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fitable, toward me,
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overétheﬁcounﬁerjwitmseemsilikefwgwyayfhave,putMup

the panel.meeting;

DR. WHALEN: Thank you. I would like to.

lannounce that the recommendation of the panel, with

six votes'for,the m0$ionmand;gngwébﬁggagipn:‘iS.
that the silicone @L@s;gmgxwﬁgrgggg;;mggagément
intended for use in the management of intact. ..
skin—%Which@IﬂSti%lWWQnﬂtmget ?¥gﬁﬁwbu§;Wh@§wX9?”;”.
see up on the sdreen, withvhypexpyglifegatiygﬂ RN
scars, parentheses, keloid'aﬁdfh?pertrcphicfScarS,

be class1f1ed 1nto Class ILT;TM

Inzso dping, I would like to thank the
panel and thank Dr. Arepalli and the industry reps
for what they have done for us. We have another . .

item of business but we will take a ten-minute ..

break and reconvene promptly at 3:25 to being that
process._;Ai
[Brief recess]
Redlasaiﬁicatipn4Qi”Abﬁgghékéggggggggékisgégénté
aﬁderessings

DR. WHALEN: al,wcnldmliké@tg;ga;lmghégwﬁﬁm__

imeeting back to order:. Could I first ask th§§w§EQMM

voting panel members pass“tQWard,thﬁwg§n§¢rmoﬁmthﬁw,

MILLER REPORTING COMPANY, INC
735 8th Street, S.E. -

9700101%056& _ : o Washing(tzo;lz,) D54CG. 626060601? 2§o? ‘ Wl
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questionnaires on the last item of business so that

we can collect them for the FDAZ . ol L7

I.Would#likeptpMX§mig§m§Q§;PUbliC again

that while this”portionHofutheumﬁﬁﬁing'iSfopen'for

lthe public’ for their observation, public attendees

may not participate except at the specific request
of the panel. . ..

Wé now:wili procegd,tg,thg_bpen_committed
discussion. We will begin the discussioﬁ éh‘thé |
reclassification of absgorbable hemostatic agents
and dressings withfseriél presenﬁétigns.fxqu_wWMwm“”

industry, first by Dr. John D. Paulson, vice.

" |president for guality assurance and regulatory

affairs, Johnson &.Johnson”WQQQ@@Managémeht. a
Division,of”Ethicon, Inc., followed by Ms..
Ronnemoes Bobak, Vi021presidént-ermPrOduét
development, Ferrcsan,A/S; and then Ms. Judith E.
0’ Grady, seniprfvice'pre$idept;;regq;gtgyyg-quglity_
and clipical affairs, Integra LifeSciences
Corporation.

The FDA»presentationfanﬂfagrqading_of the
FDA questionsmwillyfolléw;th@sgﬂﬂresentgtignsLWWW§,m
will then have a general_paggiwdisqugsi9§@9£M2Q$§UWM
topic, followed by a moreifbcuggd‘panelﬁdiscugﬁiqn
aimed at answexying FDA's quésgiong,wwgaﬁqumﬂgmﬂ ae

MITLER REPORTING COMPANY, INC.
735 8th Stree '

Washington, D.C. 2000
(202) 546-6666
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complete the reclassification. worksheet an

supplemental_wcrksheet,'weewilL:hajeeanJgpeﬁvpubiiq
comment,periodﬁ’_Thﬁnywﬁ;w;;;ﬂggmpiete the
reclassification worksheet and supplemental
worksheet. AThemvote on-these worksheets will . . -
coneti;u;eﬂthe;panel’s reécommendation to the FDA. . . .
I would like to remind public observers at .
this meetlng that while this portion of the meeting
is open for publ;q_observat;gn,:aga}n, publlcl
attendees may not partlclpate except ‘at the
specific request of the panelA: I. probably should
seriouslyipdint'Out.that”eveggthgygh,I amufrom

Robert Wood Johnson Medical School in New . . . .. ... ..

..... pATRRrER

I Brunswick, New Jersey, there is mot a fimancial

interrelationship with Johnson & Johnson although,
God knows, ‘my dean would -love to_have a stronger
one. We will begin with:Dx. Paulson’s . ... ... . ... ...
presentation..

| | IndﬁStryePresentabign,.

' DR. PAULSON: Dr. Whalen, Dr. Krause, Dr.

present here today.
There-are several different types of
prqduqtswipwnhe_gépssoryjof,?589?b3?%¢,%?@9?§§?i§¢.~
agents. AI,éﬁiheréwtodafhtbip?ésent ¢°499§ﬂ%&§ 
MILLER REPORTING COMPANY INC
" 735 8th “Styeet, 8.E-.

~ Washington, D.C. 20003- 2802
v (202) 546- 6666 1"
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surgicel, oxidized regenerated cellulose,
representing one of these product types.

I wouldﬂlikettpwpé;k,tgwybu'about.globally
avail@bAéQQRQ“bréauctéwﬁhilgmnqgigg'thatiSurgice}
is currently the only available ORC product in the
United Stat@sJ”fIhQKQwW§§"PreViouSlY'anéther
manufacturer making a similar product, using

essentially th?_Samejch?mi§F?X;éﬁémﬁiﬁHﬁﬁgFgﬁénghwAW

process which we licensed jointly from the

Jthird-party company. They have since stopped
g making that product. But their safety record is
- lgoing to be_disqusgedQ 1 am‘gure;”by Dr. Krause and

3 lwill reflect product made by the same manufacturing

process ‘in essence.

I will talk to you briefly about the
manufacturing process; the mechanismg Of
hemostasis, just very briefly;‘biocompatiﬁility and
hemostasis data;‘and_thgn'provide aﬁbrief,sgmmary”
of ﬁy conclusions. I will try to do that ALl.inﬂ,
less than.fifteen.minuL§§¢ww;mwmgmwNHW_”MMMMM”m

The Surgicel family of absorbable
‘hemostats lncludes three . ba31c .product. . types,
Surgicel, Surgicel Nu-Knit and surgicel Flbrlllar,
represgntlng”q;fferﬁn; phys;cal.foxmﬁ of product

made with essentially the same process, although

MILLER REPORTING COMPANY, INC. .~

‘735 8th Street, S.E.
Washlngton, ‘D.C, 20003-2802
) (202) 546 666,6
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processes after. the chemlstry has taken‘place

These products‘arejused,edjunepgvely in
surgical“PrQQ?@P??SfﬁQrl?@?kégg?%%%WQ?mQQPilléfY}_
venous or small arterial bleeding and rapidly stop

the bleeding by acting as a matpiXQ£or_thee

prOduct‘iswofgen.leﬁtgbenind,im_part.of in_whole .
and is readiiy absorbed'fr¢m thei$ite,Qf““
implantation:With,minimaljtissgewxeagtion, which is
very important becauSe,it“iswﬁiegﬁénﬁlY used . in

cardiovascular procedures and frequently in

hemostasis may not be suitable, for instance,

lelectrocautery.

available in Taiwan andmchinaﬁ;WXQuwgaﬁwﬁéé;iEMWMe
_ magnification at 12x having a slightly different

pattern of knit or weave.. And, there is an ORC

products as well.

