DEPARTMENT OF HEALTH AND HUMAN SERVI CES

+ 4+ + + +
PUBLI C HEALTH SERVI CE
+ 4+ + + +
FOOD & DRUG ADM NI STRATI ON

+ 4+ + + +

CENTER FOR DRUGS EVALUATI ON AND RESEARCH
+ + + + +

ADVI SORY COW TTEE FOR PHARMACEUTI CAL SCI ENCE
+ 4+ + + +
SI TE SPECI FI C STABI LI TY SUBCOWM TTEE

+ 4+ + + +
Wednesday,

Sept enber 22, 1999

The neeting t ook pl ace i nthe CDER Advi sory
Comm t t ee Conf erence Room 5630 Fi shers Lane, Rockville,
Maryl and at 8:30 a.m, Steve Byrn, Ph.D., Chairmn,
presi di ng.

PRESENT:

STEVE BYRN, Ph. D. Chai r man
KI MBERLY LI TTLETON TOPPER Executive Secretary
LEON LACHMAN Academ ¢ Representative
GARNER PECK, Ph.D. Academ c Representative

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




ALSO PRESENT:

Bl LL BRADLEY
ROBERT KASUBI K
KAREN MALI K
SCOTT REYNOLDS,
ERI C SCHEI NI N
ROBERT SEEVERS,
ROGER W LLI AMS,

CHI WAN CHEN, Ph. D.

ANTON H. AMANN,

| ndustry

| ndustry

| ndustry

Ph. D. | ndustry
FDA

Ph. D. FDA
M D. FDA

Ph. D.

TOBI AS MASSA, Ph. D.

SEAN BRENNAN, Ph. D.

BOB CLARK
COLI N GARDNER,

BOB JUERSSI, Ph. D.
BOB POLLOCK, Ph. D.
SUVA B. ROY, Ph.D.

(202) 234-4433

Represent ati
Representati
Represent ati
Representati
Representati
Representati
Representati

ve
ve
ve
ve
ve
ve
ve

Wor ki ng Group Menber

Publ i ¢ Conment
Publ i ¢ Comment

Audi ence Conmment

Audi ence Conment
Ph. D. Audi ence Conment

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
WASHINGTON, D.C. 20005-3701

Audi ence Conment
Audi ence Conment
Audi ence Conment

www.nealrgross.com




I -N-D-E-X

Call to Order

Conflict of Interest Statenent

I ntroduction of Conmttee .

Revi ew of Questions and Past Meeting
Di scussi on of Approaches

Open Public Hearing

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

117

79

www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

P-R-OCE-EDI-NGS
(8:35 a.m)

CHAI RMAN BYRN  Good nor ni ng, everyone. |1'd
liketocall this meeting to order. The order -- the
early order of activities is that Kinberly Topper is
goingtoreadaconflict of interest statenment, and t hen
we' ||l introduce the menbers of the conmttee.

MS. TOPPER: The foll owi ng announcenent
addresses conflict of interest with regard to this
meeting and i s nade as part of the record to preclude
even the appearance of such at this neeting.

I n accordance with 18 USC 208, genera
matters limted waivers have been granted to all
conmttee partici pants who have i nterest i n conpani es or
organi zations which could be affected by the
subcomm ttee's di scussi on of the March Site Specific
Stability Proposal from the Agency and the public
comments submtted to docket 98D362.

A copy of these waiver statenents may be
obt ai ned by submttingawittenrequest tothe Agency's
Freedomof Information O ficein Room12A30, Parkl awn

Bui | di ng.
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Inthe event that the di scussions involve
any ot her products or firns not al ready on t he agenda f or
whi ch FDA partici pants have a fi nanci al interest, the
partici pants are aware of the need to excl ude t hensel ves
fromsuch i nvol venent and their exclusionw || be noted
for the record.

Wthrespect toall other participants, we
ask, intheinterest of fairness, that they address any
current or previous financial involvenment with any firm
whose products they may wi sh to conmment upon

Thank you.

There i s a coupl e of adm ni strative things.
We have new m crophones. Al you haveto dois pressthe
button and it will be on. If it's red, you're |live.
Pl ease nake sure you speak directly i nto the m crophones.
Press the button and it will go off.

CHAI RMAN BYRN: Okay, let's go around and
i ntroduce oursel ves.

My nane i s Steve Byrn. |'ma Professor and
head of the Departnent of | ndustrial Pharmacy at Purdue
Uni versity.

MR. LACHMAN: |'m Leon Lachman, Lachman
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Consul tants Services.

MR. SHEI NI N: Eric Sheinin, Ofice of
Phar maceuti cal Science, FDA.

DR. SEEVERS: Bob Seevers, Office of
Phar maceuti cal Science, FDA.

DR. WLLIAVE: Roger WIlians, CDER, Ofice
of Pharmaceuti cal Science.

MR. BRADLEY: I'm Bill Bradley, Vice
President, Technical Affairs of the Consuner Heal t hcare
Products Associ ati on.

DR KASUBI K: |' mRob Kasubi ck representing
t he generic industry.

DR. REYNOLDS: I'm Scott Reynolds
representi ng PhRMVA.

MS. MALI K: Karen Malik representing HI MA

DR. PECK: Garnet Peck, Professor of
| ndustrial Pharmacy, Purdue University.

CHAI RVAN BYRN: Okay, as you can see -- did
we hand out an agenda to the -- as you can see fromt he
agenda, the planis to have sone presentations fromthe
conm ttee menbers. | want all comm ttee menbers who are

not listedtorealizethat if youwouldliketo nake a
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presentation, we can include you after Scott Reynol ds'
presentation.

We' || then have comm ttee di scussi on and
proceed t hrough -- and t hen have an open publ i c heari ng,
fol |l owed by a di scussi on of approaches to resol uti on of
t he i ssues brought up.

So | think we can begin with Bob Seevers
fromthe FDA revi ewi ng t he questi ons and di scussi ons from
the | ast neeting.

DR. SEEVERS: Good norning. Everybody got
me i n back?

It's goodto be here, particul arly because
t he partici pants have worked hard to cone to sone sort of

consensus about what's been a very controversial issue.

Ki mberly, if | coul d have t he next over head,
pl ease.

Thisis avery brief history. If youl ook
at the 1987 stability guideline, the red book fromthe
Agency, you'll see that the concept of site specific
stability is present; but over the years, it's been

i npl ement ed by t he Agency i n avery i nconsi stent manner
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VWhat we tried todointhe draft donmestic
stability gui dance t hat was put out in June of 1998 is
provi de a framework for a consi stent regul atory policy on
Site specific stability. There were a nunber of
stability guidance coments related to this topic.

| thinkit'ssafetosayit's the one nost
di scussed, nost concerned issue in the stability
gui dance. In July, we had a neeting -- July of '98,
after the gui dance canme out, we had a neeting on site
specific stability.

We presented the proposal in the draft
gui dance. We heard from a nunber of interested
participants fromindustry, who raised a nunber of
concerns. As | said, the guidance received a nunber of
comrents.

On February 3rd of this year, we had a pre-
neeting wi th the academ c experts who are nmenbers of this
subcommttee to bring theminto the |l oop onthisissue.
On the 29th, we put out adraft tiered proposal for site
specific stability.

And on the 31st of March of this year, we

had our previ ous subcomm ttee neeting, at whi ch a nunber
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of presentations were made. We then reopened the
gui dance for comment so t hat anyone who wi shed t o comment
on this issue, or indeed any other, could address that].

Overall, nore than 60 entities,
corporations, individuals and trade organi zations
conmment ed on t he gui dance. Inny office, youwill find
what anobunts to a reamof paper just of comments. Wen
we organi zed that by specific comments addressing
i ndi vi dual issues, there were nearly 3, 000.

The stability commttee, of which | am
chair, iscurrently engaged in nakingrevisionstothe
gui dance based on the comments we' ve received. All
aspects of the guidance were cover ed.

Nowlet'stalkalittle bit about what we
heard fromthe public on the site specific stability
i ssue. The comments break down i nto four basic areas:
the regul atory basis for site specific stability, the
scientificvalidity of requiringsite specific stability,
the logistical and economc concerns of the
pharmaceutical industry if the proposal either i nJune of
98 or the revised March 31st, '99 proposal were

i npl ement ed, and technical aspects of it.
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| f | could have the next slide, we'll share

with you sone of the scientific coments that we heard.

One thesi s presented to us by a nunmber of
comenters is that stabilityisintrinsictothe drug
product; and therefore, site specific stability woul d not
be necessary. | presented a number of exanpl es at the
Mar ch 31st neeting which t he Agency has seen over t he
years indicatingthat that's not universally true, that
there can be probl ens.

"1l come back to those exanpl es, wi t hout
goi ng through them again, later in ny talKk.

The mai n message t hat we heard fromi ndustry
i s the second bul | et point here, that process validation
and techni cal transfer, when done correctly, provide
sufficient assurance that the product nade at t he new
sitew |l bethe same as t he product nmade at t he pil ot
site.

We heard t he concern that asite changeis
less critical than a scale up at the sane site, but no
addi tional stabilityis required by the Agency for scal e

up up to a factor of ten. W also heard that site

specific stability should not apply to drug substances|
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The regul atory comments we heard can be
summed up onthis slide. First, it'scontrary to or goes
beyond ICH or the spirit of |CH The Agency
under standi ng of I CH QLA has been that topics not
addressed there were not addressed for a coupl e of
reasons.

One, because they did not conme up in the
drafting of the docunent. O two, because they di d cone
up and a consensus anong the | CH parties coul d not be
achi eved. That being the case, the Agency under st andi ng
has been that where ICH is silent, the donmestic
regul at ory agency can set policy, and we feel that's the
case here.

We have heard that site specific stability
i sinconsistent withwhat isinFDAVA specifically where
FDAMA says t hat we can approve based on pil ot data. And
t he Agency agrees that we can and woul d approve a new
drug based on pil ot data -- we do that -- but that what
woul d be approved woul d be the pil ot site of manufacture.

FDAVA, simlarly tothe I CHsituation, does
not address what data woul d be needed fromt he conmer ci al

site. Simlarly, the theory behind I CH and behindthe
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donestic gui dance | would say as well, is that we're
| ooking for a conservative expiration dating period.

We want the drug to be good at the end of
its expiration dating periodandit doesn't suddenly turn
i nto a punpkin at m dni ght onthat date. Therefore, if
thereis amnor concern about stability due to a change
of site, the conservative expiration dating period woul d
take that into account and allowfor alittle wi ggle
room if you wll.

Let's tal k about what we heard in terns of
the |l ogistic, econom c and technical issues. Site
specific stability submssioninthe NDAis burdensone to
i ndustry. This was said over and over again. W had
recommended, bothinthe'98 draft andinthe'99tiered
proposal , that for conpl ex dosage forns t hree bat ches of
site specific stability be subm tted.

This was vi ewed as excessive. The term
"intrinsically unstable" and "conpl ex dosage form " both
of thoseterns needtobeclarified. And | would agree
with both of those comments.

Over the summrer, intwo different individual

new drug applications, we received fromtwo di fferent
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firnms alternative proposalstosite specificstability.
I n neither case were these proposal s submttedtothe
public docket.

What | amgoing to tal k about here i s not
proprietary i nformation; however, the submtter of those
NDAs and anyt hi ng connected wi th t hemobviously is. The
first proposal as an alternative --

DR CHEN: | just want to make a correction.
These are not already NDAs. They are pre- NDAs.

DR. SEEVERS: Thank you. That's Dr. Chi WAn
Chen, who received -- whose chem stry di vi sion recei ved
t hi s communi cation fromboth firnms. This was a pre- NDA
comruni cation. | apol ogize for the error.

But asinall of the gui dance policy, we are
opentovalidalternatives. |If afirmcan present an
alternative towhat we' ve suggested inthe guidanceis
necessary, we are opento that. Andtaki ng advant age of
this policy, these two firns presented alternatives.

The first proposal was the foll ow ng. The
firmwould submt full I CHdata on a conbi nati on of two
primary stability batches made at the pil ot site and one

bat ch made at t he comerci al site, and t hey asked woul d
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that satisfy our need for site specific stability.

The second proposal nade the follow ng
suggestion: that instead of submtting site specific
stability proapproval, the rel ease data on the three
val idation | ots made at the comercial site would be
subm tted, plus a summary of the validation process;
woul d that be acceptabl e.

We spoke with thisfirm Andlet's goto
t he next slide. | have sonething onthe bottomof the
current slide. This slide spells it out in a better
fashi on.

I n each case, we spoketothe firmand said
that inthose specific instances, the proposal had nerit,
we woul d | ook at it further, but one assunption had to be
made.

And that's key to the di scussionthat we're
goi ng to have today. That assunptionis the follow ng.
If we're going to |look at any alternative to site
specific stability data for newdrug applications, the
firm nmust have an adequate primary stability data
package.

The questionis: howdo you define this?
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Fortunately for us, that work has al ready been done.
| ndustry, and the Agency, and the USP, and our
i nternational partners in Europe and Japan have al r eady
agreed on what i s an acceptable primary stability data
package.

That is 12 nonths on three batches at 25
degrees, 60% RH; six nmonths on three batches at 40
degrees, 75% RH.

| want to enphasi ze that this assunption
under |l i es any di scussi on t hat we have t hi s norni ng t hat
if those data are avail able at the ti nme of subm ssion,
then alternatives to site specific stability nay be
wor kabl e.

Last slide, please.

And so the question that the Agency is
posing to the subcommittee for discussiontodayisto
di scuss the nerits of the proposals. The third proposal,
whi ch | have not spelled out ingreat detail, isinthe
nmeeti ng package, isthethreetiered proposal fromthe
Agency.

So we have three proposals: the site

specific stability proposal fromMarch fromthe Agency,
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t he proposal to use a conbi nation of pilot and comer ci al
site batches, and t he proposal to use rel ease data on
val idation lots and a summary of the val i dation process.

That being said, | ook forward to the
di scussi on today.

Thank you.

CHAI RMAN BYRN: Ckay, | think we can go
ahead. Unl ess there are specific coments or questions
for clarificationfor Bob, I think we can go ahead with
Scott's presentation.

Any specific questions for Bob?

MR. LACHVAN:. Bob, are you covering ANDAs in
your summary here or just the NDAs?

DR SEEVERS: At this point, ny viewis that
what is currently subm tted three nonths on one batch
accel erated for ANDAs represents the primary stability
dat a.

MR. LACHMAN: All right.

DR. SEEVERS: And as | said, that the
primary stability datais essentially nonnegoti abl e for
NDAs, that would stay. In the event that an ANDA

submtting firm wi shed to changeits comrercial site

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




10

11

12

13

14

15

16

17

18

19

20

21

22

17

bef ore approval, sonmething that can happen but is
extrenely rare, then one of these alternatives m ght be
useful .

MR. LACHVAN. Ckay, | just want to get that
clarified.

CHAI RMAN BYRN: Any ot her questions for
clarification?

Okay, Scott.

DR. REYNOLDS: Good nor ni ng. [''m
representing PhARVA W th a sunmary of sone i ssues onthis
site stability issue.

Inthefirst slide here, |1've just recapped
t he proposal s that | believe we're here to di scuss. Wat
I"dliketodotoday is briefly recap afewof theissues
t hat we di scussed in the March neeting, particularly
those that | think are pertinent to a conprom se position
that PhRMA is proposing to try and address this issue.

But, as was di scussed just a few m nutes
ago, thethree proposals arethe original sitestability
pl an; the secondis what | would call a hybrid plan; and
the third being the plan with sone rel ease data and

sunmary of validation process withthe caveat of the full

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




10

11

12

13

14

15

16

17

18

19

20

21

22

18

| CH package to acconpany that.

And the following slideisjust asummary of
t he i ssues that we di scussed at the March neeti ng, which
-- andthat isthat the primary i ssuethat we were trying
to tackle really was one of ensuring successful
t echnol ogy transfer, and the questi on was how do we best
do that.

And what we presented was that this requires
several things: a thorough process devel opnent
experience, evi dence that the desi gn and operati on of the
manuf acturing plants conform with GWs, and a
denonstration of process robustness through process
validation in the final manufacturing plant at final
manuf acturing scal e.

And t he ot her comment, of course, was the
one that had been made to the docket by nmany of the
firms, isthat the value of site stability just hasn't
been denonstrated to provi de t hat assurance, and there's
a better tool, and that tool is process validation.

I nthe next several slides, againl| want to
just enmphasize how validation is linked to other

activities that gooninthe course of drug devel opnent.
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W di scussed t hat process devel opnent i s conti nuunm t hat
thisrelies heavily on | aboratory work, subsequent pil ot
pl ant work, and finally work that goes onto take that
process out of the manufacturing plant.

And during that continuum of process
devel opnent, the formul ati on conpositionis determ ned,
the processing conditions are established, the
environnental control conditions that are necessary in
t he manuf acturing plant are established, andthisis all
done during this process devel opnent phase.

The key here i s, of course, that duringthat
devel opnent phase is when this process validation
exerci se actual |l y begins. That's when t he process and
equi pnment conditions are establishedto ensurethat we
have robust manufacturing conditions.

That's when we begin to identify the
critical quality attributes of intermnedi ate products and
the final product.

