi ol ogi cal s sonme gui dance on the content and format of an
annual report.

AUDI ENCE PARTI CI PANT: Maybe | am confused and
before | |leave | amhoping to get this right. A donor
center, whether it be collecting plasma, whol e blood or
either/or, what category would that fall into if it
rel ocat ed?

M5. GUSTAFSON: In ternms of relocating -- you are
fromthe plasma industry -- right nowit would be a
rel ocation nove and you would need to submt an ELA. |
think we had it under a CBE30 for now. Like |I said, in
terms of devel opi ng the guidance, we need to roll in the
fact that we are converting to a BLA and how to actually
handle the facilities in a better way, in a clearer fashion
i n our next guidance docunent.
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AUDI ENCE PARTI CI PANT: But that is only if you
don't change towns. Right? If a newlicense has to be
issued, then it is a PAS? Is that how it works?

M5. GUSTAFSON: It is a CBE30. W do have to
approve it but we will let you nake that change before we
actual ly approve it.

AUDI ENCE PARTI CI PANT: Just listening to your | ast
response, if it is a blood establishnment and we nove within
t he next couple of nonths, then | have to submt an ELA plus
t he CBE30?

M5. GUSTAFSON: It would be filed as a CBE30 under
the changes to be reported, but it would require your
ELA/ PLA filing, just as you have been doi ng because we have
not yet converted to the BLA

AUDI ENCE PARTI CI PANT:  Ckay.

M5. GUSTAFSON: Last question!

AUDI ENCE PARTICIPANT: It is an easy one. | want
to thank you for letting us sort of badger you because it is
very nice to have this open forum but | want to ask where
we should send the witten coments. | agree with a couple
of the other speakers that this is going to triple my work,
and | realize that you have had your comrents but you said
that you would still be open to nore comments. To whose
attention? To yours, Mary?
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M5. GQUSTAFSON: | think the best thing to dois to
wait for the CMC guidance to publish the notice of
availability of the guidance docunent, the one that G| went
t hrough this nmorning, and publish the cooments to that
docket. No, | amm xed up; it is getting late in the day
here! It is still an open docket for the gui dance docunents
that were issued relative to the 601.12 final rule and that
is where you should submt the comments for the gui dance on
t he changes to be report ed.

DR. DEVINE: The docket nunber should be on the
front of the guidance docunent. It is also in the Federal
Regi ster notice. The Federal Register notice is avail able
on line either through the Federal Register web site or
t hrough ours, and you can get the docket nunmber there. |If
you are not sure where to send it, you can always call our
congressi onal consuner affairs group and they can give you
the answer, or you can call our regulations and policy staff
and they can give you the docket nunber if you don't have
it.

AUDI ENCE PARTI CI PANT: Thank you

DR. DEVINE: It is in Tab 13, and the address
where you send it is also in there.

AUDI ENCE PARTI CI PANT: First | would like to say

that I think this was a very effective workshop and that the
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handout was very beneficial. It is going to be very hel pful
us in preparing these applications.

| have one question and a couple of things |I need
clarification on. | wll be very quick. Once a
conparability protocol requesting a change at nultiple sites
is submtted and approved, why is it necessary to conti nue
to submt facility-specific supplenents if no additional
facility-specific data is required? | see this as a way to
save paper and | don't see any real value added to continue
to send these suppl enents when you are getting no new or
site-specific information.

M5. GUSTAFSON: Well, there may actually be
site-specific information. W nmay want to see your QC data
for the individual sites. It would depend on what the
change is. That is why the conparability protocol needs to
be devel oped specific to a change within an applicant's
facilities. There may be sone roll-outs that we m ght not
need to see. W may just say in your annual report |ist
what days the facilities came on line with this change. But
if there are data that we would want to review, | would
imagine it would be a CBE30.

AUDI ENCE PARTI CI PANT: Thank you. | have a
gquestion pertaining to when to submt the annual report. |If

a manufacturer's initial application date is prior to
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Cctober 7, 1997 -- say, it is Cctober 6, when woul d that
annual report need to be sent? It would be 60 days fromthe
Cctober 6, 1997 or would it be a year? It is not clear to
me.

M5. CI ARALDI: That falls under the second slide.
The first slide tal ked about the anniversary date between
Cctober 7 and January 20. The next slide tal ked about the
anni versary date on or after January 20, which would be your
Oct ober date.

AUDI ENCE PARTI CI PANT: No, prior to. Wat if it
is before October 7, 199772

M5. Cl ARALDI: There is no prior to, because it is
when the rul e becane effective.

AUDI ENCE PARTI CI PANT: So, the first supplenent is
submtted after October 7?

MS. CIARALDI: Right.

AUDI ENCE PARTI CI PANT: Al right. For exanple, on
the letter we received the date was 1950. So the first
suppl emrent submtted after October 7?

M5. CIARALDI: It would be on that nonth and day
but corresponding to the information on the slides as to
whet her it would be in 1998 or January, 1999.

AUDI ENCE PARTI CI PANT: Thank you. If you are

openi ng up a new donor center where you have pheresis and
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whol e blood, if | understood you correctly, it would be an
annual report to open the center but to |icense the product
you woul d need to send in a PAS?

M5. GUSTAFSON: That is right.

AUDI ENCE PARTI CI PANT:  Ckay.

M5. GUSTAFSON: Don't forget to register your
center.

AUDI ENCE PARTI CI PANT: Right, so you need to send
inthe registration form which probably |eads to ny next
question, if you have an annual report type of subm ssion
and we submtted it as a CBE30, even though it can be
submtted as an annual report with the understanding that it
can be submtted as an annual report, is that acceptable?
To me, it doesn't nmake sense to send in a 2830 and then have
to go through that sane process down the road. | would just
as soon send it all in at the sane tinme. Your answer was
that we could do it but you would notify us that this is a
| ower reporting category. M question is can we report it
at a higher category?

M5. GUSTAFSON: We will, at sonme point in tine,
start bunping it down because of the burden on us to review
t hose pieces of paper. This is intended to reduce the
burden on us as well as you. But Mary Ann offered to talk

to you tonmorrow if you want to call her
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AUDI ENCE PARTI CI PANT: Just one final comrent, |
do appreciate the fact that these new regul ati ons hel p us
get product to market faster, and | do understand that and
it is very inportant to manufacturers. But | think |I have
to agree with sonme of the other commentors who said that
they don't see any real paper reduction, at |least fromthe
manuf acturers' point of view | honestly don't see the
degree that you are tal king about but | do see the benefits.
So given the trade, | wll take what is happening. Thank
you.

M5. GUSTAFSON: Let it mature, and | think, as Dr.
Devi ne nentioned, you will in time see a reduction. Right
now it |ooks fairly onerous, particularly if you paid no
attention to the rules on reporting earlier. But | think in
time this will nellow out. As we becone nore famliar and
confortable with the new reporting, |I think we wll
downgr ade nore things.

W are down to a dwindling few. There have been
t hanks all around today, but | want to thank all of you for
comng and staying until this later hour. | particularly
want to thank this woman on ny left, who is Dr. Becky
Devi ne, and she is the Associate Director for Policy for the
entire Center for Biologics, and Dr. Bob Yetter, who is on

her policy staff. They really blocked out their entire
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calendars to be with us today for this workshop, and | think
it shows you the commtnent fromour Center manager for the
Bl ood and Pl asma Program and | do thank you for being here,
and thank all of you.

[ Appl ause]

[ Wher eupon, at 5:05 p.m, the proceedi ngs were

adj our ned]
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