This is just to remind you that

. MILLER REPORTING COMP}ANY INC
735 8th’ Street, ‘S.ELY AT
Washlngton, D.C. 20003 2, 02 o
) (202) 546 6666 T

repredEnting dlfferent weaveuf7§7ff}ffijff:;ﬁif”””“"'

formation.of=a“clot,"and“sqmegqthgrQmeChan;gmawgggg_

I will talk to you about a little bit later. .The . ..

er methods of . ...

The:e‘ape.other,QRClprodugts‘avgi;eb;eﬁig_;ﬁ

| the global market. This,iswcellglés:aﬁ;mgipwi§HWMM;M

product’demeleped-frCm'Euxope,fby the name of. . . ... .

Curacel. So, I will talk a bit about those . ... ..
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regenerated,ce}lpl@se'produdtsfarefmdre”thaﬁ_jpst
an isolation oficellulose.. .They are derived from
wood pulp which contains abputfSQfﬁéfCéﬁf”éellulose

by weight, and also contalns 51gn1flcant amounts. of,'

lignin and. other 1nter flbrlllar mawerlals Whlch
act as adhesives to kind”ofwk6§p'the physi¢a1.

structure of the wood intact. . Thexre are | . ..

‘Isignificant chemical processes in place here that

affect the quali;iesaoﬁ,the,f?hyiwahiqh;beggmgguNM,M

basically digests the cellulose and then
reconstitutes it prior to oxidation. ~The material ..

that we are talking about here is bright rayon, and

'i it is essentially pure cellulose. . . .

This then goes into knitting and
purification processes and conditioning 0f the_,
fabric;«cqgtiélléd“qxidationaragqgiqns,mhighmaygwMmWw
used to define chemistry and define p?oqgssgs,ﬂ
involve displacement bf_splxggpgégpgwggggp§g§§;
purification of the materials, dehydration and then
progegsinguthéfmateria;Qinhﬁgitﬁwging;wpréduct
formsi”alQnQTMith.sterilé?ét}@ﬁ{g&@wQA:teéting_and
release. | |

Whatmlwwanted,t§ g@ilWyouf*atteh£ioh.po.ind
all of this iswteaily thechmp;ex gaFu?§5Qﬁ@§h§h“W

MILLER REPORTINGFCbMPANf, INC.
735 8th Street, S.E..

Washlngton, DIC. 200032802
: (202) 546- 6666 >‘;;
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processing that is involved.  This is not just an

isolatiQngéﬁ;QQLLQLQﬁgwﬁﬁgalchemiCa1 derixag$gnp
and you ‘can think of th;sﬂaﬁwéjbigﬁynphe;ip,___n»
material rath§x than,an;iﬁplﬁﬁﬁ@wbgglggiéal
material.

Cellulose is a polymer of glucose

basically, and oxidized regenerated cellulose in

sixth position, "changing it from an alcohol
function to a carboxylic acid function. There are.

alsb_othér_qhémicalmbyproducts}fand‘I will call

3. |as aldehydes, ketones, dialdehydes, and so on.

and nature of oxidants in the oxidation process.

Again, we are talking about

its simplest form involves the oxidation at the

you:\attenpigﬁwtquhghzggénd,ggﬁﬁténé_QRC§M§sﬂyg}l“;4

These can vary in ratios depending on the controls |

cellulose-related materials.  This is a reminder
that cellulose-itself does not absorb. . This is a
cotton suture that has _been implanted for two

years. . You can see a. chronic inflammatory reaction.

Cellulose is also well-known:.to surgeons from use

We don't waﬁt.to‘and@np with cellulose 5o

MILLER RE PORTING COMPANY, INC
735 8th. S et, S.E B
Washlngton, D.C. 0 )
{202) 546 6666 S

here and continued presence of the cellulose. = "~

in gauze, and lint from gauze is well-known to. .

cause chronig- inflammatory reactions and adhesions.
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consistency of the process is important to achieve .

a biocompatib%eWand&d@g?adahleuméﬁérial;WH“

This is just a brief reminder of the .

‘involved in hemostasis, involving vasoconstrigction
platelet ‘activation, coagulation activation,

conversion of fibrinogen to fibrin by thrombin. I

will mention'briefly that Surgicel acts both . in

. complex.relatipnshié.beFweengééz§i9%99é9;9¥99ﬁssgs o

=

terms of platelet activation and activation of . .

intrinsicjand'ﬁ&tli@ﬁiquathwaysbercoagulation

activation.

Surgicel at the wound site has muyltiple

{lis £luid absorption. which results in a relative

hemoconcentration. wTherewiﬁwhgm991°bin-03i§atiQn= 

resulting in a gel formation or false clot which

helps achieve tamponade in conjunction with manual

compression.

You can sée,inpthemupperjright?hand‘

depiction adherence of platelets to the fibrillar

erJstructure of the materlal and“gltl ately clot

22

24

fOrmationjonﬂthewmatrix;Qiuﬁaggéghﬁw“

I will use this swine spleen incisgion

picture to demonstrate some of the actual use of .

the product. You can see here that in a model .

MILLER REPORTING
735 8th’St¥e

washington, D.C. 20003-2802
: (202) 5466666
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which we .

~using a
controlled incision of 1.5 ¢m by 0.3 cm deep, that

you. see a_darkening of the blood which has to do . =

with its oxidation. You g¢an’ gege . gel formation and

false clot formation, fluid absorption, and so on.

"1in this model we applied digital compression and .

can measure time to hemosta31s, as-I mentiohed’

earlier. I will refer to somé data later from - thlsmm

Imodel.