It's al so during this process validation
phase that we begin to identify and define critical
process paraneters, thein process controls, those that

are established for regul atory purposes, those that are
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internal tothe firmto ensure that they control every
step of the process, and these all formthe basis of

t hese scal e up pl ans and t he process val i dati on exer ci se.

Nowt he | ast point on hereisreally the key
poi nt, | think, for discussionhere, isthat it'sreally
the link between that process devel opnment and the
val i dation pl ans as they' re revi ewed duri ng a proappr oval
i nspection that is nmost inportant to understand.

It's the devel opnent exercise, the GW
aspects of the plant and the validation plans all are
revi ewed as a si ngl e package, and t hat's where t he nost
benefit can be achieved.

So I'll briefly go through the PhRMA
comments onthethree optionsandtry toend herewitha
-- what we feel isasignificant conprom setotry and
arrive at sonethingthat will provide the best possible
tool, but al so provi de t he best vehicle for providing
t hat evi dence of successful technol ogy transfer.

The first optionthat was di scussed was site
specific stability, and our response i s the sanme t hat we

presented in March: site specificstabilityis not the
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best marker; we're not answering the right questionwth
t he best possible way; and that the best tools for
success include, as | nentioned earlier, thorough process
devel opment, adherence to GWs in the manufacturing
pl ant, and conpl etion of process validation in that
manuf act uri ng pl ant.

The second opti on we have basi cal | y t he sane
comment s and al so agai n a conment t hat t he conmerci al
burdentothefirmreallyisn't renmoved with that option
So | think we quickly nove to the third option.

Now the option is presented. It's to
provi de rel ease data onthree validation | ots nade at the
commercial site, plus a summary of the validation process
the firmsubmtted that full 1CH programin their
stability package.

PhRVA agrees with the rel ease data on t hree
validationlots inthe formof acertificate of anal ysis,

and that this woul d be submtted prior tothe PDUFA dat a.

I"dliketogotothelast slide here and
just summarize this.

So, in summary, the PhRMA proposal is to
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confirmthe conpl eti on of successful technol ogy transfer
with that certificate of anal ysis of the rel ease data on
t hr ee successful validation batches, and t hat woul d be
done prior to the PDUFA date.

Most inportantly, we would continuetorely
on t he exi sting systens of proapproval inspectionsto
ensure that that process devel opnent, the GW st at ur e of
t he manuf acturing pl ant, and t he process validationin
t hat manufacturing plant are all properly revi ewed.

And t hi s shoul d provi de everyt hi ng t hat we
need to have here. W need t o hang our hat on sonet hi ng
t hat says we' ve got good t echnol ogy transfer. W' ve got
the certificate of analysis to certify that those
val i dation batches were carried out and here's a piece
of datathat's easy to get our hands around, the rel ease
data on those three validation batches.

And we use t he exi sting framework wi thinthe
Agency that works within the i ndustry as well to nake
sure that that validation as conpletedis |inked properly
wi th t he pl ans of the plant, the manufacturing status at
t he pl ant, and t he process devel opnment experience at the

pl ant .
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And that's done now, and we propose we
continue to use that mechanismto reviewthe details,
those nitty-gritty detailswe got intoalittle bit back
in March, totruly reviewall the details of process
val i dati on.

So that was the conpletion of ny
presentation. 1'Il be glad to answer any questions.

DR. SEEVERS: Scott, | notice adifference
bet ween what you wer e sayi ng nakes sense t o PhRVA and t he
thirdoptionas | presentedit, whichis as we received
it in the pre-NDA package from one individual firm

DR. REYNOLDS: Right.

DR SEEVERS: And what's m ssing, of course,
is the quote, unquote, "validation summary."”

DR. REYNOLDS: Correct.

DR. SEEVERS: Could you coment on that,
pl ease?

DR. REYNOLDS: Yeah, |I'msure that -- and
different firnms can approachthisindifferent ways. The
key i ssue here fromt he PhRVA perspective is that across
the i ndustries that we represent it's-- one, it's not

reasonabl e for every industry to be able to do that.
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And secondl y, fromthe PhRVA perspective, we
feel that we're much better off relying onthe existing
framework that al ready exists from-- withinthefieldto
reviewthe details of process validation. W feel that
we can provi de t hat one pi ece of pivotal informationin
terms of the rel ease data on those val i dati on bat ches,
and t hat provi des a good, sinple, streamniined franework
to make this happen.

I ndi vidual firnms cancertainly cone upwth
enbel | i shments uponthat, andthat's fine; but as asolid
basel ine that PhRVAfelt confortable with, this seenedto
be the nost appropriate way to manage that.

DR. SEEVERS: So PhRMAis agreeingw ththe
third opti on mnus the validati on summary, but i ncl udi ng
primary stability data?

DR REYNOLDS: That's correct. l'dsayit's
actuallyalittlestronger thanthat. 1'd say PhRVAi s
agreeingwiththis validationdata-- excuse nme, withthe
rel ease data on the validati on. And PhRVA enphasi zes t he
fact that the details that would be provided in the
sunmary val i dation are there to be revi ewed as part of

t he proapproval i nspection and as part of the ongoi ng
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interactions with the field.

And so | think we're trying to enphasi ze
t hat the whol e package is there and we're trying to make
sure that the parts of the package are deployedinthe
areas where all the skill sets are there and where t hi ngs
work right now.

DR. SEEVERS: 1 want to thank you for the
m sst at ement you j ust nmade because it's one |'ve nade
bef ore tal ki ng about val i dati on data i nstead of rel ease
dataonvalidationlots. Inour internal discussionsin
t he Agency, we've hadto | earnto speak very carefully
and sl oW y because what we' re not tal ki ng about -- and |
want to make this clear to everybody here -- is
val i dati on data.

That's al ready bei ng revi ewed by t he FDA
field inspectors and there's no need for the center
reviewers to |l ook at those data. We're tal king only
about the rel ease data, the certificates of anal ysis.
And so you nade the sane trip that |I've done many ti nes,
and | think it's inportant that we all agree and
understand that that's what we're tal king about. It's

the rel ease dat a.
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DR. REYNOLDS: Correct.

CHAI RMAN BYRN: Okay, thanks very nuch,
Scott.

Any ot her questions for Scott?

MR. LACHVAN: Scott, nornmally you' d have a
val i dati on summary for your three validation batches,
isn't that correct? You woul d summari ze t he val i dati on
data in the summary report.

DR. REYNOLDS: That would be -- |I' mnot
quite sure |l understandthe-- it would be -- certainly
there's adetailedvalidationreport assenbl ed by t he
firm and that's done at the concl usi on of a validation
exerci se.

MR. LACHMAN: Yes, but generally there's an
overall summary of the validation? You know, the
i ndi vi dual validation data coul d be cunbersone nmany
bat ches, many fol ders, and then there's an overal
sunmary of the data.

DR. REYNOLDS: | don't --

MR. LACHMAN: Executive summary.

DR REYNOLDS: | nean, |ike any good report,

there's al ways a summary secti on. Whet her that summary
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sectionincludes a-- well, | wouldsay | don't believe
t hat summary section i ncludes a standard assenbl y of
val idation data primarily because, as yousaid, it's a
conplicated collection of data.

And t o have a codi fi ed nmechani smto cul | out
the critical parts of that just doesn't exist right now
And that' s real | y one of the reasons for bei ng concer ned
that, in ageneral sense, across t he PhRVA conpani es,
t hat we coul d come up with a consi stent, codified way of
presenting every part of that validation summry.

| don't think there exists a consistent
mechani sm for providing that summary dat a.

MR. LACHVAN:. Wel |, | think you can devel op
a framewor k dependi ng on a dosage formwhet her it's an
i nj ectabl e or an oi ntnment or a solid. You can have a
structured sunmary if you want to do it.

DR. REYNOLDS: Perhaps, but I thinkit's
nor e conplicated than that because | think, you know, a
good val i dati on exerci sewhichreally -- and we t al ked
about thisinnoredetail [ast March. A good validation
exerci se that really goes and probes t he nuances of t he

process really builds on all of the work t hat was done
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during devel opnent.

So | think even wi thin certain dosage forns,
you' d find nuances of formul ati ons, conposition, process
conditions that a firmwoul d perhaps want to probe in
their validation exerci se whi ch woul d not be necessarily
consi stent even across dosage forms.

Now, those details are | ooked over in detai l
during a proapproval inspection and i n subsequent revi ews
of validation at thesite. But they're not necessarily
-- ny experience has been that even wi t hi n dosage f or ns,
there's a fair variety of conplexity.

MR. LACHVAN. No, that's true, but generally
| see summary reports with the validationwhichthefield
| ooks at, not the review ng group. Review ng group
doesn't | ook at the validation.

DR. SEEVERS: 1 think the questionthat we
as a conmmittee need to address in the sense of the
sunmary i s how nuch val ue does it add to the review
process in the center, not the field, to have the
validation summry in additiontothe certificates of
anal ysi s.

And |'d like to hear what the different
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menbers of the commttee think about that.
CHAI RMAN BYRN: Maybe we go back to Scott.
| think what Scott was sayi ng was t hat t he PhRVA posi tion

isthat thisis already reviewed by thefield. Is that

DR REYNOLDS: Yes, that's correct. | think
Bob' s questionis right onthe noney, what is the val ue
of that. Andit depends on what we're tryingto find out
here. But if what we'retryingtoidentifyisdidthe

val i dati on get done and show us an easy to find

coll ection of data that we use to just hang our hat on.

And that is here's the rel ease data fromour
validationlots, here's acertificate of anal ysis that
says these are fromt hree successful validationlots, and
the center is assured that the validationwas carried
out .

Now, beyond that, the next stepisintoa
fairly highlevel of detail, whichis the details of the
process val idationwrk. Tocull that out and-- | think
woul d be difficult todo. And 1 don't knowif that woul d
truly be a val ue.

Since the detail work wi th t he whol e cont ext
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of the plant and devel opnent work is already being
reviewed, | don't knowif that really adds valuetothe
overal | process aslong as thereis clear assurance that
t hat validation was carried out and sone si npl e and easy
tocodify collection of data associated with that and the
rel ease data seeml i ke t he nost appropriate coll ection
data to do that.

DR. KASUBI K: Yes, | believe, speaking for
t he generic industry, that they woul d go al ong wit h t hat
in saying that since it's already being done at the
district level for theinspections, resubnittingit again
real |y woul dn't generat e anyt hi ng extra for assurance of
t he process.

DR. SEEVERS: So what | hear both of you
saying is that the certificates of analysis, by
t hensel ves, would serve as tokens, if you wll,
denonstrating the process val i dati on has been conpl et ed
successfully; and the actual rel ease values of the
speci fic specifications could be conparedtothe rel ease
val ues of the pilot datato showthe saneness, i s that
correct?

DR. KASUBI K:  Yes.
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DR. REYNOLDS: Yes, that's how | see it.

CHAI RMAN BYRN: One question in the C of
A's, of course, isarethe -- howare the specifications
determ ned, arethecritical specifications onthe Cof
A? Wthout a summary, the assunption -- that woul d be
assured under this -- under the PhRMA scenari o, that
woul d be assured by the field.

DR. REYNOLDS: Actually, the rel ease data
fromthe validation|ots woul dbe the same criteriathat
woul d be appliedtothe product, andthe justification
for those woul d be al ready have revi ewed t hr ough t he NDA.

So thisis sinply conparingthe rel ease data
on those val i dation batches totherelease data-- tothe
rel easecriteriathat woul d be establishedinthe NDA.
And any di scussi on about the justificationfor that would
be -- would have been established as part of the NDA.

CHAI RMAN BYRN:  Okay.

DR. SEEVERS: You need to have atarget to
aim at, and the release data can help set final
specifications if there's any di sagreenent between t he
Agency and the firm As soneti nes happens, t he Agency

will recomrend atighter specification, for exanple, on
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aninmpurity, andafirmoften says wait 'til we make sone
bat ches at the cormmercial site beforewe tightenthis as
far as you want it to go.

Ri ght now, the specifications are bei ng set
based on the pil ot data and the pilot stability data.
Havi ng t hese certificates of anal ysi s in hand woul d be an
advantage in setting data based specifications for a
drug.

So | see that as one advantage of this
proposal. Thosetines whenit's difficult to set the
final range of a specification, this would provide
additional datatothe center reviewerstowork withthe
firmto come up with a usabl e specification.

MR.  SHEI NI N: When you're doing the
val i dation studi es during technol ogy transfer, are the
val i dati on bat ches consecuti ve bat ches or can t hey be
t hree bat ches that just happen to neet your accept ance
criteria?

| think|'ve heardthat. If | can renenber
correctly, the validation batches have to be three
consecutive batches. |Is that always true?

DR. REYNCLDS: 1'mnot a conpl et e expert on
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the -- every regul at ory aspect of the validation work.
| knowthat the guiding principleisthat the process has
toremainincontrol throughthe course of the validation
batches. So that if a hurricane hits in between batches
two and three and there's a problem -- |I'm being
facetious.

But | think theissue-- the process hasto
be under control. And so, and clearly runni ng, you know,
20 batches and picking out three that work I don't

bel i eve woul d ever be accepted as show ng the process i s

in control.

Sothat's all | couldreally say. Whether
t hat -- the nuances of what nmakes t hi ngs consecuti ve or
not I'mjust not in a position to comment on.

DR. KASUBI K: | believe, just to conment on
that, theintent isto provide three consecutive batches
unl ess t here was sone reason, you know, a reactor woul d
break down, and then obviously that batch is not

consi dered as one of the consecutive ones.

But the intent is to have three in a row.

MR SHEININ. Andingeneral, canyou--|'m

sure there' s no standard nunber of batches that you're
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maki ng, but | woul d assune that you just don't goin and
nove t hi s process into your cormercial facility and the
first three batches t hat you nake are your val i dation
bat ches.

I s that a correct assunption, that there may
be a nunber of bat ches that you nake before you' re abl e
to get three consecutive batches that are neeting all of
your acceptance criteria? O wouldit befair for youto
say there are tines when you just go in and you set up
your equi pnent and you t est out your equi pnment and t he
first three batches that you actually nake neet the
criteria?

How often do you think that would happen?

DR. REYNOLDS: | think there's a m xed
practice that exists there partly because of the m xture
of conpl exity of processes. And | think firms someti nes
conduct specifictrials of particular parts of a process
that they think needs to be studied nost effectively.

I think al sosonefirnms may el ect, if they
thinkit's overall a conpl ex process, totry and study
theentire processinitsentirety prior tosettingthe

criteriathat they'll usetogointotheir validation
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exerci ses.

But | think it's a m xed practice and it
depends a | ot onthe strength of their own devel opnment
wor k, how confident they are inthe scale up. Andit
reallyis, | think, amxedpractice. But | don't think
you coul d say that it's always at either end of that

spectrum

MR. SHEININ:. Wuldit befair tosaythen
if youdidtry to prepare a sunmary of what you did
during validation, it woul dinclude successful runs as
wel | as what leduptoit and maybe unsuccessful runs as
wel | ?

| mean, those kind of data | think probably
woul d be hel pful tothe reviewers taking al ook at the
certificates of analysis giventhat, if we accept that
proposal , there woul d not be site stability fromt hat
site up front.

DR REYNCOLDS: M experience in proapproval
i nspections and di scussionswththefieldis that very
topicis discussedingreat detail. And any scal e up
wor k t hat was done in the plant, any fail ures during t hat

scal e up exercise are subject to a fair amunt of
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di scussi on and scrutiny.

So again, | don't -- and so that information
is reviewed as part of that whole continuum of
devel opnent and process validation. That's been ny
experiencewith fieldinvestigators during a proapproval
i nspecti on.

Sointhat forum | thinkit isreviewedin
quite a bit of detail.

DR. SEEVERS: Can | ask the conmttee a
general question? Because we're getting into sone
interesting details here. There's three different
proposal s here and we' re gettinginto agreat anount of
detail about the third.

Does the comm ttee feel that the nerits of
the first two proposals, relativetothethird, are such
t hat we shoul d spend nore tinme di scussingthethird? Is
t here anyt hi ng we need to tal k about t here or shoul d be
just dive in? That's -- which we seemto be doing.

CHAI RMAN BYRN: Yes, | think this is --
maybe we shoul d step back for a m nute and | ook at all
t hree proposal s and see if there's di scussion on the

first two. If there's no further di scussiononthe first
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two, then we can go back and di scuss the third proposal.

We got intothis because we weretryingto
clarify some points that Scott nmade and nowwe' re getting
intothe details. Soif there's no objections onthe
commttee, let's step back and | et' s hear any comment s on
the first proposal, whichistheoriginal threetiered
FDA proposal

Are t here any comment s t hat anybody woul d
i ke to make on that proposal ? Maybe | should say is
t here any support for continuing to investigate the
nmerits of that proposal or can we consider that the
commttee has | ost interest in that proposal, if you
will?

DR. SEEVERS: Froman Agency perspective,
onethingthat | think wewuldI|iketosee-- as | said
i nny presentation, aguidance of fers suggestions asto
the types of data and the tim ng of datato support new
drug applications and changes.