I am going to try to relate to you some of

| the mechanisms of action that we talked about '

Surgicel. I will also talk to you abgut how they
“relatemto,gontrols“whichwexis;figwphgJgﬁﬁﬁmm_mm_ﬂﬂ_
Pharmaéopeiad"‘

In the.first"columnvycu‘will:seet_
mechanlsms of ~action include’ tamponade due to
digital compression, flu;dwabsqxptlon, swelllnévand
gel formatidn. Then} at théﬁghem;calwand-biqlqgic
level we talked earlier about protein adsorption,
platelet adherence; platelet aggregation and
plaﬁelet activatiqn; and igtrin&iCWaﬁdfﬁxﬁpénﬁ;q,m
pathwaY“acﬁivation,v'Thiéxrélaﬁéé@ﬁQﬁguﬁépietY §f 

product that are.shown in this panel,;mﬁhgni if one

MILLER REPORTING. COMPANY INC‘
) 735 8th Street, s E. '
* ‘Washington, D.C. 20003~ 2802
) (202} 546 6666
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looks at USP specifications for oxidized .. . .. . . ..
regenerated5qellulpse; you see that they are very

incomplete in addressing ;hogewitéms’which we

identify as important to ach ,Ag effectlveness of
the'product‘énd_in_aghiexing_hempﬁtasisnm
similarly for biocompatibility, we have

nighlighted just a few of the key areas of

|| piocompatibility that are important

I here--cytotoxicity, acute ih£IQMm§tiqn,
AbiodegradationxandwébsorPP}QEL,émmuncsenéciﬁyuandn
neufoﬁoxicity. |
Surgicel properties;inqlgdezcaxboxyl
lcontent and pH. Degradation, interestingly, does
i notfappearthfbeAréléped*ﬁ?kgéékéxy¥%ti°n.Qf the
alcohol functions but, rather, the ketone formation
Jat €2 and €3, which is not controlled by USP
specifications oruothe? rqugnized standardéuﬁgr.
these products. - |
In termsibfvimmunggenicit? and
neurotoxicity, the exact determinants are not. .
cleaiy‘butwit”is clear that_tth'dGPend Qn.high
material PuritY'and_controiléﬁ;b&ﬁmiqalwpfoceﬁses"
and ingredients. Againi'USP's§e¢ifications_appear
to.belinédaqﬁapewin;@ddrssﬁ;ng.thése essential
requirements éimthg,product.
MILLER REPORTING. COMPANY,»INC’
735 '8th St y

Washlngton, D.C. 20003 2802
(202) 546- 6666
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represent some historical data that we have for

TmE

5o
We have done some physical and chemical
analysis of'the_thxee produc§i;ypesmthat.I_éhpwgd,
you earlier. . Many of,theselare,ﬂsgnpgéts, for
instance, identification loss on drying, nitrogen

content and carboxyl content are USP tests.. You

[will see that surgicel passes all of these, while
|curacel fails for carboxyl. content; Cellulostat

| fails on several accounts.  In the right-hand

column you”caﬁ'seg those USP specifications for
thése_parameters:j_g“

We have also assessed pH, which is
somewhat related to carboxyl content but
post-oxidation treatment can neutralize the pH and
add back other. ions. . You can see that Cellu;ostathwﬂ
has_a_differﬁnt‘PH; thlequxggg;ﬂgppears to have
calcium addedmintomthﬁ,p?ocessg

Physicalistxgngth varies which, Qf course,
can affect clinical use. Water solubility varies
for_thasemprodncts,and spectral identification =
suggests that Cellulostat is mot, in fact, ORC
despite its“labEléa_claim¢;¢fp§;aQA;;fmi;w;ﬁg;mm;mw,

Time“to hemostasis was measured in the

T T B e G R £ e et s 8 s

model that we showed you earlier. The top two bars

Surgicel Nu-Knit ‘and Surgicel. Then, due to

MILLER REPORTING COMPANY INC
' 735 8th Street ‘STET
Washington, D.C. 20003 2802 o
(202) 546 6666 ’
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limited numbers of samples available for Curacel

and Cellulostat in the short time since this
meeting ‘was announced, we”ha?eAdongﬁsoméa
head-to-head comparisons of Cellulostat and

Curacel, and you can seefthatﬂwithmsurgicel,the

%§peci£iq:w0und$.

minutes; for,CuraCel,.approxlmatgly ten mlnutes;

A
f’andAfox“cellulostat, esaen;ially.none'oi them =

achieved. hemosta81s An_the. 12 ml nutes that we ... .
defined as. the maximum time period for this model.

So, what do we conclude from all that? . .

“lour summariesare that Surgicel Absorbable Hemostat .

does, indeed, 'have a long history of safety and

effectiveness. I think Dr. Krause will speak to

yoﬁuabbﬁt that,”“Given”theﬂlimiﬁgdgﬁime for this . .. ..
presenpatian,I'haven'pjgdnej;ntoﬁip”but.i;,w. 
certainly dqésuhave a commendable histoxy.
Therg_ia‘complgxwghgmiﬁggy and processing
rEQUired,tQHQxéatemtheﬂunidﬁe product properties
here."There'arefmultiple.thSiolggical
interactions reguired: for safety and effectlveness.
Other ORC products are not._ equlvalent and USP

regquirements do not address many crltlcal product,

}attributes,j

* MILLER REPORTING COMPANY, INC.
735 8th t, S.E.. Col
Washlngton,“D‘.C. '20003 _2802_
’ . (202) 546 6666
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So, our.conclusions are. that the USP is .

i o4

not-adequate.to_cpntxol,key,prpdugtgatt;ihgtﬁs, and
that we do not know of other standards for these .
products which are established and accepted.

Finally, in the.a@ﬁgggé49£w;ggpgnized

| standards, we believe that reclassification is not .

'vappropriatg.._Ifﬁéuldwagain refe; §é¢E ﬁ§M§h§mﬁaQtW“"

that these products are. often left as implantable

ldevices in critical portions of the circulatory

system and the central,neryouSMSYStemt _So, I am

sure that as physicians and scientists you can

appreciate_ the great dQQF?§f9§Q99ﬁF§9  and

llassurance Qﬁwbiqggmpatibi;itY;@QQHeﬁ§§¢§iY§§§§Sﬁ

that are neédéd;thErejNZThﬁnK.YOHf'

DR. WHALEN: Questions for Dr. Paulson?

MS. BROWN: ’I'haya;é,questioh:_“If'thQ,FDA.
developed a‘suidanqe:ﬁ@gumgﬂawmqgkémybufbe.in
support of a,downfclassifiqapiqqa,hwhwhwmmM .“vﬁ@u .