I think that if we all agree that PhRMA' s
proposal istheway togointhat event, therestill is
goi ng to need to be sone alternatives. And what | woul d

li ke to suggest to the commttee is that the Agency
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proposal fromMarch may serve as an alternativeif we go
in that direction.

We still feel that that has validity and may
make sense in terns of the needs of sone specific
applications. W feel that the datathat we' ve requested
inthat proposal woul d be adequate to support the new
site.

CHAI RVAN BYRN: (Ckay, solet's discussthis
opti on whi ch Bob i s proposi ng. Now, one scenari o woul d
be to go ahead and rul e this out as a primary option.
And we have two alternatives. Oneis to discuss this
option now, to assune that this w |l not be our prinmary
--aprimary alternative, but it would be an alternative
in some future guidance.

Maybe we can j ust go ahead and di scuss t hat
now. So the question on the table is what does the
conmm ttee t hink about the nerits of the first proposal
beingaprimary -- analternativeto some other optionin
a gui dance?

Maybe | can just say so you' re proposi ng,
Bob, that if people -- if one or the other two

alternatives were accepted as the main alternative, that
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peopl e woul d still be allowed to foll owthe original
Agency proposal, the three tiered proposal, as an
alternative?

DR. SEEVERS: That's right, because we'l|
get noreintothiswthdetails. For exanple, not every
firmright nowis doi ng validation before approval. And
it may not be possiblefor firnms to do validation before
approval .

For a particular case, the tinme |ine
involvedinthe three tiered proposal nmay be advant ageous
to them The Agency i s not saying that we no | onger
believe the data we' re requesting there are adequate to
support this.

So yes, | think it would be a worthwhile
alternative.

CHAI RMAN BYRN: Di scussi on.

MS. MALIK: Speaking from a H MA
perspective, | think -- and | certainly understand why it
m ght be inportant to retain that as an alternate
mechanism And | think certainly therew || betines
when either there's linmted data avail abl e or t here may

be sone questions about a process validation or a
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t echnol ogy transfer where you nay want to reserve that].

| think leavingthat inas analternate, |
think there were still some comments in terns of
categori zation, but I think those could be -- those get
intothe details and perhaps coul d be wor ked out, just as
sone of the details about the third proposal.

DR. SEEVERS: And we do have t hose coment s
in the public record. And if that is adopted as an
alternative, those comments wi |l be taken i nto account
and any revi sions that we feel are appropri ate woul d be
made.

DR. REYNCLDS: Yes, | think in discussions
that I'"ve had wth the industry group that | represent,
I think we couldcertainly accept the two choices of an
alternative. W' dwant to have that choice that the firm
coul d make.

And | think an additional comment is, with
regardto conplexity, isthere' s different ways to | ook
at that, but one way to |l ook at that is to say that
actually the conpl ex processes really do require the
conpl ex anal ysis that process validation provides.

So there's several ways to | ook at that
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conpl exity issue.

MR. BRADLEY: | thinkit'sinkeepingwth
t he concept of a gui dance to have alternati ves. Qi dance
i's not consi dered bi nding on either the Agency or the
i ndustry, but it does gi ve gui dance, as t he nane appl i es.

We woul d certainly not object to having
alternatives. What we would object to is having a
requi renment that we woul d feel is not suitable. Soif
there areto be alternatives, thenit comes dowmmto a
di scussi on of howto craft those alternatives so that
t hey are acceptabl e.

DR. KASUBI K: Yes, | believel can go al ong
withBill insayingthat, ina previous comment, that
sone of the definitions of what constitute noderate and
m nor certainly need to be clarified and rethought.

But t he general idea of having that as an
al ternative woul d be fine.

DR. SEEVERS: | agree with you. And as |
saidinm presentation, we recogni ze the fact that we
did not provide sufficient information in the '98
gui dance as to the i ssue of conplexity. Wetriedto be

nor e specificinthe March proposal by putting basically
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as many dosage fornms as we coul d on t here and saying if
your dosage formis this one, thisistheroutethat you
woul d want to take.

Let ne note for therecord, and Kinberly I'm
surew || correct neif I'"mwong, while the official
conmment periodis closed, the docket still exists. And
if yousubmt acoment, wewll receiveit and, given
what ever time constrai nts we have, do our best totakeit
into account.

So i f you have not yet comented or, onthe
basi s of today, feel that you need to add a comment to
t he public record, that optionis still open. If you
submt a comment, wew |l receiveit and do our best to
take it into account as we revi se the donesti c gui dance.

Am | correct in that, Kinberly?

CHAI RMAN BYRN:  Bob, onthis -- the three
tiered proposal, we still have t hese questi ons about the
definition of intrinsically unstabl e and conpl ex dosage
forms. Woul d that be resol ved by your comm ttee, those
definitions, or how do you propose to handle that?

DR SEEVERS:. As | said, we have a nore t han

adequat e set of conmmentary fromthe public at this point
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t o address that and knowi ng what t he concerns are and
per haps what changes need to be nade. |' mnot prepared
today to make a specific proposal and say this is the
change that we're going to do.

We are aware of that and | think can make
specific changes. It's very inportant that this be done
properly, but that's very nuch at a detail ed | evel that
| don't think would be appropriate for the subcommttee
to spend time on today.

MR. LACHVAN:. You have sone exanpl es here,
Bob, don't you, inthe draft docunent here of the ones
t hat are conpl ex or coul d be probl emati c? And that's the
nodi fied release solid dosage forns, |yophilized
products, |iposomal formulations.

CHAI RMAN BYRN:  Whi ch one are you readi ng
fronf

DR SEEVERS. That's in the questionthat we
handed out today?

MR. LACHMAN:  Yes.

DR. SEEVERS: Okay.

MR LACHVAN: So that's in here as exanpl es.

| f there are ot her ones t hat have t o be added, t hat has
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to be looked at. But there are exanples in here.

DR. SEEVERS: There are exanplesinthere.
What we' ve heard fromindustry isif afirmis making
nodi fi ed rel ease products, generally they feel nodified
rel ease products don't belong in the major concern
cat egory.

If afirmis making sterile |Iyophilized
powders, they feel that sterile |lyophilized powders don't
bel ong in the maj or category. And each of those exanpl es
we've received coments with specific argunents
addr essi ng whether or not it should belong in that
cat egory.

What we need to do is go through those
comments, address the scientific issues that are
presented there, and nake a final determ nation. The
basicideathat wetriedtocome upwithis|ess based on
t he manuf act uri ng process, nore based on the conplexity
of the drug product itself, andtheliability of the drug
product to stability failure.

Wthout goingintotoo nmuchdetail, I think
we can al | agree that nost of the stability failures that

are seen in practice relate to drug release
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characteristics, dissolution, etc., and less to
inpurities or to potency.

That' s why dosage forns that are -- where
the nodified rel ease of the doseis akey characteristic

of the dosage formpresent inour mnd a greater concern.

But again, | think that for each of those
dosage forns here, | can point youto specific coments
inthe docket where firnms that are nmaki ng t hat dosage
formhave said "for the foll owi ng reasons, you can be
| ess concerned about our dosage form" We need to
address those.

DR. PECK: St eve.

In the comments you received, were there
coment s about the definitions for maj or, noderate and
m nor in terns of expansion of those notations?

DR. SEEVERS: No, there were not. Let ne
say that we are workingwith the groupwithinthe -- the
stability coomtteeis workingwth the groupw thinthe
Agency that is revising the 31470 regul ati on and t he
31470 gui dance where t hese concepts are key, and we wi | |

be consistent with what comes out of that group.
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So at this -- but wew Il be follow ngthem
intime. At thispoint, it's premature to di scuss t hat
because that group has to do its work first.

DR. PECK: Thank you.

CHAI RMAN BYRN: One nore question. How
about that definitionof "intrinsically unstable"; is

t hat bei ng addressed?

DR. SEEVERS: That will have to be
addressed. | don't have a ni ce, neat sentencetotrod
out for youat this point. | thinkthe concept that we

arelikelytorelyonisthestability history, what's
been seen in primary and supportive stability data.

CHAI RMAN BYRN:  Just as a matter of sort of
a si de bar, the academ c experts spent consi derabletine
tal ki ng about intrinsically unstabl e drug substances and
i ssues surroundi ng those, so that's an issue. Wile
there aren't that many, the ones that areintrinsically
unstabl e are probl ens.

Ckay, so that's the first -- we've had
di scussion onthe first proposal. Andit seens, if |
coul d summari ze, that there woul d be m ni mal opposition

tothat as an alternati ve based on t hese di scussi ons t hat
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we' ve had.

I s there anyt hi ng el se anybody woul d | i ke to
say about that?

Ckay, let's goto the second alternative
which we're calling a hybrid, whichis ahybrid between
the original site specific proposal and the third
alternative. Can we have some comment on that to
det erm ne whet her there i s any support for that either as
an alternative or as a pri mary approach to t he gui dance?

Maybe Scott just wantstoreiterate. You
mentioned that that would not achieve any of the
| ogi stical goals, touse Bob's conment. That woul d not
achi eve any of the | ogi stical goals of PhRMA, is t hat
correct?

DR. REYNOLDS: Yes, | think it carries
basically the same burdenasthefirst, andit carries
the sanme liability of not providing the sane
opportunities for the best tool as the first as well.

DR. SEEVERS: I would suggest that it
actually has greater liability because, in order to
devel op adequate stability as a prinary stability batch

at the comercial site, you woul d have to nove your tine
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i ne back a year or nore.

That bei ng said, ny own personal senseis
there may be cases where this would be useful. [If we
| eave it out of arecomendationinthe guidance, that
woul d not preclude afirmfromdoing just what the firm
who suggested this did, and that isto bringit up on
their own.

Vhat we would like to avoid is doing
everything on a case by case basis, but to provide
gui dance that's useful tothe vast mpjority of cases.
And where a firmhas an alternative that may beto their
advantage in a specific case, we're always open to
di scussing that.

MR. BRADLEY: | woul d say that while the
gui dance shoul d gi ve a confort | evel tothe industry as
to what i s acceptable, it shoul dn't necessarily preclude
sonet hi ng t hat everyone woul d consi der val i d even t hough
nost conpani es woul d not want to use it.

So therefore, it m ght be easier for the
Agency to outline several alternatives that woul d be
acceptable if a conpany chose to use those over the

primary one that's stated inthe gui dance. So as | ong as
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it"snot required-- 1 think that's beenthe problemis
not whet her somet hi ng was al | owed, but whether it woul d
be required.

Andif it's--if what isbeingrequiredis
not reasonabl e or possi bl e by the vast majority of firns,
then it woul d be unacceptabl e inindustry's sight. But
t hat doesn't nean t hat sonet hi ng el se t hat one conpany
m ght prefer to use for one reason or anot her shoul d be
excl uded.

CHAI RMAN BYRN: Are you proposing, Bill,
t hat we -- because one alternati ve woul d be t hat we coul d
renove that and not nmention it at all. W could
reconmmend that it not be nentionedin the gui dance. But
I think you were sayi ng that maybe sone sent ences t hat
al l owed this or indicatedthat, you know, this is another
alternative should be left in the guidance.

Is that what you're suggesting?

MR BRADLEY: [|'mnot recomrendi ng one t hi ng
or another, but it woul d seemto ne to be easi er onthe
Agency if it weretoinclude alternatives that thenit

woul d not have t o address on an i ndi vi dual product basi s.
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DR SEEVERS: | agreewith that. My concern
is that the gui dance not grow unwi el dy with coveri ng
every alternative that's possi ble. Just as Kinmberly
beautifully read the standard conflict of interest
statenent, thereis astandard paragraphthat'sinthe
m croscopic print in a footnote on the first page of
every industry gui dance.

| can't quote it exactly, but basically it
says this places no obligation on the Agency or on
i ndustry. The sense of that, apart fromthe | egal ese, is
that if a firmhas another way of supporting what it
want s t o do, anot her dat a set, anot her way of obt ai ni ng
the data, the firmis wel cone to di scuss that with us and
we can cone to an agreenent that, in that particul ar
case, a different approach is acceptable.

I would rather not, in revising the
stability guidance, conme up with what anmpunts to a
Chi nese restaurant nenu for site specific stabilityto
address the issue we'retryingto address of saneness.
Two options -- speaking just fromnyself and t he revi sion
process, two options are workableinterns of spelling

sonet hing out in the guidance.
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When we go beyond that, | think it nmay
becorme unwi el dy and | ess useful to both the Agency and to
i ndustry.

MR. BRADLEY: | agree with Bob that we
woul dn't want to see an unw el dy gui dance ei t her, which
is why | didn't specifically recommend that this be
i ncl uded.

CHAI RMAN  BYRN: So maybe the nost
appropriate responseistoleavethiswiththe commttee
to determne whether -- it sounds |i ke we have this -- if
this were presented, it woul d be a second alternative,
not afirst alternative, and we can leave it with the
committee to determ ne whether it nmakes it unw el dy and
falls under the standard di scl ai ner at the start of the
gui dance.

I s that okay with everybody i f we just | eave
it tothe commttee? Okay, so we're going to | eave
optiontwotothe commttee. Option oneis the first
alternative. Well, by process of elimnation, that neans
option three would be the primary approach.

So | et' s conti nue our discussion of option

three. As we said, the di scussi onwas continui ng al ong
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thelines that first there's a di screpancy between the
Agency' s proposal of optionthree and PhRMA, and t hat
di screpancy i s whet her a validation summary woul d be
provi ded, and we were discussing the details of that.

So | think we can go back to that di scussion
now.

DR. SEEVERS: Let ne suggest an al ternative
to avalidationsummuary t hat woul d be sonmet hi ng t hat |
t hi nk coul d be readily done wi t hout gettingintothis
gray area between t he proapproval inspection and the
review at the center, and that would be the follow ng:

Ri ght now, firms submt executed batch
records typically of pilot batches. And at | east one,
sonetines nore, are submtted wi th a newapplication and
wi t h an ANDA. Coul d we have t he execut ed bat ch record of
one of thethreevalidationlots alongw ththosethree
certificates of analysis?

That woul d not be qualitatively different
t han t he execut ed batch record that's being submtted for
the pilot data. It would provide useful informationto
t he reviewer inthat he or she woul d be seei ng t he batch

record of the material produced as it is going to be
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produced for comrercial sale.

DR. KASUBI K: Are you proposing that as
instead of or in addition to?

DR. SEEVERS: Heavens, instead of. One
di scussion that we' ve had with industry over the yearsis
how many bat ch records are real |l y necessary. And we' ve
seen vol unmes and vol unmes of batch records. W do not
need all of those. And as we conplete work on the
t echni cal docunent, sone of those issues will be resol ved
and they're on paper.

But mnmy proposal would be instead of an
execut ed batch record for a pilot batch. It seens to ne
onthe fact of it that that woul d be nore val uabl e for a
revi ewer because it's the actual -- right now we're
seeing the proposed batch record for comerci al .

Seeing one executed | think would be
val uabl e, but I woul d not propose it inadditionto; |
woul d propose it as an alternative to.

DR. REYNOLDS: I want to make sure |
under st and. The mechani smby whi ch you feel you see a
pil ot batch record is through the NDA.

DR. SEEVERS:. Ri ght now we see it in the
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NDA. Typicallyit'seither for aprinmary stability | ot
or for aclinical lot. W see at | east one, soneti nmes
nor e, executed batch records. What |' msuggestingi s,
i nstead of a validation summary, which, Scott, you're
saying gets the review function well into the field
i nspector's job, sonethingthat areviewer nowsees is
t he execut ed batch record for a batch made at the pil ot
pl ant either clinical or stability.

I f i nstead of that we sawthe execut ed batch
record for the validation lot, you would not be
subm tting additional information, but the information
t hat you submt woul d be connected to t he commerci al
site.

DR. REYNOLDS: Yes, | think it m ght be a
little hard to manage the either/or aspect of that
because the -- you're trading of f the pil ot batch record
inthe NDA versus the validation batch record at sone
poi nt during the review process.

So that m ght beadifficult way t o nanage
that. And | guess | would al so ask -- we shoul d t hi nk
careful | y about what benefit that really providesthe

reviewer. |f the manufacturing process descriptionisin
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the NDA, the obligationfor thefirmistovalidatethe
process using that same manufacturing process.

The confirmation of that i s done as part of
proapproval inspection. So | think we should ask
oursel ves are we real | y addi ng newval ue by havi ng t hat
t here and coul d we real | y nanage t hi s ei t her/or aspect
since we' re tal king about i nformation conmnginbytwo
di fferent mechani sns.

DR. SEEVERS: Well, | think it woul d add
val ue and here's why. In asignificant proportion of
proapproval inspections of the comercial site, no
product has been nade as yet when t he i nspector arrives
because the inspection is scheduled as soon as is
practical sothat it can be conpl et ed and any i ssues t hat
m ght result in a 483 can be resol ved before t he goal
dat e.

That's beneficial to the Agency and to
i ndustry. \What that neans then is that the actual
val i dati on process datathat we're sayingis not acenter
reviewfunctionbut afieldreviewfunction my not be
seen until the next GNP i nspection, which coul d bethe

foll owing year or two years |ater.
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That' s the situation now. And that woul d
not change under this proposal. By seeingthe executed
batch record i nstead of the one for the pil ot batch, the
actual validated | ot production could be | ooked at.

Agai n, not as an i nspector would | ook at it,
but as a reviewer in the center would | ook at it.

DR. KASUBIK: If this record had to be
submtted as part of making the NDA acceptable for
review, then this would change the tim ng considerablyj

DR. SEEVERS: No, no, we're not talking
about submtting it at thetime the NDA conmes in. It
woul d cone in at the same tine the certificate of
analysis conesinfor thevalidationlot. Andthat's a
topic that we all know we need to get to is timng.

We may not want to go there just yet, but --

DR. KASUBI K:  Ckay.

DR. SEEVERS:. -- |'msuggestingthat this
woul d come in at the sane tinme as the certificates of
anal ysi s, whi ch woul d be very nuch toward t he end of the
revi ew process.

DR. KASUBI K:  Ckay.

CHAI RVAN BYRN:  And you' re suggesting this
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woul d repl ace t he need for a validation sumary? So now
what - -

DR. SEEVERS: Ri ght .

CHAI RMAN BYRN:  Your proposal woul d be t hat
the three certificate of anal yses woul d cone i n al ong
with one executed batch record from one of those
certificate of anal yses?

DR. SEEVERS: That's correct.

CHAI RMAN BYRN: And then no summary?

DR. SEEVERS: | think we could live with
t hat .

DR. PECK: |I'mcurious as what is being
defi ned as the summary of the validation process. Wat
does it enconpass?

DR. SEEVERS: | need to conment on that.
Remenber, this cane froma specific firm s proposal. W
have tal ked with that firmand, as Dr. Chen nenti oned,
t hat NDA has not yet been submitted. W have not cone to
a final agreenent with that firm

I think Scott's point isthat that notionis
sonewhat anorphous and, if it were to be used, woul d have

to be very carefully defined and imted. So your
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guestion is a good one. |It's not one that has been
answered yet i n our discussions with this individual
firm

And | think we woul d need to work further
withindustry ingeneral toconme to an agreenent if we
deci de that this validation sumary is aninmportant part
and adds value to the validation |ot rel ease data.

The reason | suggested t he execut ed batch
record-- and | want togive credit toDr. Chen for the
original idea-- isthat that's a concrete docunent that
al ready exists. It couldtake the place of a docunent
t hat we're seeing nowthat industryis submttingat the
time of NDA subm ssion

I't woul d add val ue i nthe sense of being the

actual executed batch record for the commercial site.

DR. REYNOLDS: Do you see it as val ue
because it's an addi tional confirmationthat yes, the
val i dati on bat ches were actual |l y nade; or do you see it
as sonet hi ng t hat woul d be scrutini zed and revi ewed f or
conpl et eness and whether it was -- provided all the
possible -- I'"mjust trying to understand what the

specific intent is to get out of that.

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




10

11

12

13

14

15

16

17

18

19

20

21

22

59

DR. SEEVERS: Onethingit will provideis
t he exact equi pnent that's used. It will nake cl ear any
changes in the manufacturing that have been made in
nmoving fromthe pilot site to the comercial site,
sonet hing that i s not al ways present i n an NDA subm ssi on
prior to approval.

Now, | et ne make a general comment here. W
wi ll, as an Agency, if we adopt sonmething |i ke option
three, have to do a great deal of educati on both of the
center reviewers, of the field personnel, and then an
i ndustry training on the guidance.

| spent a very productive afternoon | ast
week Wi th our conpliance staff di scussing this optionin
preparation for today, because they're concerned as wel | .
What we don't want to haveis center reviewerstryingto
perform functions that are better done by field
i nspect ors.

You, as an industry, do not want to be in
doubl e jeopardy. So we're in conpl ete agreenent here.
Now, no matter what we do, there wll always be
i ndi vidual errorsinjudgement. Qur conm tment woul d be,

one, to provi de the appropri ate educati on to our staff;
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and two, to follow up on any problens that ari se.

There is no doubt in ny mnd that by
focusing attention at the center onthe validationlots
it will create some confusion. We wi |l do our best to
avoi d t hat by education. And when probl ens arise, we
will deal with them appropriately.

DR. KASUBI K: | presune that the sane
criteria would then be applied to an ANDA, that the
val i dation record woul d be substituted for the current
batch record that's subm tted?

DR. SEEVERS: Let me speak to that. This
goes back to what Leon asked ne before. | thinkit would
be appropriate to say that the current requirenent of one
bat ch t hree nont h accel erated stability data when an ANDA
issubmtted represents the primary stability data for
t he ANDA.

If we can agree on that, then that's
anal ogous to the | CHdat a package for an NDA. That woul d
not change. What woul d be availableisif an ANDAfirm
w shed to change its comrerci al production site during
the revi ew process, this validation | ot rel ease data

opti on would be available to them
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My understanding i s that that i s an unusual
occurrence. Sol don't think that the stability data for
an ANDA, in terns of its subm ssion, would change
dramatical ly.

DR. KASUBI K: Let nme make sure | understand
t hat t hen. When an ANDA woul d get submitted, it would
get submitted as it is now --

DR. SEEVERS: Correct.

DR. KASUBI K: -- and t he approval woul d not
depend upon subm tting then a validationrecord | ater on?
DR. SEEVERS: Not unl ess --

DR. KASUBI K: Unl ess t hey changed the site
fromthe original.

DR. SEEVERS:. Ri ght, because general ly an
ANDA has t hat one bat ch nade at t he proposed commer ci al

site. In those rate instances where the site has

changed, this would provide a way of dealing with it.

DR. KASUBI K:  Okay.

MR. LACHVAN:. If the siteisn't changed,
normal |y the validation batchis nade after approval. So
it's --

DR. KASUBI K: Yes, that's correct.
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CHAI RMAN  BYRN: Okay, back on this
di scussion. Nowwe're tal ki ng about substitutingthe
val i dation sunmary with a val i dation batch record on one

of thethreelots they had the certificate of anal ysis.

Are t here any ot her t houghts t hat anybody

would like to express at this tinme about that concept?

DR. REYNOLDS: | think the only coment |
want to make is that we need -- from the PhRVA
perspective, we viewthe proposal that we nade actual |y
as asignificant effort towards conprom se. Validation
is not a requirenment prior to approval.

And we're |ooking for as sinple and
streanl i ned a manner to provi de evi dence t hat val i dati on
has been conpl eted, a tidy docunent to provide that,
provi de all of the additional i nformationto support the
detail s of validationwere carriedout, that the plans
for validation were carried out and established in
accordance wi th t he devel opnment work t hat was done and
the site situation.

And we'retryingtodothat inas sinply a

way, provide all that information and not provi de an
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opportunity for confusionto devel op, as Bob nenti oned,
as aresult of duplicate reviewand, you know, potenti al,
you know, different skill sets that people | ook in at
t hose dat a.

And | think we start torun-- this option
of providing the batch record starts to get into that
arena. And | woul d agai n suggest that we can get the
best benefit out of establishingthat the validation was
conpl eted through that certificate of anal ysis, and t hat
we really don't haveto goto that batchrecord |l evel,
and we don't beg the ot her i ssues of potential confusion
or potential doubl e jeopardy or potential duplicate
review of the informtion.

MR. LACHVAN. Can | ask a question onthis?
As part of the subm ssion of these batch records for the
val i dati on batches or the certification, or Cof Afor
t hose val i dati on batches, based on that subm ssion,
you're certifying that the validation was conpl et ed
adequatel y?

DR. REYNOLDS: | think that coul d be done
inplicitly and it could be done explicitly. | think

inplicitlyit'sthere. | thinkit's also possibleto
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devel op an explicit statement to that certificate of
anal ysi s that yes, these were three val i dati on bat ches,
and yes, thefirmis establishingthat the validation was
conpl et ed.

MR. LACHMAN: | woul d think that woul d be
nmore useful than a batch record personally.

DR. SEEVERS:. | proposed the batch record
because it seened | i ke areasonable alternativetothe
val i dati on summary. | think that what |' mhearing from
the commttee nenbersisthe certificates of anal ysis
ought to be able to stand by thensel ves without
addi ti onal subm ssi ons.

MR. LACHVAN: W ththe certificationthat
the validation was conpl et ed.

CHAI RVAN BYRN:  Waen you say certification,
Leon, you're talking about a --

MR LACHVAN It was successful ly conpl et ed.

CHAI RMAN BYRN: -- a statenent that woul d
just say -- a statenent woul d go al ong with these batch
records.

MR. LACHMAN: Wth the three C of A's.

CHAI RMAN BYRN: So there would just be a
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si npl e one sentence or two sentence certification, but it
woul d state -- it would state that the validation had
been conpl eted successfully.

MR. LACHVAN: And thenit's the fieldto
verify it, right.

CHAI RVAN BYRN: Is that -- are there
comments by the conmttee on that proposal?

MR LACHVAN | think that doesn't interfere
with the field s responsibility and also probably
satisfies the reviewer's concerns.

DR. SEEVERS: Can | go back, changi ng t he
topicjust alittlebit, toastatenent that Scott nmade
a fewm nutes ago, whichl thinkis acrucial one. Two
t hi ngs.

One, you noted that PhRMA has noved
considerably onthis. And | say that we appreciate that.
One concernis the concernof timng. Right nowit is ny

under st andi ng t hat a si gnificant proportionof firnms do

their validation at the comercial site post approval.

How woul d t hat affect this proposal ? How
woul d that be workabl e?

DR. REYNOLDS: You're exactly right. And
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that is-- that's the burdenthat thefirmis goingto
carrywith this conprom se. This makes val i dation an
assumed condi ti on for approval now, and that's goingto
add burdentothe firmto carry out that exercise al ways
bef or e approval rather than being abl e to manage it right
around the approval tine.

So we're tal king about people having to
routinely -- or not routinely, but every tinme shift that
exercise to always occur shortly before approval.

DR. SEEVERS:. Let ne suggest howt he Agency
m ght handl e this issue andthen|'d beinterestedto
hear what the conm ttee nmenbers think. | thinkwe could
handl e the availability of these certificates of anal ysis
in a simlar way that we currently handle the
availability of a final report on the inspection.

Whichis tosay if aninspection has been
done, a 483 i ssued, and the i ssues are not resol ved at
the ti me that we have to take acti on, we woul d reconmend,
i f everything el seis okay, an approvabl e acti on pendi ng
resolution of the inspection issues.

We coul d do t he sanme t hing sayi ng t hat we

woul d recomrend an appr ovabl e acti on pendi ng avai l ability
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of acceptabl e certificates of anal ysis onthe validation
rel ease dat a.

MR. LACHMAN: That would still hold up
mar keti ng t hough.

DR. SEEVERS: It woul d i ndeed.

MR. LACHMAN: Okay.

M5. MALIK: [f | couldconment and maybe ask
for some information. | would agree that having to
submt process validationinthetine frane that PhRVA
suggest ed woul d, for sone product |ines, conpanies, part
of the industry, essentially preclude themfromt hat
opti on because yes, they do performeither all or some of
t hat process validation post approval.

And sone of that is-- alot of it, infact,
isrelated to, you know, is it a newdrug entity. |
mean, even many NDAs are not newdrug entities today.
How many sim | ar products you' re manufacturing, the
conplexity of the dosage form and the manufacture.

I f we nove towar ds what you j ust proposedin
ternms of the reviewof that i nformation, what type of
timng do you see as reasonable for the revi ew?

DR. SEEVERS: Well, renmenber that it woul d
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not hol d up marketing any differently than conpl eti ng
val i dati on hol ds up nmarketi ng now. Wat we woul d need to
do, if we i ssue an approvable action -- let's nake it
very, very sinple.

Based sol ely -- not on clinical issues or
pharmt ox or any ot her CMCi ssues. Based solely onthe
avail ability of those data, we woul d want to turn around
an approval as pronptly as possi bl e when those data
becone avail abl e.

The resul t woul d be no si gnificant change in
the time line fromthe present.

DR. REYNOLDS: Yes, | think you' |l hear sone
ot her conment s about howthis wouldrelate to FDAMAi n
the presentationthis afternoon. But the details of how
t hi s woul d be done | think are going to have to be | ooked
at pretty carefully because, you know, FDAMA does not
allow for anything but a very, very significant
deficiency to CMC section to wi thhold approval.

Sol seeit beingalittle-- we'regoingto
have to spend sonme ti nme | ooki ng at the details of how
t hi s woul d be i npl enent ed because proapproval -- | nean,

sorry -- validation has to be done before the product is
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sent out the door.

But I mconcerned that we' re going to end up

DR. SEEVERS: You make a good point. It
m ght be nore appropriatethento put thisinas a post
approval comm tment that those data woul d be provi ded
prior tomarketing. That's one optionthat's consistent
with what you're saying.

DR. REYNOLDS: And that's basically the
burden that people have right now.

DR. SEEVERS:. 1 think the goal would be, in
adopting this, totake what works i nthe current system
and provide as mninmal a change as possi bl e.

MR SHEININ: | thinkthe whole gist of this
al ternate proposal that canme in fromone of the drug
conpanies was a -- is an alternative to what we were
suggestinginterns of site specificstability. Andthe
proposal, as | renenmber it, was that those -- the
certificates of anal ysis and t hose t hree bat ches woul d be
submtted a m ni rumof three nonths prior to the due
dat e.

Then t her e was sone t hought of maybe phasi ng
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that i n over a period of ti me because of schedul es t hat
conpani es have cone upwithinterns of their marketing
pl ans. So over athree year period, that ti mng woul d be
noved up fromone nont h before the due date to t wo nont hs
tothree nonths over that periodof tinmeto allowcapital
expendi tures and building and things to be done.

It seenstonmeif wewretogotoasystem
where this was a Phase I Vcomm tnment, thenwe'reinthe
sane pl ace we are today, but we have no other data to
verify that technol ogy transfer has been done because
there woul dn't be any site specific stability.

So | don't think that's a workabl e sol ution
tomake it a Phase lVcommtnment. | do think the fact
that we're tal king about the timng and some of the
probl ens that the timng mght create for sonme conpani es
is avery strong argunment on why we want to have nore
t han one proposal in the guidance, if that's the
direction we end up with.

Tolimt it toone, yesit's a guidance and
conpani es can al ways have an al t er nat e approach; but if
we have nore t han one opti on avai l abl e, then, dependi ng

on t he conpany' s nar ket i ng pl ans, they coul d choose one
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over the other and | think that woul d be a goodthingto
have.

| just -- | wouldreally be strongly agai nst
sayi ng t hat woul d be a Phase | Vcomm t nent. The whol e
i dea was t hat t hose data on t hose t hree bat ches woul d be
avai |l abl e prior tothe approval of the application. And
| agree, we do not want to hold up approval of an
application waiting for those data.

So it woul d have t o be one approach or the
other. And either way, there woul d have t o be sonet hi ng
done ei ther prior to approval or dependi ng onthethree
ti ered approach. There's one optioninthere for the
products where there would be a mnor -- that in the
m nor category, that those stability data could conein
post approval.

DR REYNOLDS: Again, | think you'll seein
t he subsequent presentation sone -- you know, the
suggested kind of roll out of when that could be
subm tted prior tothe PDUFAdate. | think the question
still is out there about why an approvable letter
coul dn't be issued and with the understanding that it was

contingent upon recei pt of these data.
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DR SEEVERS: | think that's what | said, an
approvabl e letter. An approval letter with a Phase |V
comm tment is what Ericis saying woul d not work because
t hen t here woul d be no up front -- there woul d be no dat a
bef ore approval in the normal user fee reviewtine.

So part of what we're hearing fromPhRMA - -
and, as you say, | snuck a peek at Toby's notes. What
we're hearing is that part of this proposal would
represent a phased ininplenentationinternms of the
timng of the subm ssion, but it woul d al ways be before
t he goal date.

And if the data are not avail abl e before the
goal date -- and we recogni ze t hat schedul es change,
t hi ngs happen -- then what | understand Eri c t o be sayi ng
i's we woul d not be able torecommend, froma CMC poi nt of
vi ew, straight approval, but rather an approvabl e pendi ng
subm ssi on of those data.

Now, one of the things that we need to say
isright now, i f you have an approvabl e acti on for CMC or
anyt hing el se and you submt the datato be a conpl ete
response, thereis, accordingto FDAMA, a certain period

of time in which the Agency nust then act on that
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subm ssi on.

If the only thing you're submtting are
those three certificates of analysis, it would be
unli kely that we will take that full amount of tineto
respond. | don't knowthat we need to provi de a separate
comm t ment and schedul e because | don't thinkthisis
goi ng to happen very often that the only i ssue woul d be
the availability of those data.

However, if it is, we ought to be ableto
respond very pronptly so as not to del ay marketing as
soon as those data are avail able. In practice, however,
therewill beclinical questions, therew | be pharmtox
gquestions, probably therew |l be other CMC questions to
be addressed that result i n an approvabl e acti on rat her
t han a straight approval.

MR SHEININ. | want to clarify what | said.
| thinkif the only thing standi ng bet ween approval of an
applicationis the data onthose three certificates of
analysis, | don't think we could mke that an
approvability issue.