DR. PAHLSON;I‘i think if an adeguate
guidance dQ¢umentfQanghewgnﬁ@&@éﬁégdgéﬁmgiﬁkéEQ@MQQ“v
the regulation, then that would be a reasonable . .
approach.  However, at this t;m§4I;am;pét;§w§r§¢9£
what the contents of that would be so I would be . .
reluctant to say that that;isuthgmway t5 go iﬁ the

absence of a standard that we could ponder and

MILLER REPORTING COMPANY JINC.

135WSLh
Washington,
. (202) 546 666
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consider the adequacy of.
MS. BROWN: thank you. o
. DR. WHALEN: Othﬁrmquestiqﬁs?”
[N reépbnsel | |
Thénkjyou._ Next, we will hear from Ms.
Bobak. | |

MS. BOBAK: First, I would like to thank

jyou for giving me .the opportunity to speak here,

and having the ability to have an impact during
this panel-discussidn;Qn#mﬁQl§§§iﬁi§§Lignwgiwmthwwm%
abécrbablﬁwhemqapatigwagenté and dressings.

Myinéme“is;Lone”anngmggﬁgﬁghakﬁﬁwlmémmm
representing Ferrosan. _Eé;ﬁg§%§t$§wé @§§$§hW@QMg_MM.
medical'deviceﬂmanufécturing"CQmpanY:Q%Qd W§;havﬁ.
given the distribution rights of our absorbable
gelatin'éponge_surgifdam_tQ_Ethinn and they
distribute our absorbable gelatin sponges.

What I will be talking about is the
current regulatory status_becauséyit.is,diﬁiexgng
in Europe and in U.S. I will talk about the . .
essential quaiity'contrplhglémgnﬁﬁ;whiqh.wgﬁhgvebu“~_
implemen?eézgzl,willft?lﬁqé§gﬁ§2§b§3%%§q¢;9ﬁ
Surgifoam in critigal surgical procedures and give
my conclusion. .

The cur;enturegulgtgry status in EU is .

: MILLER”REEORTING.COMPgﬂg;jINﬂ-i B
e AN TG e

Washington, D.C.  20003-2802
(202) 546-6666
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that it has a_ long product history of safety and
effectiveness. We have had the product on the
market for more than 40 years and, due to some

changes in regulation, it was dropped prior to ‘96

| and then the CE regulation came and we got it

ClaSSlfled as. CE Class III. medlcal dgym\gﬁkgmgmwmw%Ww
December. of 1996.
Right now~theré;is?disgusSiénhinwgnwgpéggwwm
reclass1f1catlon borde’l~ ne products into drugs,
meaning that,produqts_l;kefguxagmightjhave“an _,_H

impact and could become a drug again.

' The current regulatory status in. the

{1 United. States ‘is the. fact that Egrrosan,'in March”
97, submitted an IDE, and over'the next_yééts wéz
performed“éxt§h$iV§mQl;EiﬁﬁlﬁgﬁiﬁkﬁwQQwﬂgmﬁﬁ§iL?Qd““
they were'multicentar,pyiglégmmlggyaﬁﬁ, based on
the outcome of these clinical trials, we submitted
the,PMAhtoﬁEDA,'had'the,iﬁspection in_August of 799
and got the:license;toMexpcrt,prqﬁﬁqts,éé.the.”,
United States in September of "99. . .

Since 1999 we have. submltted .an am ex”mgnpwwm
to this_PMAQsevera;ﬂt;mes,-»Ihg,ggw“l;ggngﬁhgéﬁ,ww,“
beenﬂgranted_basednﬁpon Clinibal.StudieSan,humﬁﬁﬁww
as well as cllnlcal trlals on animals.: and of

course, by use of design controls and risk

MILLER REPORTING COMPANY, INC )
735 8th Street, S o
Washlngton, D.C. 20003-2802
(202) 546 6666 i
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management.

Ferrosan has achieved a commigsion also
for usage during neurological surgery. ' For |

ach1ev1ng that authorlzatlon, we got some

and .

Bt

flledbﬁg;mgett;ng,;pﬁorma;;qggggg;gsggknmggxﬁwwwh»w”m

"logicalﬂp:ocegureggmﬂgg;youfare,'of course, aware
llelevated sensitivity to toxic and infective agents

,‘and the. gelatln .could be an. 1nfectlous agent 1f not

treated rlght.__AboutthK;Q;LY{ I‘am‘alsowtalk;ng
about-endotpxin“testing WhiCh~Wem§£§_Qéforminwa”,

both on raw'materials, as well as the finished

- broduqtsA\quxing neurolOgicalfsurgerY-thr?}iﬁ.@.

potential for physical damage and. there are fewer
choices for adjunctive hemostasis, _ -

‘The SurgiCal”predﬁCE”CGHSistsﬁgﬁ_gelatin,
water and nit%ggeh. Surgifoam is a‘ye;y‘safe

product andwwe;have“hadwggwMDRS@in_th%m?ears‘that

we have supplied product to the U.S. market. But

this is only caused by the additiqnaluquaiity

control measurements that we have had gince the USP
standards that are right QOW"in.PlaCé”dan;.fulfill”.

all the requirements that we ﬁeél'must”be in”place,”

When we are.searching for raw materlals,

and please recall that the. gelatln is a. very.

MILLER’ REPORTING ’COMPANY JINC.
’ h

‘Washington; D.C. . ooo3 2802 f'
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bov;ne_orlglnated«9§1a§?9;9¥>?YW§}§?;i¥?j?§?¢§fﬁ--~-

llgelatin. We have required that the animal

supplying the gelatin has been subjected to both
pre- and postmortem veterinary controls, and that

this is stated in the veterinary certificate .

accompanying eaqh_batChnqﬁ,thé,gelgtgnﬁh_Wgﬁggyg_;n_w

required that' the supplier certify that the gelatin

is'anyaccordanceﬂtqwan%Echspagdéggmggwgﬁgards

manufacturing of these materials.

We .are using a safe but also sensitive .

methOdifqr_SEE;iAiE?F%QQQ9£~££Eg£$§$§§$$;P?Q§U¢t-
When I am talking“abQUE“sénsitiYe; it is dry
steriliZatiQﬁﬁin{cqmparisbnftc.Sﬁérili;i?ignmuﬁing
formaldehyde.,:w§,are,wqpkinﬁfOhﬁétriqgent‘hygienic
and very low microbial conditions during the
ﬁanuﬁacturing'of the spongésh

As we_havé hadmpréducts on themEuropean
market for more than 40 years, we feel it is safe,
and we felt safe about our products though we did

agree_with“thefFDA,QnL§h§44i§£w2£M£§qUirements‘Put

forward when we 1ssued the IDE in 1897, e

PR A

Periormgd.QXﬁQB%@V@VQlinigﬁngﬁimlSNlﬂ 199 and it .