And | think that's the fallacy here, that

ei ther those data have to come in prior tothe due date
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or we have to have the ot her alternati ve as an approach.
| don't think it would be workableto hold up approval if
that was the only issue.

And | agree with Bob. Most of the tine
there will be nore issues than that. But as we nove
further into FDAMAtoo, | thinkthetendencyistotryto
resol ve as many of the i ssues as possible prior tothe
initial due date sothat theinitial action would be an
approval .

And | believe the data showed froml ast year
t hat sonewhere i n the order of 50%o0f t he NDAs wer e bei ng
approved on the first cycle. You know, I coul d sense
that | don't thinkthe Agency woul d | ook very favorably
on hol di ng up approval only for those certificates of
anal ysi s.

And | don't want to speak for industry, but
| can al nost guarantee that if it was one of your
conpani es and the only thing standi ng bet ween you and
approval were those three certificates of anal ysis,
t here woul d be a very | oud squawk t hat coul d be heard
across the country.

DR. SEEVERS: All the way to Capitol H
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MR. SHEININ: So | don't think that's a
wor kabl e sol uti on.

DR. SEEVERS: So what you' re saying, Eric,
isthat there has to be an absolutely firmcommtnent to
provide those datainatinely fashion. Andthat's going
t o be a probl embecause not every firmis goi ngto neet
t hat conmm t nent .

MR. SHEININ: That's why we have -- you
woul d have an al ternative programin the gui dance and
that would fall back to the three tiered proposal.

DR. SEEVERS. So we're sayi ng do one or the
ot her, but don't do one and t hen not get the datato us
on time?

MR. SHEININ: That's right.

CHAI RMAN BYRN: Maybe this -- we're
schedul ed for a break at 10:15. Wy don't we take a
break ri ght nowand reassenbl e at 10: 30. It seens t hat
we have t wo open questions that we're di scussing or we
need to work on a little bit nore, and that is the
validation -- the question of the validation sumary, and
t hen we probably need to discussthistimngissueina

little bit nmore detail.
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So let's reassenble at 10: 30.

(Wher eupon, the foregoi ng matter went of f

the record at 10: 10 a. m and went back on

the record at 10:31 a.m)

CHAI RMAN BYRN:  We' || start in about two
m nut es.

Okay, we' ve decided to nove ahead with t he
open public hearing. Thereason for thisisthat these
timngissues that we were di scussing prior tothe break
areintimatelyrelatedto sonme of the presentationsin
t he open public hearing, so we felt it would be nost
appropriate to go ahead and have t hose i ssues addr essed
by the public, and then the comnm ttee could continue
di scussi on.

The order of the open public hearingis Tony
Amann fromEon Labs wi || speak first, then Toby Massa,
and thenwe will openit uptoyouall. And any of you
that woul d i ke to make a presentati on woul d be wel cone.

So we'll begin with Tony.

DR. AMANN: Ckay, thank you, Steve.

| ' mspeaki ng on behal f of the NAPM | am

t he chai rman of t he NAPMTechni cal Conm ttee, and t he
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comments will result as a joint of the generic -- at
| east fromthe generic, one of the generic associ ati ons.

Next slide, please.

| think the overall principle, as we've
al ready nmenti oned this norning, onethingis that NAPMi s
not chal |l engi ng t he requi renent of three full vali dated
producti on batches at production site.

However, because of the situation with
generics and because thereisreally notarget date set
of when we have approval, basically we want to have t he
little caveat with our requirenent be prior to marketing
rather than prior to the approval.

Next slide, please.

There were some comments, at |east sone
proposal s, that came out and 1'd |i ke to make a coupl e of
conmment s on t hose proposal s. The comment one was t hat
there' s amjor requirenment for nodifiedrel ease and
transder mal patches.

And again, they require stability studies of
t hr ee bat ches.

Next slide, please.

I think again-- and we' ve tal ked about it
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previously, at | east for generics, is that there should
be a consideration to be given for the body of data
avai |l abl e at the sane tine that a certai n anount of SUPAC
change are al | owed, which actually can be done prior to
approval as well, and sone parts are al ready bei ng used
ri ght now.

And the other one at the end is there's
real ly no evi dence that nodifiedrel ease and transder nal
pat ches behave any different fromthe sinple dosage
forms. At |east at the |l ast advisory conmttee neeting,
when Dr. Seevers pointed out quite afewof the failures
when we revi ewed t hose t hings, we pretty well felt that
t hose failures were randomevent as it relatestosite,
but were nore involved with issues that would have
occurred evenif they woul d have been done at t he sane
site.

Next slide, please.

VWhat t he NAPMreconmends, at | east for the
nodi fied and transdermal, is that the stability studies
on one bat ch woul d be sufficient or shoul d be sufficient
if sufficient prinmary datais avail able. Again, at the

tine that the project is approved, we're tal ki ng about
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for transdernal patches 20, 25,000 units versus 100, 000
for tablets.

And our contentionis that it's probably
nor e vi abl e and certainly nore neani ngful to have full
producti on bat ches of three, four hundred t housand, nmaybe
amllion patches, aswell asamllionor plus tablets.

And certainly if there's no body of
i nformati on avail abl e, then certainly one can revi ew
agai n whet her or not the three data or three lots is
sufficient. Andcertainly sone of these, one or maybe
two of those batches, could be |aboratory scale up
bat ches.

Next slide, please.

A commpn one again was that the
consi deration of -- at | east for generics again -- that
t he met er ed dose i nhal es i n dry powder inhal ers shoul d be
maj or changes and woul d require againthree stability
bat ches even prior to subm ssion

And next slide, please.

The cormment we have here i s that basically
withall those, the devicereally controls the particle

size, spray pattern, anount delivered; that the
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formulationinitself or for these netered dose and dry
powder inhalersisreally amninml insofar as what is
bei ng done really at the site.

Therefore, it i s questionabl e whet her or not
therereally needs to be three batches to be done when
you have a site change rather than to have one.

Next slide, please.

The third comment really conmes again.
Again, | think it reallyis apoint whereit conesto
about the subm ssion of stability data. There was one
proposal bei ng made about having it m dpoint inreview
cycl e.

Wel |, with ANDAs, we don't real |l y knowwhen
the mdpoint is. Andif sonetine doingthe tine data
revi ew process bei ng done, howis it goingto be handl ed?
Certainly there' s noissue when you havetodoit with
the approval with initial subm ssion.

Certainly there's noissue whenyoudo it
after thereviewcycleis conpleted. But duringthere,
there's a couple of things that really is sort of
concerning to us.

Next slide, please.
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And that is really that when you do have a
subm ssion, with a subm ssion, the first response from
the FDA, would that -- if we do submt it with afirst
response or any response, are you goi ng to go back again
to the begi nning.

Because, at this point, certainly any ki nd
of stability informati on woul d be consi dered a maj or
docunment to be submtted duringareview Andinthis
case, in nost cases, we're going to wind up being at
begi nni ng again and | ose all of our sight.

That' s real | y not acceptabl e froma generic
poi nt of view W don't want to dothat. Then the other
case is this first response mnor? Wuld that be
consi dered m dpoi nt ? Doi ng a major, certainly you can
subm t t hi ngs because a nmaj or anmendnent i s goi ng to put
you back nore or | ess then you woul d rel ease anyway, so
therefore submtting that takes tine.

But again, it's really not an ideal
situation, sowereally don't reconmend to have maj or
amount of data to be subm tted during a reviewcycle
because it will kick us back again. It will affect our

approval, and that's not what we're trying to do.
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Last slide, please.

Real | y what we cone down to i s agai n t hat
t he support -- andthisisreally sort of inconcurrence
with everything |I've heard this norning -- is we
certainly have t he sane recommendat i on t hat t he st at enent
about therel ease data onthree validation|ots nade at
the comrercial site plus a summary of the validation
process, if the firmhas submtted the recomended
primary stability data required for ANDAs.

That certainly is not unusual because t hose
t hi ngs are bei ng done ri ght now. W don't want to get in
doubl e j eopardy, as Dr. Seevers poi nted out this norning,
that we wi || have this information at boththe district
revi ews and t hen we have t he Agency -- CDERreviewit as
wel | .

That' s goi ng to cause sone conflicts. But
theinformationis there. Validation batches are being
done. And we have -- the contentionis that based upon
everything that we're doing, we are validating the
process at the manufacturing site prior to manufacturing.

And | think I want to hit the -- prior to

mar keting. And | want to point it out becausethereis
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some maj or di fferences i n howt he subm ssi ons are bei ng
handl ed and NDAs and ANDAs.

Thank you.

CHAI RMAN BYRN: Are there any points of
clarificationfor Tony, any questions, clarification
guestions?

DR. SEEVERS:. 1| just want to poi nt out that
Dr. Amann's comments are reflected inthe public record
al ready, and these are exactly what | was referringto
bef ore when | saidthat we want to take t hese comments
i nto consideration as we provide arevisionof thesite
specific stability option for the final guidance.

The key point | just want to clarify that
t he generic industry is concerned about is that we had
proposed t hat t hree bat ches woul d be necessary up front
Wi th accel erated stability rather than one for certain
dosage fornms, the ones that you outlined in your
presentation, and that is your key concern.

Is that correct?

DR. AMANN: Yes, that's one of the key
concerns, yes.

DR. SEEVERS: Okay. Wbul d you agree that
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the data subm tted in an ANDA, currently one batch, three
nont hs accel erated for all dosage forns, serves as t he
primary stability data for that drug?

DR. AMANN: Yes, | woul d.

DR. SEEVERS: Okay.

CHAI RMAN BYRN: Any ot her questions?

Okay, thanks, Dr. Amann.

MR. SHEININ:. | have a coupl e of questi ons.
One, in your -- on your slide with the NAPM
recommendati on where you said stability studies onthree
bat ches, if insufficient primary data are not avail abl e
woul d be a noder at e change, you didn't nention this, but
it's onyour slide that, of the three batches then, two
coul d be | ab scal e i n your opi ni on and only one woul d
have to be pilot scale.

Is that what you're saying?

DR. AMANN: Yes, one woul d be t he regul ar
normal one-tenth batch or 100, 000 pl us.

MR. SHEININ: And t he ot her two woul d be | ab
scale --

DR. AMANN: Yes.

MR. SHEININ: -- for an ANDA?
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DR. AMANN:  Yes.

MR. SHEI NI N: Okay. And from your
concl usi on, what you're saying-- | want toget clear in
my mnd--isthat if youwent with your reconmendati on
t hat you woul d have rel ease data on the three val i dati on
bat ches, fromyour perspectivethis would coneinafter
approval ?

DR. AMANN: There's two things. The answer
isit could be after or before. There's two things.
Approval s for ANDAsS soneti nmes occurs a year or sSo prior
tothe market exclusivity. So we don't needto want to
make t he bat ches before t hen because at that tine that
t he market exclusivity expires and we can go on the
mar ket, we basically have to throwthe t hree bat ches anay
because we don't have enough expiration dating.

Sothisis why we're tal ki ng about the poi nt
prior to marketing, which is really a requirenent

MR. SHEININ: Those are called tentative
approvals, I think. |Is that what they call thent

DR. AMANN:  Yes.

MR. SHEININ: OCkay. And if it was an

approval where thereis no question about -- the patent
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is expiring nowand you' re ableto market thedayit's
approved, how would that fall into that situation?

DR. AMANN: | f we woul d know exact |y when we
woul d get the approval, then that woul d be certainly a
way t hat we can organizeit soit can be done prior. But
we -- at this point, at | east at our firm we have a very
difficult tinme anticipating when we get the final
approval .

DR. SEEVERS: | have a suggestion for
knowi ng when you get the final approval. |If youagreeto
user fees, then --

(Laughter.)

DR.  AMANN: No comment .

CHAI RMAN BYRN: O her questions for Dr.
Amann?

Okay, thanks very nuch, Tony.

Okay, our next speaker will be Dr. Toby
Massa fromEli Lilly speaki ngwth PhRVA coments. And
as | said, many of these comments will berelatedtothe
timng i ssues that we were discussing.

DR. MASSA: Good norning. |'mToby Massa.

" mDirector of Regulatory Affairsat Eli Lilly, and 1l am
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chairing the worki ng group at PhRMA on site specific
stability and |I' maddressi ng ny comment s t oday as a PhRVA
rep.

PhRMA has coment ed nunerous tinmes inthe
recent past, and these are just sone of theinteractions
we've had with FDA on the issue of site specific
stability. Obviously we've been very invol ved and have
commented quite frequently.

I nthe past, we've nade comments to t he 1987
gui dance, as well as the draft gui dance from' 98 and t he
revised guidancein'99. AndIl'dliketoreviewsone of
t he comment s t hat we' ve nade. And sone of these are ki nd
of rehash fromthe March 31st neeting, but | thinkit's
i mportant for the conmttee to hear them again.

I nthe 1987 gui dance, thereis noexplicit
requi renent for site specific stability for the drug
substance. As a matter of fact, that gui dance says t hat
the stability of the drug substance is to be denonstrated
once per nmet hod of manufacture. And thereis nothingin
there that refers to site changes or scal e up.

Bob and | have debated quite al ot on the

second i ssue as to whether or not there is a product
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requi renent. And even if we concede on the fact that
there is a product requirenent, we feel that that's
super seded by | CH QLA whi ch FDA si gned and published in
1994.

And t hat brings us to comments on the ' 98
document. We definitely do feel that the | CHdocunent
does nmake a st at enent regardi ng site of manufacture. The
i ssue and debat e revol ves around t he comment on pi |l ot
scal e versus pilot site.

But clearly the | CHdocunent does say t hat
t he bat ches shoul d be representati ve of cormerci al, they
can be made at pil ot scale. W' ve always i nterpreted
that neaning pilot site. But it al so goes onto say t hat
i f production batches are not includedintheinitial
application, that the applicant is to make a conm t nent
to put the first production batches intothe comrerci al
stability program

And in the ICH Q1 revisions, there is a
definition being proposed of what a production batchis.
And a production batch specifically is beingdefinedas
made at the commercial site w th conmercial equi prent at

commer ci al scal e.
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| think | have that right. Now, to our way
of thinking, it may be intuitive, but why woul d | CH have
those coments in there if they did not feel site
specific stability was not arequirenent? Alsointhe
'98 draft we kept asking for what i s the questionwe're
trying to answer with site specific stability.

It did not beconme clear to us until the
Mar ch 31st neeti ng when FDA presented t heir exanpl e of
issues that they felt wererelated to site stability
issues or sitestability factors. And a group of usin
i ndustry | ooked at these and we felt that i n nine out of
t he ten cases, and naybe ten out of the ten cases, that
theseissues arereally norerelatedto validation and
qualification rather than stability.

Next one, please.

Based on t hat and sone di scussi ons t hat have
been held since the March 31st neeting, we've put
t oget her a conprom sed position, and al ot of this has
been di scussed earlier, and that consists of certificates
of analysis for thethreevalidationlots, submssionto
t he NDAthree nonths prior tothe PDUFA action letter

date with the three year phase in, and t hat addresses
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sone of the issues that were nenti oned bef ore about some
conpani es not doi ng val i dati on as part of the proapproval
requirenment.

And we felt that this woul d be an adequat e
way of getting those conpani es adequate tinme to nodify
their plans to conme up to the three nonth subni ssi on
date. The validation batches, since norethan likely
they are going to end up being the first three conmerci al
| ots, would go up onto a stability program and t hose
data woul d be submtted in the annual report as per
current practice.

We do not feel that validation date, nor
summari es of the validation, should be submtted. Now,
our conprom se we feel better addresses FDA concerns
because it addresses the i ssue of validation and has the
process been properly transferred.

And we've talked a | ot about that this
norni ng al ready. | think theissue of should validation
data or summaries be submttedis addressed by t he second
bullet. W have a systemin place right nowin whichthe
field addresses GW issues and validation issues.

And this is consistent withthe 1994 |l etter
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t hat Janet Wbodcock and Ron Chesenore sent to i ndustry
sponsors i n which the responsibilities betweenthe field
and the center were delineated.

And with regard to validation, with the
exception of sterile process validation, whichisthe
responsi bility of the m crobiol ogy group at the center
all validation issues were assigned to the field.

And there's a | ogical reason, as Scott
menti oned, for that. And that validationis not just
| ooking at thethreevalidationlots. It's |ooking at
t he conti nuum of devel opnent through scale up and
validation at the site.

So we feel very strongly that that's the
pl ace wher e val i dati on ought to be | ooked at, i ncl udi ng
val i dation summari es, because that's where the primary
responsibility Ilies. If we do that, we avoid any
potential for di sagreenents between the center and the
fieldoninterpretation of validation data, adequacy of
val i dati on.

The fiel d are t he ones who are charged to do
that, and we think it ought to stay that way. And we do

feel that this does represent a true conprom se.
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One of the things that we were asked to do
inpreparationfor this meetingis address the i ssue of
sanmeness. And | think what we're proposing i s consi stent
wi th sonet hing el se that was i n FDAMA, Section 116, whi ch
dealt wi th manufacturing changes.

What we're tal king about here is a site
change. It may or may not be associ ated wi th scal e up.
Most times it is. But basically what we're tal ki ng about
here i s a manufacturing change. In Section 116, FDA said
that a major change -- or a change would not be
consi dered a maj or change i f there were no changes to
specs or formul ati on.