AR )80 b T

éeems'aswif:a;lthhaswquanged during these two

MILLER REPORTING COMPANY, . INC
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years.
'We“ddnft_feelnghéEwthﬁgguxx§ﬁ£;é&%ﬂgéidéﬁgﬁw
control all the critical elements fo r..gelatin

hemostats. So, we don’t:feel, ’from a Fer¥gosan

point of view, that reclassification is appropriate

as long as there ‘is no prope;ﬁgq;qengehapge:
controls.. Thank you very much.

R;MWﬂALEN:‘jquestionsjforﬂms,;Bopak?M\Dx&

| Newburger?

._NEWBURGERJW”With_allupfwtﬁgmﬁgxgxqwm%mmu
about"spongiform“encephalopaphyfehat seems to have
swept Europe, I assume with the herd and animal
controls thatviswlobkéd_at;agiwg;lfmeﬂ.f._”h_

MS. BOBAK: Yes, definitely. But since
our gelatin is, orlglnated from plg skln, we don t
have, the .BSE impact on the products but, of course,
we must;mah@lsurquhaﬁmquxygelatin has no contact .
at all,tombqvineﬁgrigigateé,gelatih[.%nd}thee_e
guidancemingﬁﬁfépé'is“tq,conggqlfghapWigagﬁﬁwhighwm”W
we, of_courSe;'follew very stringentiyi

-DR. WHALEN: This product has. been in
cllnlcal use for how long7 """

MS. EQEAK; Forty elght years.

DR. WHALEN. Certalnly in my medlcal
school.xyears it was nothing néwg;,Il;ememgggwgggiﬁg
MILLER REPORTING. COMPANY: INC!

735 8th Strest, S.E.
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it in the operating room ahdwthac,Waship“themea;ly
'70’s; There is a multitude of manufacturers of
fen _ . ,

MS. BOBAK: Yes and no. In the U.S. there

is manufactuxing'ina]gelanm;peruct; ~In Europe =

there is actually our manufacturer of a sponge, ..

|| Curacel.. 'Then there are sone in. China and in India

which is sterilized andfmanufactUred_inIStrange

|| ways. S6, T won’t say many put there4are‘som§}

yes.
DR. WHALEN: . And over:the. several decades

that it has been in existence, "has there,been_any

scientific ‘advance or manufacturlng change that has

, made .a substantial. 1ncrement An- the .effectiveness

that you perceive?

MS. BOBAK: We -have changed our
manufactnring;procedpres;sevgxakwgimesfuﬂwemhaye_w.”U
hadeehow_do.ypé:saY‘that.in English?--something
that changed the”surface of;thewprodﬁct& We had
sodium71adre1esulphaté'in.the product twenty years
ago. We changed,Fhat.becausésﬂéwioﬁndugutf doing
other precautions during,our:manﬁfaéturihé'prodess,‘
that'it wasn't neCessary to have that. “'fwentY“five
years ago’ we had formaldehyde as a sterlllzatlon,e

agent. We have omitted that completely So, from

MILLER REPORTING COMPANY, INC.
© 735 '8th Street, S.E.
‘Waghington, D.C. 20003 2802 )
{(202) 546 6666 ) T
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a Ferresan“pointmeffview,'Qe havebdefinite1Y'ﬁadem
more stringent our manufacturing process a great
deal over“the.yeare, | » " _
DR. MILLER: So you, and I think Dr.
paulson,also,before¢you,°seeﬁftg_he,nqtuinwﬁﬁxéimgﬁwa

recla891fy1ng this to a. 1ower c1a531f1catlon thanbw%w

it is now. - that what-I am to. understand°“aw

MS. BOBAK:. I would answer yes and no, if

4T may. I can, of course, seeusomehh;ng‘pos;t;ye,in

a declasaiﬁicatipnwbupMaﬁwigng as there is no

guidance'document,stating all _the addltlonalwamw,ﬂ

quality control elements that must be in place, or

not having any risks to theagggagmgxg then I am not

in favor of a declassification

he sgponges, no.

DR. WHALEN: Dr. Choti? .. .. . .
DR.[CHQTI;pﬂThewqgmpériSQnﬁ'b@&ﬁ?@éwEbﬁwq_,“
two products, they'are,bothmhemggﬁapiguagents but
prepared-verY‘diﬁﬁéxen?%y.aéd;#hey 5re *erY.m .
differenp,prqducts. Tell us- a 11ttle bit about, theM;
mechanism of action of the. gelatln sponge versus
the cellulose product we have just heard aboutﬁ%.aae
MS. BOBAK: I am sorry, I don’t think I
would be_theaiight pestn to;§n$yér;tbaﬁaqueetion,’
”GORMAN:.,HiL\aMyfnamewislAﬁngﬁGormap,

from Johnson & Johnson. Both products have very

MILLER REPORTING COMPANY, INC.

3-2802°
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similar mecharisms of action_ in that they act as

S E: ~.,<...-..,v,~“ua, R

-l surfaces on which platel&tsﬂgaﬁﬁge h9ggd;‘@he

Ygelatin beinQQﬁ???'SR??if???Asﬁﬁgﬁé?lmbé?Pg,1¢3$”ﬂ

specific. Gelatin has a _specific binding site for

“lthe platelets. With the Surgicel it is more of a

physical pheppmegonwandwgggg_pléﬁé}étahaygnf,HM”
éctiyated_you have_qpégulépip# agtivaﬁign.gndmglp;”_w
formation.
DR.. WHALEN: ' Thank you, Ms. Bobak.
MS. BOBAK: ,Thang,yqum«mgaymﬁ;@yym,;¢m%u_w
DR.JWHALEN;;WNbwfﬂeQﬂixlwgg@ginggmwégh”M§Lmm-
O0’'Grady’s presentation.
Msg~O?GRADY:“'GqédmaﬁggépggnggwxyémWQHd?v

0’Grady, senior vice president of regulatory,

quality and cllnlcal affa_rﬂ:fb? Integra

LifeSciences Corporation.

I would 1ikeytoﬂnhankwghggEgggmggémggug
Administration and _all the membexrs of the Gene ral
and Plastic Su:gery_Devices“Ranemewa%LlQHiﬁg me
the*time[tbjspéak'atAthis”é@b}iggadyiﬁQRY committee
regarding the rec;assiﬁiqatign;of trangitional = . .