It al so said that any manuf acturi ng change
had t o be done i n a GW envi ronnment and t hat t he process,
what ever it was, had to be validated. So we think that
i f that's good enough for denonstrati ng sameness with
manuf act uri ng changes, it ought to apply here in going
froma pilot plant to the conmercial site.

Al so, as we' ve di scussed nunmerous tines,
thisrelies onvalidation as the indicator of process
transfer. 1 thinkit really needs to be driven hone t hat

thisreallyis aconprom se for i ndustry. For those of
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you who nmay not be fam liar with FDAVA Section 124 or the
Senat e report that acconpaniesit, these are coments
that come fromthe Senate report.

And | thinkit's inportant tol ook at what
t hat says, that t he FDA can revi ewand approve new dr ugs
and bi ol ogics on the basis of pilot and small scal e
manuf acturing informati on; that the conpany can be
permtted to scale up to a large facility after the
product is approved; andit is not theintentionthat the
pilot plant is what's approved here.

Scal e up can be done on t he basi s of process
validation. Andthe key thingisthat onlyinveryrare
cases should this information be required as a condition
of approval. Now, intheinterest of conprom se, because

we knowthat the i ssue of site specific stability has

been a very contentious issue, we are foregoing this.

De facto, validation is going to be a
condition of approval. Sothistrulyisalargestepfor
certainly PhRVAto t ake because we fought very hardto
get this into FDAMA. So we really do feel that this
represents true conprom se.

W al so feel that by virtue of the fact that

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




10

11

12

13

14

15

16

17

18

19

20

21

22

94

t hese batches will goonto stability, that FDAw || get
toseesitespecificstability, albeit it will be part of
t he annual report. FDA al so gets to seethat validation
is conpl eted and nowwhat will beinall cases prior to
approval .

Now, there's one thing |l want to make sure
t hat everybody under st ands what we' re t al ki ng about when
we tal k about -- you can turn the slides off. Thank
you.

We keep tal king about three validation
bat ches and three certificates of analysis. And now
we' re tal ki ng about possi bly subm tting one batch record
fromthat validation. Therealityis we're tal ki ng many
bat ches here.

Because in nost cases, you're talking
mul ti pl e dose strengths, nmultipl e package presentati ons.
I n some cases, you're tal king about multiplesites. So
| want to enphasize this primarily to the FDA
represent atives because what you' re asking for is to get
this data -- nowwe' re tal ki ng about a phase i n over
tinme.

The certificates of anal ysis and
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certificationthat the validationis conpletedwe think
i s somet hi ng t hat can be revi ewed very qui ckly and shoul d
not i nmpact onissuingof theultimateletter in concert
with the PDUFA action |letter date.

While we're not necessarily opposed to
subm tting a batch record, because a batch recordis part
of the NDA whet her or not it's submtted, we don't have
a problemwith that. The concern | woul d have is the
revi ew of those batch records and is that going to be
doneinatinely fashionthat will allowany issues to be
di scussed and hashed out before the action letter

And obvi ously it takes tine for an acti on
letter tocircul ate through t he Agency for signatures, so
we really don't have three nonths. In reality, we
probably only have a nonth and a hal f or two nonths in
order for that process to occur.

Soif we'retalking multiple batchrecords
here, we need to make sure that that's what we real ly
want to do, and what' s t he val ue- added of that going to
be when val i dati on batches will be | ooked at or can be
| ooked at by the field.

That' s sone of ny comments and |’ d be happy
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to answer questions.

CHAI RMAN BYRN: Questions for Toby?

MR. SHEININ. | have nore -- just sone basic
coments and questions. | think Toby is correct in
saying PhRMA is com ng a | ong way fromyour previous
position and this does represent a true conprom se.

I think the sanme thi ng can be sai d about t he
FDA position. And | hope everybody recogni zes t hat al so,
t hat we are com ng a |l ong way fromour previ ous position
andtryingto conprom setoget toa point that boththe
regul ators and the i ndustry will be confortabl e wi th what
we have and FDAw || still be fulfilling our m ssion of
protecting the public health.

| don't want to debate sone of the things
you sai d, Toby. You know!l don't agree with everything
you sai d and you don't agree with everything that we've
said, and | don't think this is the place to do that
since we're noving towards conprom se.

| did want to bring up one thing though,
that | think at sonme poi nt we may have t o have a group
that will try to standardi ze on what should be in a

certificate of analysis. Those of you who wor ked for one
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conpany your whol e career, you probably see one type of
certificate of analysis.

I f you change conpani es or if you ever have
the opportunity to work for the Agency, you see
certificates of analysis that range all over the board.
Sonme give a lot of information, sone give al nobst no
i nformation.

And one of the areas that we would liketo
seeinthecertificate of analysisis actual nuneri cal
values. So, for exanple, if you're testing for the
presence of aninpurity or several inpurities and your
acceptancecriteriasay |l ess than.2%of thisinpurity or
| ess than 1%of total inpurities, we wuldliketo see
inacertificate of anal ysis actual val ues for those
impurities and not just have the COA say pass.

And | think that's sonethingthat we needto
get acrosstoall theindustry, that the certificate of
anal ysis has to have sone value if it's going to
supersede our desireto seethesite specificstability
dat a.

DR. MASSA: One comrent | do want t o nake,

Eric. Andit'strue we don't al ways agree, but | think
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if we |l ook at howthis process has gone where t here has
been open di al ogue and a good exchange of i nformati on,
and if we al so | ook at the BACPAC 1 process, we think
those arereally two good exanpl es of howal |l gui dance
ought to be handl ed where there i s open di al ogue r at her
than trying to, you know, get a gui dance out there by a
certain time for whatever reason.

And | think it's inportant that we have
t hese discussions before we get to even the draft
gui dance bei ng out there, that there be -- as inthe case
of BACPAC. Because | think it doesresult in abetter
process and certainly a better gui dance that, whil e we

may not be totally in agreenment on the gui dance, it does

get industry and FDA a | ot closer to where we end up.

DR. SEEVERS:. 1'dliketo conment, Toby, on
your point, whichl thinkis averyinportant one, that
we have t hi s magi ¢ nunber of three Cof A s in our m nd.
But inreality, therew ||l be many di fferent packagi ng
presentations, different strengths, etc.

I thinkthat what woul d need to be doneis,
duri ng t he pre- NDA neeti ng, we woul d have to cone to an

agreenment with the firmon whi ch dosage form-- which
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packagi ng presentations, which strengths and so forth
woul d need to have the actual C of A's submtted --

DR. MASSA: Yeah, we'd agree with that.

DR. SEEVERS: -- rather than cone tothe end
and have a revi ewer say, "But what about t he HTPE bottl e
i nternedi ate size?"

DR MASSA: Yes, we'd agreewiththat. That
ought to be a di scussi on we have at end of Phase Il when
we tal k about what the plans are to get to the actual
NDA. | think that's sonething that absol utely ought to
be included there.

| think that's the right place for it.

DR. SEEVERS: But | think that the sort of
bracketi ng principlesthat we've proposedinthe draft
gui dance nmay have applicability here.

DR. MASSA: Yes, we wouldn't argue with
t hat .

CHAI RMAN BYRN:  Any ot her questions?

Ckay, thanks very nmuch, Toby.

DR. MASSA: Thank you.

CHAI RMAN BYRN: Okay, are there comments

fromthe fl oor? Wuld anybody |i ke to make a coment
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fromthe floor?

Bob Juerssi.

Bob, if you'd just conme to one of the
m crophones. Here's oneonthis sideand alsoonthis
Si de.

DR JUERSSI: |'dliketo point out that the
requirenment, if it goesintoeffect of three validation
batch -- the validation bei ng done before approval, is
going to have arather | arge i npact inthe generic area
even though it's only limted to where a firm
manuf act ures t he commer ci al batches at adifferent site
than the bio or test batch.

And that's because there's alot of virtual
conpani es i nthe generic busi ness. Not every generic
conpany manufactures or has a manufacturing facility. So
t hey may have a bi o batch nmade here and a commerci al
product made here for several reasons.

Thi s outfit may not be abl e t o nake t he si ze
batch that's needed comercially, etc. Now, thisis
goi ng to have an i npact on excl usivity because it's going
to affect the date of approval. And that's big. The

Agency just went toalot of troubletotal k about sone
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of the excesses that occur with exclusivity.

Okay, they've put out a notice, aFederal
Regi ster notice, that it's openfor comment yet. So |
think that's sonmething this group has to consi der, the
i npact thisis goingto have on the generic industry,
because nost generic validation is done after approvall

Sone i s done before. It depends on howl ong
you have to wait for approval.

The other thingl'dliketo point out or 1'd
liketonmention, that | think |l heardthefollowingthis
norni ng: that if youtook the option of sendinginthe
three Cof A's but didn't make it inintime, say three
nont hs before t he PDUFAdate, or youdidn't make it in at
all, it would not hold up approval.

I thought that's what | heard Eri c Sheinin
say. |If that's true, who would take the other option?

MR SHEININ: That's a very good poi nt, Bob.
And | guess partly what we would be relying onis a
comm t ment nmade by a firm and we woul d expect that firm
toliveuptothat coonmtnent. And what you're proposing
isthat afirmwould nmake a commi t ment and t hen not honor

it.
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And t hat does happen. | woul d hate to think
that that would be the norm for the pharmaceuti cal
i ndustry. There are perhaps ot her things that coul d be
usedtotry to hel p aconpany neet their conmtnents such
as what woul d your expiration dating periodbeif you
didn't nmeet the commtment as opposedtoif you did neet
it.

| don't know. We would have to discuss
internally, I think, some ot her options that we m ght
have. But ny feelingis the pharmaceutical industryis
an ethical industry. And if a conpany makes a
commtnment, | would expect themto live up to it.

And as | said, | hate to think of where
we' re going if conpani es knowi ngly say we' re going to do
thi s and have nointentionof doingit. | thinkwe would
t ake t he pharmaceuti cal i ndustry back probably 200 years.

And | hope that's not what you' re suggesti ng
wi Il happen.

DR. JUERSSI: We woul d only take t hemback
11 or 12 years to the generic drug scandal, Eric, okay?
We don't have to go back 200 years.

Hey, the other point is that sonme conpanies

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




10

11

12

13

14

15

16

17

18

19

20

21

22

103

may make an honest conmitnent to neet this, but not neet
it. Maybe they can't make it by that tine.

DR. SEEVERS: Let ne suggest t hat what we
woul d have to dois | ook for a pattern of abuses. If a
certain firm mkes a comm tnment and, because of
ci rcunmst ances beyond their control, can't neet it one
time, that can be dealt with as an individual case.

If the same firmmkes a comm t ment and
repeat edl y does not honor its coonmtnents, that, | think,
woul d be a di fferent situation and woul d have to be deal t
with appropriately.

CHAI RVAN BYRN:  Ckay, any ot her questions?
Any ot her comments fromthe floor?

Colin.

MR. GARDNER: Col in Gardner fromMerck. |
think 1| cangivealittle bit of perspective onthis,
Bob, gi ve sone hi storical perspective earlier insort of
Toby and his presentation.

But this really takes us back about three
years when we first | earned of the FDA' s belief that we
have to provide site stability and we felt we were t he

only | one voi ce out there talkingtothe Agency about
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Site stability.

So |l really want to conmend everyone who has
wor ked on the i ndustry side. Not only the PhRMA si de,
but al so the other trade organi zati ons on the FDA on
really comngtogrips wththis whol e i ssue and | ooki ng
at it inascientifically sound manner, which | think has
been the right way to go.

It's taken us three years to get there, but
| really think we're very cl ose to achi evi ng sonet hi ng
t hat i s workabl e and | want to t hank everybody i nvol ved.

| would just encourage ny col |l eagues in
i ndustry to recogni ze t hat the FDA has, in fact, nade
significant conprom se, as well as PhRMA making
si gni ficant conprom se, and that we are so cl ose nowt hat
we shouldn't try to throwup a nunber of hurdles intothe
way of achieving the recognition of what | thinkis a
sound way to nove forward here.

Just a very brief coment on what Toby
ment i oned about the validation batches. He saidthere
m ght be nmul tipl e strengths and nul ti pl e packages. The
package doesn't really enter intothis because these are

initial rel ease data.
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So regardl ess of the package you're goingto
put it into, it'sthereleasedata. Soreallyonlyit's
the nultiple strengths that we have to address with
respect to the C of A's.

The questi on has been asked about whet her or
not the C of Ais sufficient for the FDA to really
recogni ze t hat we' ve done t he val i dati on bat ches, and |
think Scott spoke to that in the sense that we can
i ncl ude a statenent that the validation batches have, in
fact, been conpl eted and t hese are t he data representing
t hose bat ches.

If wereally feel that we have to go beyond
t hat and have sone addi tional information providedtothe
Agency, | think1'd prefer togowththe summary of the
val i dati on batches rather than the individual batch
record, and | think Pat's going to speak tothisina
moment .

But | think the individual batch record
speaks to one particular batch. And as Toby also
i ndi cat ed, al t hough you nmeke t hree val i dati on bat ches,
you have, if you'regoingtolaunchinatinely way, you

have made probably 20 or 30 batches by thetinme you're
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ready to | aunch.

So t here woul d be nmany, many batch records
avail able. Al of those batchrecords wll, of course,
have m nor devi ati ons between thembecause there's a
range for all the paraneters to be nade. So submitting
one batch record | think does put us i n doubl e j eopardy
in terns of saying this is what woul d be | ooked at
hi storically as the perfect batch when, infact, it's
just one of many batches.

Wher eas, putting -- submtting sonething of
a summary whi ch woul d indicate the critical process
paraneters and the critical quality attributes withthe
range of acceptability as a summary of howthe validation
bat ch was constructed and rel ati ng t hat back, as Scott
i ndicated, tothe entire devel opnent cycle is acontinuum
starting off fromthe early stages com ng up through t he
bi o bat ch where you actual | y set nany of these paraneters
and then subsequently to the validation batches.

There is that historical perspective to put
inplace. And | ooking at those quality attri butes and
control paraneters, | think -- and their range woul d be

one appropriate way i n provi di ng one si ngl e batch record
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to the Agency.

So again, | just want to thank everybody
who' s beeninvolvedinthis process and | hope t hat we
can cone to an agreenent today so that we can all nove
forward.

Thank you.

CHAI RMAN BYRN: Any questions for Colin?

MS. TWAY: |'mPat Tway, al so fromMerck.
And just toelaboratealittle bit nore, because | agree
wi th everythingthat Colin has said, and | certainly do
appreci ate that this is huge conprom ses that have been
made on all sides.

And | w || acknow edge t hat our NDAi s one
of the two NDAs t hat was used as an exanpl e t hat has not
yet been filed, but we've reached agreenent on howwe are
goingtofileit and we did conmit tofile the Cof As
and a validation sunmary.

That was the comm tnment we made. And
certainly we will liveupto that commtnent if, you
know, that's where we end up and t hat' s what peopl e want
us todo. And | honestly believethat -- while we need

to wor k out exactly what i nformati onthe center m ght
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liketosee, and | recogni ze doubl e j eopardy and t he r est
of it as well, | think providing some formwhere we
potentially givethecritical quality attri butes, we give
the in process test, we give the results.

It woul d be easier for thereviewer tol ook
at. Wecouldfornulateit andtabulateit and work with
the center prior tofilingthis obviously -- than a batch
record. Batchrecords are trenendously | arge. Unl ess
you are very famliar withthis batch record, you' re not
going to have a clue where to | ook for information.

And t o provi de one batch record, which we do
now provi de -- we recogni ze t he mar ket cont ai ner batch
records. But since we have never once received a single
guestion on any of those batch records, | have to believe
they sit in the back and they don't get revi ewed very
actively.

So while we could certainly live with
provi di ng a batch record, | think a sunmary i n sonme form
whi ch | recogni ze is at this point a norphous, as soneone
described it, but we certainly, as a conpany, woul d
commt towork withthe Agency for the one NDAt hat we' ve

already committed for and to try it as a trial.
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The NDAisto befiledintheyear 2000, so
we coul d work onthat as a step forward i f we wanted to.
But the batch record, tonme, is goingto be very hard for
the center to get nmuch useful information out of,
particularly whenit conesinnear the end of the review
cycl e.

CHAI RMAN BYRN: Any questions?

MR. BRENNAN: Sean Brennan, Par ke Davi s,
Di vi si on of Warner Lanbert.

| certainly al so acknow edge t hat a |l ot of
conprom ses have been made with i ndustry and FDA, and
FDA's conme a long way. Just a comment back to ny
col | eagues in industry.

I think we have to be very careful in
tal ki ng about summari es of the validation process because
a lot of things go onin validating the process that
aren't applicationconmtnents. Andif we start to open
up that data or al ot of those observations againto FDA
scrutiny, I think we're back i ntothe doubl e j eopardy
Situation.

Sol'djust |iketo nake that observati on.

And one nore observation regarding certificate of
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anal ysis. Many of us have | aboratory systens that print
out Cof A's, having conpleted all the tests. And I
t hi nk we shoul d tal k about a summary of the results as
opposed to the actual Cof A's, and |' msure that's what
you' re | ooki ng for as opposedto the actual Cof Aused
by a facility.

So it would be a summary of the results
versus the performance criteriafor that batchisreally
what you're |l ooking for interns of the validation batch.
And | t hi nk we shoul d maybe renove thetermCof Afrom
t he gui dance and focus on the actual results.

CHAI RMAN BYRN: Questions, comments?

Yes.

DR ROY: Suva Roy, Gal xoWel I cone. 1'dlike
t o support the PhRVA position of providing the Cof A's
and no sunmary of the validation data. The validation
data shoul d reside where it resides, that's with the
field.

Bat ch manufacturing recordis avery useful
tool as areviewer. People over here knowl used to be
at FDA. | found it a very useful took to refer an

appl i cati on because | coul d see, step by step, what was
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done.

And i f one batch summary of the validation
batches is provided, | think that does the job.

Thank you.

CHAI RMAN BYRN:  Any ot her comment s?

Yes.

DR. CHEN: Si nce Bob nentioned ny nane - -
Chi Wan Chen, FDA. Since Bob menti oned ny nane earlier
as t he one behi nd t he suggesti on of one execut ed bat ch
record, I'd like to explain why | had that suggesti on.

| thought that woul d serve two purposes.
And again, it'sinthe spirit of conpromse. 1 think
it'sagoodalternativetothis validationsumary, and
it'salso--it wll servethe purpose-- it wll fulfill
t he requi renment under the regul ati on that one executed
batch record be subm tted.

And in addition to this, | have another
conment . A suggestion was made earlier that a
certificationbe providedto state that the validation or
t echnol ogy transfer has been successfully nade. | woul d
suggest that, for the revi ewer and al so part of the NDA,

it will be useful to also know, in addition to a
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successful validation, what changes, i f any, have been
made to the in process controls.

I think that would be very useful. And
obvi ously those changes have been qualified and
justified, otherwi se you would not have made those
changes. But it woul d be useful for thereviewer and it
woul d be -- | thinkit's not too nuch to ask because it
shoul d be part of the record in the NDA.

CHAI RMAN BYRN: Questions, comments, any
ot her ?

MR. LACHVAN: | think that puts you back to

the validation summary if you're going to ask for that]

DR. CHEN: Probably on asnaller scale. W
are not getting into discussion about operation
parameters. On the other hand, in process controlsis
part of the NDAandis part of the center responsibility.

CHAI RMAN BYRN:  Any ot her questions or
comment s?

DR. REYNOLDS: Yes, | just wanted to
clarify. You're tal ki ng about in process controls which
are specified in the NDA, correct? Yes.

CHAI RVAN BYRN: Okay, thenwe'll gotothe
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next section, whichis continuationnowby the conmttee
t o di scuss approaches. Renenber, we had two i ssues on
the table. Oneis one we've just been di scussi ng whi ch
relates to validation sunmari es.

And the second issue is the timng. |Is
t here any feeling onthe comrmittee which one we want to
take up first? | believe these are the two renai ni ng
i ssues to address prior to seeingif we've achi eved a
conprom se or not.

Yes, Bob.

DR. SEEVERS: 1'd like to do two things.
One, I'dliketotal k about thetimngfirst. Andtwo,
|"dlike to put on a nental blackboard two words t hat
have not been spoken yet but need to be before we finish
t oday, and t hose words are drug substance. We needto
address how t hese concepts woul d apply to APIs.

Insofar as timng is concerned, the proposal
t hat Toby Massa made on behal f of PhRVA of a phase in |
think i s reasonabl e and coul d be made wor kabl e. The
amount of reviewactually involved in |ooking at the
rel ease data -- well, let's call it certificates of

anal ysis even if it's not exactly a certificate of
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anal ysis, but thosedata-- it is not great and coul d be
accomplished fairly quickly.

Recogni ze, however, that as a result of
seei ng those data, some reviewissues may arise. An
exanpl e woul d be a case where you have a drug product
that is a nodified rel ease product whose pil ot data
suggests that the rel ease characteristics of that drug
are at one end of a specification range.

VWhen we would review data from the
comer ci al site that show that the release
characteristics of that drug are toward t he ot her end of
t he speci ficationrange, that woul d rai se a concern t hat
woul d need to be addressed.

Hopeful ly, the firmwould note that and
address it in the subm ssion. But if not, those
guestions would be raised with the firm A typical
response mght be a request for a post approval
conmtnent toreport stability data onthat -- anything
t hat goes out of range right away rat her than just using
the field alert report system

| raisethis as anissue becauseit's bound

to cone up at some point or another. It'sonethingto

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




10

11

12

13

14

15

16

17

18

19

20

21

22

115

say that thereviewis sinple and strai ghtforward. Wat
we have to recogni ze i s that some revi ewi ssues rmay ari se
as aresult of seeing these data that are legitimate
reviewissues, not a case where the center i s stepping
into the area where the field properly works.

MR. LACHMAN: That coul d be resol ved by
bi oequi val ence data to showthat the extrenes -- you
still have themin bioequival ence.

DR. SEEVERS: Yes, but if the primary
stability data show that over time the release
characteristics of the nodifiedrel ease drug product
shift toward one end of the -- from one end of a
specificationtothe other, if you re starting out at the
hi gh end now, at the commercial site, that does raise a
concern.

MR. LACHMAN: But if you did vyour
bi oequi val ence at the high and | ow ends, --

DR. SEEVERS: As long as it stays in spec,
you' re okay.

MR. LACHMAN: That's right.

DR. REYNOLDS: Yes, | agree with you,

that's sonet hing t hat woul d be | ooked at real critically.
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| think the key thingis that it would have -- you know,
it gets back to being abl e to defend the rationale for
both the rel ease data for those -- | nmean the initial

data for those rel ease rates and bei ng abl e to defend - -

understand the stability performance of that over tinmg.

And so | think that that would be the
responsi bility of the firmto showthat the information
intheir NDAsupports that rel ease profil e at rel ease of
t he product.

DR. SEEVERS: And | think the firmshoul d be
willingtopay -- toconmt to pay extra attentionto
that over time. If theissueisthereat -- aroundthe
time of approval, it would belegitimtetoaskthefirm
to submt, say, the accelerated data from those
validation lots as it devel ops so that they could be
di scussed rather than waiting for an annual report.

| don't thinkthat woul d be a huge burden.
| don't want to go off onthis sidetrack toofar. 1 just
want ed t o make a poi nt that there can be revi ewi ssues
wth these data.

DR. REYNOLDS: | think Toby's slides al so

i ndi cated that those validation|ots woul d belots put up
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onstability as well sothat the -- you know, the road's
paved to do that.

CHAI RMAN BYRN: Okay, are there any ot her
di scussion of thetimngissue? It sounds |ike the PhRVA
i ssue at | east gives a good starting point for the
conmmttee in witing the guidance.

Okay, let's go back to the validation
sunmary -- oh, excuse ne.

MS. MALIK: Wth respect tothetimng--
and agai n, |' mspeaki ng onthe part of H MA. You know,
we tal ked earlier interns of what isthetimngfor many
of the conpani es with respect to process validationif
you're not talking basically a new drug entity.

And al though | think a phased in would
certainly make t hat nore pal atabl e, | think sone of the
ear|ier discussions we hadinterns of thetimngof the
subm ssion of those certificates and the conm tnents or
certifications that the conpany nake are nore appropri ate
t o many ot her conpani es for the types of products that we
do meke.

DR. SEEVERS: Coul d you be nore specific as

to what you feel would work for the HIMA firms?
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MS. MALIK: Well, | think the two proposals
t hat | heard were one was -- | think, Bob, you brought up
interns of an approvabl e letter and we woul d subm t t hat
i nformation. The ot her di scussion that we were havi ng
was rel ated to a post approval comm t nent as we nake post
approval commtments to do those comrercial batch
stability studies.

And | woul d agree entirely with the comments
that, you know, Eric made earlier toothat thereis, |
t hi nk, an ethical standard withinthe industry that we
make t hose commi t nents and t he expectationis that we

will deliver onthose coomtnents, and that i f not, then,

you know, that needs to be seriously | ooked at as well|.

DR. SEEVERS: kay, but | want to make sure
| munder st andi ng you correctly that H MAis sayi ng t hat
it wuldbedifficult toneet the comm tnment to provide
val i dati on data before approval.

MS. MALIK: | thinkinthetime franmethat
we're discussing here, it would certainly be nore
difficult and sone of the products are fairly short dated
products. So would they elect totake this route? |

don't know that we woul d.
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DR. SEEVERS: But if you had the opti on of

doing site specific stability along the |lines of the

March draft proposal, you mi ght elect to go that way?

MS. MALIK: Yes, and | think that's what
makes t he proposal that was stated earlier of | eaving
that in as a viable alternative. | think it becones
critical to those conpanies then.

DR SEEVERS:. GCkay, one comment about that.
One of the things that we have said and everybody's
nodded t hei r heads very wel |, but practice has shown this
is not the case, is that the I CH data package is a
necessary assunption for any of these.

We agreed on that back inthe early 90's.
We had a gentl| eman' s agreenent t hat we woul d not start
enforcingit until January of 1998. We're still getting
NDAs wi th six nonth's worth of datain them Half or
nore of the NDAs we recei ve do not have the full | CHdata
package.

That's a very real concernwhenit conesto
i npl ementi ng any of these proposals. And what | woul d
liketosay isthat we're goingto haveto haveathird

alternative for firns who do not subnmit the full | CHdata
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package in their initial subm ssion.

More data i s going to be needed i n sone way,
shape or formfromthe conmercial site to support that
site.

MS. MALIK: Could | just ask for
clarificationbecause your comrent was i nterestinginthe
number of data packages you received that don't neet
those requirenents. | presune fromyour coment that
t hese are not cases where there has been di scussionw th
t he Agency up front.

For exanpl e, maybe it is an NDA, but it is
not really a new drug entity and there has been
di scussions with the Agency before subm ssion.

DR. SEEVERS: It's both. The nbst common
questionreferredto ne as the chair of the stability
t echni cal commttee can be boil ed down to the fol |l ow ng:
How short an anount of data, howshort atime, howfew
data can we submt at thetinme of initial subm ssion, and
under what schedule can we let it dribble in?

That practiceis absolutely antithetical to
what we're tryingto do here today. And what |I' msayi ng

is, inthose cases we're goingtoneedto haveathird
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opti on of additional data fromthe comrercial siteto
support that siteinthe absence of sufficient prinmary
stability data.

CHAI RMAN BYRN: Ckay, anynore conments on
timng? W'll go-- thechair will allowcomments from
t he fl oor.

MR. GARDNER: Bob, just to that point,
mean | assume that if people are not livinguptothe
regul ati ons whi ch were established as of the first of
January 1998, that you have theright toreject thefile
and just refusal to file. | don't see why you don't
apply that.

|"drather do that than have us buil d yet
anot her contingency intoall of this that there needsto
be nore site stability datarather thanjust liveupto
t he regul ations which everybody agreed to.

DR. SEEVERS: And | would like to do that,
t oo, except the word regul ati on doesn't apply. It's a
gui dance. And as such, we are not able to nake it a
requi renent. | amunaware of a case where we' ve refused
tofileanewdrug application because of an i nconpl ete

| CH data package.
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| assure you, if you submit an NDA wi t hout
stability data, we'll refusetofileit. But people are
submttingit withjust enough datato get by at thetine
of filing and then submtting it and maki ng sure that
they don't wait tosubmt thelast |ittlebit of datain
t he I ast three nonths of the reviewcycle whereit could
be consi dered a maj or amendnment and extend t he revi ew
cl ock.

| just want to get this on the tabl e because
it is an issue right now and it does affect our
di scussioninthat we've agreed -- everybody nods t heir
heads -- that the ICH data package represents a
definition of sufficient primary stability data.

CHAI RMAN BYRN: One nore comrent fromt he
floor.

Toby.

DR. MASSA: We've had a | ot of di scussion
about this at the PhnRVAstability comnmttee, and | think
we have to have a very rational e approach here. W agree
that in nost circunstances, yes, the ICH stability
package ought to be the baseline.

And quite frankly, | agreewith Colin. If
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peopl e do not have an I CHstability package, it ought to
be refusedto fil e unless you have a drug i n which -- you
know, if you' ve got the cure for cancer and you're trying
toget this thing out there and the only thing that's
standinginthe way i s sone stability data, okay then you
have a -- t hat ought to be the exception rather thanthe
rul e.

I mean, industry agreed to the ICH
condi tions the same way t hat FDA did. And you know, the
whol e purpose of that was to have a uni formstandard. In
Eur ope, they won't even al |l owa di scussi on of conmingin
with less than | CH data.

CHAl RVAN BYRN:  One nor e conment fromt he --
Eric, and then we'll have a coment fromthe fl oor.

MR. SHEININ: | totally agreew th you. |
wi sh we could refuseto file those applications. The
Eur opeans have a whol e di fferent approach. They don't
consider the ICHguidelineis just aguidance, it's not
bi nding. I1t's considered binding, | believe. And
because of our good gui dance practice regul ati ons, we
cannot do that.

DR. POLLOCK: Bob Poll ock, Lachnman
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Consul tant Servi ces.

Eric, I would respectfully di sagree just
based on the fact that the regul ati ons do require an
adequate stability data to be submtted with the
application. Ingenerics, if youconeinwthless than
t hree nont hs accel erated, youw || receive arefuseto
file letter.

| signed alot of them People are signing
alot of themtoday. | don't see why newdrugs can't do
t he sanme thing.

DR. SEEVERS: We're working on it.

CHAI RMAN BYRN: Okay, anynore conments on
timng? | think we've had a very good di scussion and I'm
sur e Bob has a good picture of witing-- hiscommttee
has a good picture of witingthe gui dance or rewiting
t he gui dance.

Ckay, let's go back to-- we have two i ssues
left. We needto discuss drug substance and we needto
di scuss the validation summry data, the whol e i ssue
around batch records.

My under st andi ng of where thisissueis, is

t hat Leon suggest ed a conprom se, whi ch i s what he cal | ed
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acertification statenent, that no validati on sumari es
woul d be subm tted, sinply the validation batch records

pl us acertificationthat avalidation had been conpl eted

properly.

| don't know whether you want to --

MR. LACHMAN: Well, it wasn't the batch
records. It was the C of A

CHAI RMAN BYRN: Ri ght, pardon ne.

MR. LACHMAN:  Yes.

CHAI RMAN BYRN: Three C of A's and a
certification.

MR. LACHVAN: And you know, Sean Brennan
fromPar ke Davi s made an i nt eresti ng suggestion there
t hat shoul d t hey be t he normal Cof A's or shoul d t hey be
Cof A'sindicatingthat each batch met the acceptance
criteria of the validation.

You know, | think it's a good point. The
normal Cof A s have alot of information, but may not be
pertinent tothe acceptance criteriaor the validation,
that batch nmeeting the validation criteria.

DR SEEVERS:. | think we're | ooki ng for data

to show that the release characteristics of the
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validation lots nmeet the proposed specifications.

| would liketoaddtothat. | think that
Dr. Chen's suggestion that any changes to the in process
control s that are submtted in the NDA shoul d be not ed at
thistime. They m ght normally be notedinafollowup
annual report.

| thinkthisisatinely placetotake note
of them | think we could live with that and the
certification in lieu of a summry.

CHAI RMAN BYRN: So what's bei ng proposed
here is that, in lieu of a summary, we woul d have a
certification and we woul d have a notification of any
devi ations fromin process controls.

DR. SEEVERS. O any changes to the --

CHAI RMAN BYRN:  Any changes to --

DR. SEEVERS: -- in process controls.

CHAI RMAN BYRN:  Okay.

DR. REYNOLDS: | think it's changestoin
process controls that are filed in the NDA

DR. SEEVERS: Yes, exactly.

CHAI RVAN BYRN: | s t here any comment on t hat

concept ?
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Clarification fromthe floor. Ildentify
yoursel f.

MR. CLARK: Bob Clark from Novardis.

Regardi ng i n process control s, does t hat
pertainto adrug product only or drug substance and drug
pr oduct ?

DR. SEEVERS: | would say both, but we
real ly haven't di scussed howt hese i deas woul d apply to
drug substance. That's next on the |ist.

MR. CLARK: Right.

CHAI RMAN BYRN:  Any ot her comments onthis
conprom se, this concept?

Toby.

DR. MASSA: | just want to nake sure that we
under st and exactly what's on the table here. Are we
saying certificates of anal ysis or sonme pi ece of that
rel ease data and certificationthat the validation was
successfully conpl eted?

The third part that |I'm hearing is any
changes to in process controls.

DR. SEEVERS: Any changes to what | woul d

call regulatory in process controls.
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DR. MASSA: Right, in process controls
submtted to the NDA.

DR. SEEVERS: Correct.

DR. MASSA: No validation sumaries, and we
had t al ked before of batch recordinlieuof. W're
saying that's off the table as well?

DR. SEEVERS: Right.

DR. MASSA: Just want to make sure we
understand what it is we're agreeing to here.