Class III devices, the absorbable hemostatic agent

and_dressing devi¢e$_intgﬁd§§ foQhamO§t%$i§”§u¥$ﬂ§
surgical procedures. .
I will t¥y to keep within the fifteen

MILLER REPORTING COMPANY, INC.
735 8sth’ Street, S. E ’

Washington, D.C. 20003-2802
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minutes as I_;eview;the,safety and effectiveness

‘lprofile of the transitional Class III absorbable =

hemostatic devices manufactured by Integra

LifeSciences Corporation, and recommendations for a

guidance document for special controls for
absorbable hemostatic agents if reclassified to
lClass"II.

Transitional Class III devices--the
hemostatic agent# ménufactured\by Integra
LifeSciences, PMA products are Collastat absorbable
collagen hemostatic agent, a PMA that was approved '
in peCember, i98Q's,'and Helig;ét'absorbable._
collagen hemostatic agent, approved in November,
1985. The Helistat PMA is a direct cross-reference .
to the Collastat PMA.

The indications for use for both products
are indicated in surgical procedures, other than -
ophthalmolqgicai,and'urological surg§xy{'as”an; 
adjunct to hemostasis.when'qcntrql_of”bleaging by
1i§atur¢_or chventioﬁal procedures is ineffective
or,impréctical.,

Currently, hemostatic agents, absorbable
hemostatic,égents used in surgery are classified as
Class III, requiring a preﬁarket,app?oyal_

application. 1In the European Uniqn4they are

MILLER REPORTING COMPANY, INC.

735 8th Street, S.E. =
Washington, D.C. 20003-2802
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Irule 8, any products that have a biological effect

or be wholly»br”main1Y“abSbtbéd; and the collagen
hemostatic agents, because ﬁhey“éie”derived from
animal tissue, are also considered Class III.. ..

In Canada they are Class III or Class IV.
Undér_Rule;1j7Class ITII if they afe_wholly
absorbed, and Rule‘14,'agaiﬁ,”if"ﬁhey are products
of‘énimal origin.

In Japan, similar classification and data
requirements as the EDA;én§ EPr9p¢an Union.
Australia, similar'classificatipn and,data'
requirements; In the rest of the world, most
countries have the similar classification and data
reqpirements_és.EDA and_EurqpeaﬁfUnion; and there
are some countries that do classify the$é agents as
pharmaceuticals.

Safety profile--wé concur with FDA when
this‘firstléame out there ig a long history of
safety and differenée fotheSe'prbducts,_vTheré is
a 21l-year history of these absorbable collagen
hemoétatiC-agents,_and eétimated,ovex,;Q_mill;én“”u
surgical procedures. The adverse event rate or . . .
Medical Device Report rate is less than 0.0001
percent. FQ:.the'productsLﬁdnufactureduhy°Integra

MILLER REPO#TING'QOMPANY;’INCf'
735 8th Street, S.E.

Washington; D.C. 20003-2802
© "7(202) 546-6666
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LifeSciences, in 21 yea¥§ there have béen no
product recalls in the history of this prodict
line.

~But I would like to draw your attention to
the data that wé submitted in the PMA and also
various PMA ﬁupplementé for boﬁhjdf the@é*PMAEJ”'
For biocompatibility studies the list is very
lengthy: intraéutaneous'toxicity;‘dermal
sensitization, cytotoxicity, acute subchronic and
chronic toxicity, intramusculai_toxicity, hemolysis
studies, pyrogenicity studies, genotoxicity
studies, immunogenic ‘potential, implantation
studies, absorption studies, ﬁechanicél»tésting
looking at sWéilahility, compression, stiffness and
swelling and viral safety studies.

| Animél gtudies 1ogking at rate of

absorption, foreign body reatction, incidence of
infection, incidence of adhesion:formation,
incidence of any other tissue reaction; hemostatic
studies in animal spleen modéls"CQmparea tQ control
agents; infection model study looking at infection.

Multigentericliniqa;¥§xi§l, randomized,
controlled study at 10 investigational sites. This
was..the original PMA with a total of 550 patients
in the areas of general, cardioyaﬁqular,_w

MILLER REPORTING COMPANY, INC.
T 735 8th Strest, SLEI T
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neurosuxgical(‘qbste;;ics/gyngco;ogy; urological,
burh and plastié surgery procedures. The control,
other marketed heméétatic agents.l The parameters
evaluated were time to“hamostasis; adherence to
site; pliability; handling; overall procedure and
pOStﬁperatiVeLevalﬁatigns,,adYQrﬁe events.. .

Manufacturing of these,proddcts is very
critical. Products are manufactured in,cémpliance
with‘FDquuaiity'SYStem regulatidns; good
manufacturing practices. At our last FDA
inspection, which wéS”laSt’Year;.QOOl, We'héd what
is called‘Fﬁ§f4$3;bbé¢rvé§iﬁﬁﬁﬂi:ThégféQiii§y iéfan'
FDA registered ISO 9001 certified facility. As
part of the PMA process there is a pre-approval
inspection prior to manufacturing these products,
andzroutine inspections for compliance with FDA
regulatiéns,.éna annuéi répdrtihg‘requiféﬁeﬁts for
any changes in the manufacturing.or quaiity
procedures ‘that aren’t required to be submitted
undér a PMA supplement,and,:of’course; PMA
supplements.

Some 6f the -conditions of approval:
restriction on the sale,and'distribution”of"thé"
devide; requf%éméﬁtffb”édd*afﬁfbmiﬁéﬁt”aiéplay"ofw'”
warnings;'haZardsdan&,prédéﬁﬁions"necesgary for

M:LLER”REEO#TING coMprY;jiNCé :
735 8th Street, S.E..

7 7(202) 546-66667
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safe and effective use to labeling and advertising;
medical‘deviqéprepcrﬁinél:gquiiéments;kWhi¢hAis"
common to most medical deViées}'and sﬁbmissibn of
annual reports to FDA.

| Recommendations to FDA regarding

reclassification: We recommend strongly that if
FDA reclassifies absorbable hemostatic agents from
Class IIi to Class IT that it includes special
controls. "Class II devices are defined in section
5133 of Ehe“Fbod;'Drﬁg‘and Cosméti¢ Act to include
anyidevice for'wﬁich,reasonable assurance of safety
and effedti?enéss ¢anfbeugbtaiﬁed‘by applying
special controls.

Only general controls will apply to Class
II devices until special controls are established
by regulation. Special controls can include
special labeling réduirémént34‘mandaﬁdry"

performance standards, patient registries and’

postmarket. surveillance.

Reclassificatidn'shoﬁidfonly”océur with
the igsuance of an FDAfguidance‘document‘to assure
continued safety'and'efféctiVéneés profile.  The
éurrent FDA appro&ed PMAngEM}ngpplements'rémain”
in place and viable, and confidential information,
specifically'manufadturingwdaté}‘réméiﬁ”“' ““

'MILLER REPORTING COMPANY; INC. =
735 8th Street, S.E. .

‘Washington, D.C. 20003-2802
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confidential.
Guidance document recommendations for an

absorbable hemostatic ageént--Bbasic information on

- the company, name; ~address, FDA establishment

registration; description of the deVvice, all =~ ~

significant components of.the device; principle of

laction of each o6f the device components.

ff the device is cdllagénj”tb'ﬁéé]FDK”"”””"
guidance document, medical:devicesHCQntaining
materials derived from animal sources, léoking at
the type of collagen, tissue,and}species,“country
of origin, prqcessing,“viral_inédﬁivation studieé,
BSE/TSE risk analysis.

Biocompatibility'teSthg'in accordaﬂde
with FDA guidance; G95-11, use of international
standard ISO 10993, biological evaluation of
medical devices, part I, evaluation and testing,
looking at the following testing: dermal
irritation; sensitization'assayf‘cytptoxicity;
acute subchronic and chroniq,tqgiCity bécause'ﬁhese'
products are absorbed and left permanently in the
body;'hemoccmpatibility;‘héhdi?éiéi pyrogeénicity;
mutagenicity étudies; immunbgenie potential;
absorption;,implan;étiqn studies~and any other
studieS”deﬁgnggnﬁQon thgwbiomatgxial being

'MILLER REPORTING COMPANY, INC.
735 8th Street, S.E..

 Washington, D.C. 20003-2802
(202) 546-6666 -
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evaluated; in vitio Hembstasis studies. ~

Foranim’al’“"""é;__'t''i;1_’<’:i"i”fe’_sjj‘f;;,ﬁ;‘e“;éi'e_“'v"iE:’,e_é-''"":s""131'<'>'f‘1.1'"1‘""ci'"f)“r'e'f'":"'j
evaluated¢injimpiantation studies to look'atirate
of-absbrptionj?fqreign,body reacﬁion; incidence of
infection;'incidence Of adhes1on fbrmatioﬁ{
incidence ofeany other tissue reaction.
Hemostatic_studies“in‘an_aﬁimel:sgleen model should
evaluate hemostatic,propertieeVcompared‘to control
agents. ' - !

Clinical experience:-summary ' of any
lclinical experience. The sponsor must demonstrate
thaﬁ the hemostatic agent will perform as safely
and‘effectively‘as another,legalyy marketed”
absorbable hemostatic device. Clinical. data for
hemostaticagents composed of a material which has
not ben previously used as an implantable,
absorbable, hemostatic'agent'Should'béwﬁfbVi&éaf o
from a multicenter clinical trial. ‘¢linical data
should demonstrate that the hemostatic agent
lperforms sxmllarly when compared to andther legally
marketed_absorbablefhemegtetiéide#ieey”ﬂ“””“”

If a clinical trial'is required,iclinical'
studies shoﬁldfevaluate'timeite‘hempstasis;
adherence to site; easembf:hendling“ehd o
applica:ion;‘postopereﬁive'evaluetions_sugh as

MILLER REPORTING COMPANY,
- 735 6th Street, S.B.

Washington, D.C. 20003- 2802 R
(202) 546- 6666




sgg]

11

.25

12

13

14

15
16

17

18

19

20

21
22
23

24

108

postqperatiye‘bleedipg; infeCtiQn, hematoma
fdrmation, wound dehlscence and adverse events,

Dev1ce sterlllzatlon 1nformatlon should

’method for the sterilization cycle; steriIity”'

assurance,levélth beAachieved;_the'method}fbrf
monitoring the sterility of each production 16t;
andjdescriptibn of the packaging to be used to
maintain sterility.

If radiation sterility is used, the dose
should be speéifiédQ LIf'thé méﬁﬁbd'df'”” |
steiilization is ethylene oxide, the maximum levels
of éthylene_oxide, ethylene’ chlorohydrln and
ethylene glycol residues" whlch remain on the device
should be identified. ,Residuél'lévels of ethylene
oxide, ethylené chlorohydrin and ethylene glycol
which remain on the device following EtO
sterilizétionﬂéhogid'ébmply withﬁthé'ﬁékimumjlimitSf
éroposed iﬁ the ?ederal Reéiéﬁerfof June 23, 1978
or‘ANSI/AMI/ISO_guidande“iU§§9§f71”19957 biological =
evaluation of medical devices, Part 7, ethylene
oxide sterilization residuals. A sterility
assurénce level "should be achieved because these’
products are left in‘aﬁdjafe_absorbedk_.“

4Forupyrogenicity testiﬁé‘thé pfrdgeﬁi;_

MILLER REPORTING COMPANY, INC.
735 8th Street,

Washington, D.C.
(202) 546;6
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levels of the final sterilized” devxce should e T
less than 0.06 endotox1n unlts/ml

| For product expiration dating, the data
supporting the expiratioh'dﬁfémféf:thé'pfodﬁ&t"
should be submitted;”fDétaﬂéhéﬁidfbé_ddfiédtéd'from”'
three lots of product. ‘Stability studles should

monitor the crltlcal parameters’ of a device to

ensure that it will perform safely and effectlvely
durlng the entlre shelf life.
Manufacturing'ShOuld’Be"ih’cdﬁpiiéﬁdé with
FDAtquality'sys;em-regulgtiﬁhs;;fTheaSﬁEmiséidﬁ,,,
should contéin'informatiqﬁ‘opiéli dé?i¢e reagents

and processing steps; packaging of the device;

final device release specifications; product
reléase testing specifi¢a£idhs{fré5iduél levels of
manﬁfacturing_agentsé.x@siﬂ@@ljleyelé;QﬁwﬁéavY“
metals; pyrogeﬁﬁlevels}'and sterlllty

| in summary, absorbable hemostatlc agents
manufactured bj In;egra_Lifesgigncés havé‘3“21—yéér“
history of safety and effectlveness.