DR. SEEVERS: Wat |' msayingis | think as
an Agency we would live with that. | think that the
bat ch record woul d provi de useful information. The down
sideisit wouldrequire afair anount of reviewtine,
whi ch m ght be hard to cone by at that point in the
review cycle.

And | amnot heari ng a consi stent agreenent
fromthe various i ndustry reps that that woul d be a good
thing to do or even possibleto dothat that point. So
| think we could!livewthout that if we have the three
t hi ngs we agreed on.

DR. MASSA: All right, soit's Cof Adata

or the Cof A whatever we agree to i s the proper data
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set, certificationthat the validationis successfully
conpl et ed, and any changes t o NDA submi tted i n process
controls --

DR. SEEVERS: Correct.

DR. MASSA. -- applying to presunmably,
dependi ng on howt he drug substance di scussi on goes,
applying to drug substance and drug product?

DR. SEEVERS: Correct.

DR. MASSA: Okay, thank you.

MR. LACHMAN: That can be part of the
certification docunent. Any change in in process
controls could be covered there.

CHAI RMAN BYRN: Ckay, any ot her comrent s?
Ckay, | think we've got timng and | think we've got this
second i ssue resol ved. Nowwe needto -- | think then
the l ast thing we need to discuss is -- and sone peopl e
wer e hoping to get done by noon, but we can go a few
m nutes | onger i f necessary -- is the APl s and howthi s
applies to APIs.

Whowuldliketoinitiate that di scussi on?

Do you want to start, Scott?
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DR REYNOLDS: Yes, | can start very sinply.
| thinkthe PhRVA positionis this wouldapplytodrug
substance and drug product.

DR. SEEVERS: And from an Agency
perspective, we had, in the three tiered proposal,
recomrendati on of site specific stability datathat woul d
be necessary for a drug substance.

And in the majority of cases there, what
woul d be needed i s the standard stability comm t nent
after a firmhas denonstrated that the physical and
chem cal characteristics have not changed.

In cases where you're dealing wth
environmental | y sensitive substances or substances t hat
are known t o have pol ynor ph probl ens, nore attentionto
it woul d be needed in ternms of stability data and we
spelled that out in Table 2 of our original proposal.

I think we could keep that as the
al ternative.

CHAI RMAN BYRN: So are we hearing the
proposal that everything that we' ve di scussed, i ncl udi ng
the two alternatives, all would apply to both drug

product and drug substance?
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Okay, do peopl e just want to t ake a nonment
and see i f there are any concerns -- any ot her issues
t hat people want to raise?

Yes, Colin.

MR. GARDNER: Colin Gardner.

Bob, just a point of clarification. | mean,
we ar e t hen sayi ng t hat t he bat ches of drug product t hat
are val i dat ed use t he drug subst ance t hat has al so been
val idated, sol just want toclarify that that's onthe
table and that, infact, it's not drug substance from
sonewhere el se, it isthe validated, final manufacturing
site of drug substance that's used to produce the fi nal
manuf acturing site of drug product.

DR. SEEVERS: No, the Agency has never had
a policy, that 1" maware of, and | knowseveral people
will correct meif I'mwong, that you are absol utely
requiredtotrack site specific stability for each batch
and each site of drug substance and to each batch and
each site of drug product.

That i s unwor kabl e. What our policy has
been is -- and the science underlying this. If the

physi cal / chem cal characteristics of a drug substance are
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the same fromtwo sites, the drug product stability
shoul d not be affected by different manufacturing sites
of the drug substance.

What we have saidinthe draft gui dance |
think still holds. Tothe extent possible, youinprove
your data by using -- if you have nore t han one site of
drug substance manufacture -- by using batches from
different sites in your drug product stability batches|

But we said to the extent possible.

MR. GARDNER: But just to clarify,
regardl ess of whether there's one or multiple sites of
drug substance, neverthel ess, the drug product nade at
t he final manufacturing site and t he data generated from
t hose val i dati on batches wi || have used drug subst ance
fromone of the final manufacturing sites for the drug
subst ance.

Is that -- that's not what you -- that's
what we bel i eved you wer e sayi ng, but you' re not sayi ng
that to nme?

DR. MASSA: | think what we' re hearing --
correct meif I"mwong, but | think what we're hearing

isif youshowthat the physical/chem cal characteristics
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of the drug substance made at the pil ot plant versus the
commercial site are the sane, you do not have to use
val i dat ed drug substance fromthe commerci al site to nake
val i dated drug product at its comercial site.

DR. SEEVERS: That is correct.

MR. GARDNER: Okay.

DR. SEEVERS: Ot herw se your tinme |lines
woul d be ext ended by two or three years wi thout providing
addi tional scientific-- without providing additional
scientific benefit.

CHAI RVAN BYRN: But we are sayingthat all
of these site specific stability agreenents that we've
made t oday apply tothree Cof A s fromdrug substance
manuf acture, verification that validation has been

conpl et ed, and any changes toin process -- regulatory in

process controls, all that applies to drug substance?

DR. SEEVERS: That is correct. Now, if it
happens t hat you have drug subst ance avail abl e fromyour
i ntended commerci al site when you're gettingready to
manuf acture the validation|lots at the comercial site
for the drug product, obviously it woul d be better and

strengt hen your case to use those.
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My understanding is that, in practice, you
of ten do not have t hat avail abl e because a comrer ci al
site for the drug substance may coneonlinelateinthe
process.

Just one other note. This is consistent
with the approach that the Agency istryingtotakein
t he BACPACs.

CHAI RMAN BYRN: Okay, are there any ot her
coment s?

DR. KASUBI K: Could I just go back and
revisit apoint onthe ANDAs for my own cl arification?
We' ve tal ked about what we woul d do i nterns of approval
of an ANDA. \Wen we get -- let's say on a post approval
situation, because this came up --

DR. SEEVERS: |I'mso gl ad you said those
wor ds.

DR KASUBI K: On a post approval situation,
do | understand then that if afirmhas an ANDA and it
gets approved, and nowthey want to go fromone siteto
another, they can do this by submtting three
certificates of analysis and a validation?

DR. SEEVERS: 1 think what you're doingis
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t he equi val ent of extendi ng your expiration date based on
accel erated data. You're extrapolating. This was the
ot her itemthat | thi nk we needed to have on our agenda.
Let's say explicitly what effect do the di scussi ons t hat
we' re havi ng and t he agreenents that we're reaching this
nor ni ng have on post approval changes?

And t he answer, froman Agency perspecti ve,
isthefollowng. Wewll try to be consistent pre and
post approval . That was t he whol e poi nt of site specific
stability asit was expressedinthe '98 draft. It was
exactly consistent with what was in the SUPACs.

Ri ght now, SUPACIRi s under revision. And
what | will conmt tothisnorningis that the agreenents
reached here wi ||l informthe revisionof SUPACIRand t he
ot her SUPACs as they go al ong.

But we are not explicitly dealing this
nor ni ng Wi t h post approval changes. The gui dance, as you
probably know, whenit is revisedwl| not have t he SUPAC
informationexplicitlyinit, but rather will be incl uded
by reference to the SUPACs to take i nto consi deration the
revi sion process.

So we will not address -- it is not ny
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intentionat thistime to address post approval changes
inthe final stability guidance, but rather to see those
addressed t hrough t he SUPACs.

DR. KASUBI K: OCkay. Well, you know, this
sort of addresses the comment that Dr. Juerssi had
br ought up about a virtual conpany bei ng able to get
approval and then later ongoingtoadifferent site for
manuf act uri ng, and t hat was t he reason why | brought this
up.

DR. SEEVERS. Well, | think that goingto a
different site proapproval for an ANDA should be
consistent for an NDA. | woul d |i ke to see consi stency
of the post approval changes process with what we're
di scussing this norning, but that's avery bigstepto
take and | don't knowthat we're necessarily ready to
commt to that.

We are going towork toward t hat end. But
bei ng a good Gover nnent enpl oyee, | can't prom se t hat
t hi s norning.

CHAI RVAN BYRN:  One comment fromthe fl oor.
We're tal king about post approval issues now.

DR. POLLOCK: I want to make sure |
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understand this. Mst of the di scussi ons here have been
cent ered around novi ng froma pil ot plant to a comerci al

facility. | think what we're hearing nowis we're going
fromcomercial facility tocommercial facility, and |

want to nmake sure that everybody i s aware of that inthe
di scussi ons.

And if there's adistinctionthat needsto
be made, the subcomm ttee should recognize that.

CHAI RVAN BYRN:  Coul d you i dentify yoursel f
for the recordi ng?

DR. POLLOCK: Sure. Bob Poll ock, Lachman
Consul tant Servi ces.

DR. SEEVERS: | agree, and | think the
princi pl es shoul d be the sanme. What |' mtryi ng to get
across i s that inthe devel opnent of regul atory policy,
we need to take things one step at atime. The charge
givento this subcommttee has been to address the i ssue
of site specificstabilityasit isinplementedinthe
draft stability guidance.

The draft stability guidance, when it
becones final, will be focused primarily on proapproval

i ssues. The najority of the post approval issues will be
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dealt with in the individual SUPAC gui dances.

The SUPAC I Rrevision is ongoing at this
time, andwe will seetoit that the Agency' s policyis
consistent. That's really as far as | can go this
nor ni ng.

CHAI RMVAN BYRN:  Tony

DR. AMANN: Tony Amann, Eon Labs.

| didwant to bring up that one poi nt about
thepilot topilot versus pilot toplant. Inthe generic
i ndustry, inthe majority of the cases, the pilot plant
i s the manufacturing plant. So when they' re nmakingtheir
bi obatches, they are actually doing it in the

manuf acturing site.

So, to us, they're pretty nuch anal ogous.

CHAI RMAN BYRN:  Thank you.

Any ot her coments?

Okay, | think, as far as | know, | think
we' ve conpl et ed our agenda. |'dIliketothank everybody
for the spirit of conpromise. | think this is an
excel | ent exanpl e of howi ndustry and Gover nnent can wor k
t oget her to achi eve goal s that protect the public health,

get drugs on the market faster.
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And so thank you very much for attending.

Bob, do you want to say sonething?

DR. SEEVERS:. Before everybody packs up and
goes, |I'mthe one who' s got to go back tothe stability
comm ttee and put into effect -- take i nto account what
we' ve tal ked about this norning. | want to be sure that
we have a consensus on the conmttee.

So can | go t hrough poi nt by poi nt what ny
under st andi ng of our discussion has been today --

CHAIRVANBYRN: | think that's a good i dea.

DR. SEEVERS: -- and seetoit that | have
a consensus fromthe commttee?

CHAI RMAN BYRN: Okay.

DR. SEEVERS: Nunmber one is that of the
t hree proposals, thefirst and third are wor kabl e and

have di fferent useful ness for different firms. Sone

firms may choose one, sonme firns may choose the other.

And t he commi ttee consensus was t hat t hey
woul d be useful offered as al ternatives, recogni zi ng t hat
i ndi vi dual cases may have yet ot her possibilities, but
these would be the two main alternatives.

Is that a correct understandi ng?
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CHAI RVAN BYRN: kay, so what i s bei ng said
here is the second -- the hybrid proposal is off the
table. Thefirst and third proposals would be -- first
woul d be primary, second would be alternative.

Everybody agree with that?

DR. REYNOLDS: | want to make sure |
understand the third proposal withthe caveats that we
presented fromthe PhRMA position. That's howyou're
expl ai ning this?

DR. SEEVERS:. That's correct. That woul d be
the primary, the FDA tiered proposal --

DR. REYNOLDS: Ri ght.

DR SEEVERS. -- as anended, based on public
coment, would be the alternate proposal

CHAI RVMAN BYRN:  So t he PhRVA proposal woul d
be the -- except the primary proposal, the original three
ti ered FDA proposal as the alternative, and the hybrid
proposal 's off the table.

DR. SEEVERS: Ckay, that's the first point
of consensus that | wanted to be clear on.

CHAI RVAN BYRN:  Ever ybody on t he committ ee,

do you want to -- do we need to have a show of hands?
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MR. LACHVAN: That's t he PhRVA anended one
t hat we anended during discussion.

DR. SEEVERS: Correct. I'mgoingtotalk
about under standi ng of the anmendnents to make sure |l'm
clear onthat. Wuat | want todoisjust gothroughthis
poi nt by poi nt and nmake sure that we all have consensus.

And Ki mberly, if anybody di sagrees, speak
now or forever hold your peace. Sounds good.

Ckay, then the second poi nt would be the
issues related to PhRVA' s proposal. Theinitial proposal
we recei ved i n t he pre- NDA package i ncl uded a val i dati on
sunmary. PhRMA's proposal does not.

And as we tal ked about inthe conversation
bet ween Toby and nyself a few m nutes ago, the three
t hi ngs that woul d then be includedinthe-- let's call
it the anended PhRMA proposal -- woul d be, nunmber one,
certificates of analysis of thethree validationlots or
t he equi val ent, and maki ng t he poi nt that Eric had made
that if there are nunerical val ues avail abl e, they woul d
be presented and not the word "passes test.”

The second t hing that woul d be subm tted

woul d be a certificationthat the validation process had
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been conpl et ed successfully. And as Leon noted, as part
of that, any changes toregul atory in process controls
woul d be not ed.

That's ny understandi ng of the -- call it
t he nodi fi ed PhRVA proposal , whi ch woul d be opti on nunber
one. Okay, --

CHAI RMAN BYRN: Okay, conmttee, any --

DR. SEEVERS:. Yeah, the next questionis
timng. PhRVA' s proposal, as Toby presentedit, isthat
this woul d be phased in.

In year one -- and we'll date fromthe
rel ease of the guidance as final -- firms would be
commtting tosubmt these data a nonth before the user
fee goal date; inyear two, two nonths; and in year three
and beyond, three nonths.

Isthat correct interns of thetimngthat
the commttee feels is reasonable and appropriate?

CHAI RMAN BYRN: Ckay, commttee, does
everybody agree with that? Ckay, we have a question from
the floor.

MR. CLARK: This is Bob Clark again from

Novardis. Just one -- a little thing about the in
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process controls. Again, thelimts for thein process
controls are not changing. | f the nethods change
somewhat, that's not that relevant, is that correct?

DR. SEEVERS. Wl |, the nmet hods are not, per
se, regulatory nmethods --

MR. CLARK: Ckay, that's good.

DR. SEEVERS: -- submtted for validation.

MR. CLARK: That's good.

DR. SEEVERS:. But | think you need to use
reasonabl e judgenent. If you' re changi ng froman HPLCto
a TLC nmet hod, we probably want to know about it.

MR. CLARK: Ckay, that's fine. Good.

CHAI RMAN BYRN: Ckay, a comment fromthe
comm ttee.

MS. MALIK: | woul d agree that that was the
proposal that PhRVA put onthe table. | guess just for
my clarification, based on an earlier conment you nmade
wher e -- and maybe you' re goingto get tothis where you
t al ked about -- | had tal ked about the different tim ng
for a long termfor other conpanies.

The inpression | got was you m ght be

willingtoconsider it. Not commtting you, but that
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part of the understanding had to be that we nmet the
primary stability data requirements that were outlinedin
| CH.

| just want to nake sure | understood that.

DR SEEVERS: |'mvery gl ad that you brought
that up. A proviso for actually either of the two
optionsisthat intheinitial NDA subm ssion, the full
| CH dat a package be provi ded. And | heard consensus both
fromthe coomittee and fromthe fl oor onthat, and 1’1l
take that as part of the commttee's consensus today.

CHAI RMAN BYRN: One questi on.

DR. CHEN: Sounds |Ii ke this proposal three
is going to be the first choice recomended by the
commttee. | just want to nmake sure that everybody i s on
t he sane page. Wen using this as -- when recommendi ng
this asthe first choice, are we sayingthis appliesto
all dosage forns and all drug substances?

DR. SEEVERS: That was ny under st andi ng.

CHAI RMAN BYRN: That was m ne al so.

DR SEEVERS. Inregardtothe Agency tiered
proposal , ny under st andi ng/ comm tnent is that we wi |l use

publ i c conments, both those heard here today, as wel | as
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t hose i n t he docket, to exam ne whi ch dosage f or ns bel ong
i nwhich category to deal withthe question of inherently
unst abl e and provi de a better definitionthere, andthat
t hat proposal would be revised according to public
coments received.

Is that the committee consensus?

CHAI RMAN BYRN: Yes, as far as | know.

DR. SEEVERS: GCkay, | think that that's all
t he agreenents that we have.

CHAI RMAN BYRN: And everything appliesto
bot h drug product and APIs?

DR. SEEVERS: That is correct. The one
ot her point that was made i s what about post approval
changes. And the point -- the response that | gave was
t hat that woul d be dealt with in the individual SUPACs,
but that we woul d comm t to nmaki ng thi ngs as consi st ent
as possible pre and post approval.

Does the conmttee agree with that?

CHAl RVAN BYRN:  Ckay, any ot her -- any final
comments? Ckay, then| can make ny littl e speech agai n.

| thinkit's an excell ent exanpl e of cooperation of the
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i ndustry and Governnent to inprove public health.
Thank you all very nuch for con ng.
(Wher eupon, the proceedi ngs wer e adj our ned

at 11: 07 a.m)
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