Recla581flcatlon from Class III to Class II should

lonly be with special controls and an FDA guidance

document in;plaCe.tqwensuréfcdntinUed Séféty and

_efféctivenéss#profiles;_”Cu;rentdapproved FDA PMAs

‘MILLER REPORTING _COMPANY, ™ INC__ L Lo e
735 8th St¥éet, §UE e
Washlngton, D.C. 20003 -2802
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place. Thank you.

DR. WHALENEMiQﬂégﬁiQnSAffdm”the'péhéihféf'"
g.. O’'Grady? Just»to reemphasize“ydur”66nblusion,
somewhat significantly different from your other
colleagues“fromfindqury,WYOGﬁﬁféﬁmakiﬁéwghé "”‘w
recommendation that you wouldﬁfihd'it‘éééébtabiewto"
reclassify it as long aé'théféppféﬁti?§§w¢9#tigl$m
were in ‘place and with a guidance documént?-

MR. O’GRADY: Thdt is correct. I think
there is an extensive history of safety and =
effectiveness for these products, however, I do
feel. strongly that 1f they are reclassmfled toJ
Class II there are very impor@antvCohside:ations,
and that reclassifying to Class II these'products
will only have‘general,contfols,unless there is an
issuance ‘at the same time of a guidance'ddcument.
These are left in the body and are absorbed and
very critica;_postqperative’rea¢tions_éan_bdquf;
There has been-a long saféty'énd effecineneSs,
profile, I do believe, due to_the‘ca;eful“stUdiés
that have been conducted oh the§e1pro¢édure lines,
land dareful manﬁfaéturing Of £he”px9ducts, aﬂd"
monitoring of thése'prOQéQSesf'f'

DR. WHALEN: ~Any ‘other questions?

[No response]
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Thank you, Hs. 0'Grady. |
MS. Q?GRADY:' Thank‘you;
DR,_WHAEENe:AWeWWiii”éoﬁEEﬁﬁefﬁowﬁWTEHWEKE¥T

presentation from the FDA, to be done by Dr.

|| Krause.

FDA Presentation
DR,HKRAUSEe'TGdod'afternoon[ Mr; Chairman,
diétingﬁished[panel members and members of the
industry. Thank,you'fof”takihg this time ﬁo advise
the FDA in regards to the reclassification of
absorbable hemostatic agentsﬂandwdxesging'dévicesﬁ

We are asklng your recommendatlonwwww;ww__“

regarding our proposal to down-classify absorbable

hemostatic agents and_dresSing"déviceé_fromedlass
IITI to Class II. "First, I will review the products
and ratlonale for our proposed reclass1flcatlon.
Then, I willﬁaék'théfpehei’sevefal questions for

discussion. After myipresentetipn“eng your

fdiscussion, Ms. Shulman will take’ you" through the

formal recla881flcatlon work sheet.

This is. the present_definitionwof an
absorbable hemostatic ageﬁﬁ-of:dieséiﬁg{*'A£; ; 
absorbable hemostatio”agenffof dressing 'is a device
intended to p?QQuoe_hemostasis'5y"é66e1erétiﬁgethé
clotting process;oﬁ_blood, jI§ng2absorbab;eﬂand;

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E,

Washlngton, D.C. "20003- 2802
o (202) 546 6666 L
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at the present, it is a Clas§ III.

We refer to’ the dbsorbable hemostatic

agents as transitional'deﬁideSfm‘We call them

»tran51tlonal dev1ces because at ‘the tlme that the

Medlcal Device. Amendments were added to the Food,
Drug_and Cosmetic Act, in_l976}'these‘prodMCts were
regﬁlated as drugs. They were then transferred to
device regulations since'theéef@ere felt to be more
apP;opgia;eufpr“these tYpes'of.&éVicés;ﬁﬁThe
absprbable hemdstaEEC'agehts;fSQtures,'eﬁnumber7bf
otﬁer~product5ffit into thiSftranSitiOnai1pfdadét
classificatiQnJ,wéll.FlﬁnﬁiﬁignéluPerdCEETWGfe’*”“*
automatlcally classified as. Class III medlcal
devices. "This: 1ncludes suture; whlch was”
previously reclassified to C;ess,IIfabout"teﬁ'Yéars
ago.

I hope you all have_youf magniinng
glasses! 'Theﬁeuafe:abspﬁbablé;héﬁOStetic:agent'and
dressing'prdduets which_were,submi;ted'for.abprcval
as. drug s. The first one on the list is Oxycel,
which Dzx. RéulSdn"éiluded;te’iﬁ*hié'diééﬁéSibﬁiof
Surgicel. It was approved és,afd?ugxinVseptember
of 1945. " Surgicel was then approved in 1960.
Avitene was approved in 1976, gctﬁally I think by
Center for Devicee:“‘celfoaﬁ:was‘aiso‘epproved]by

MILLER ‘REPORTING COMPANY, INC.
735 8th Stréet, S.E.

Washlngton, D.C. 20003-2802
: (202) 546_6666
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Ceﬁxer for“Deviéeé“in‘i§§§l””ﬁ6%éﬁér}"Géifbamcﬁéé
been_on‘ﬁhe:markétﬁéiﬁCéf15457f55?ﬁféfﬁiwéigééﬁ£6wm”
that. A

Other products_which WereﬂapprUVéd”under
device. regulatlons and were submltted as dev1ces'w
are a second form of Avltene,'whlch was approved 1n "
1980. Collasﬁat] which”Mg?”O Grady.d1s¢uSSed,:was
appxqvegvin_lﬁﬁl? The_SuPetstat}‘whiéh is;ﬁo
longer marketédd was approved.in.1982; Instat;
which is still marketed by Ethicon, in 1583’

T might add”that.ali’CﬁmﬁhéééIPféaﬁdfgfiﬁéhm
until Novacol, We;e taken to the General and
Plastic Surger?'Devices Panel'for'review,f'That
includeé HéliStat,which, as Ms. O’Grady said, was
approved in'1985”butfrefgrrad:tdftheT198i PMA for
Collastat. Novacol wasiappfévéd in 1986. "

Hemostagene, I think was originally marketed under

lithe name of Actafoam. but is not presently_marketed

in the United States, was approved in 1985. This
was the first of these products that did not go to
the General and Plastic Surgery Devices Panel for a’
recommendatlon W.Surglfoam_was_approved,;g 1939, as-
you heard from Ms. Bobak. =~
Recently we have approved two other

products as absorbable hemostatic agents. Thess

MILLER REPORTING COMPANY, “INC.

© 738 Bth Street S.E.
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products include licensed:-bovine throwbin as a = °

| component. They are ¢onsidered combination

devices. One was FloSeal, which wasvapprqveduén

December of 1999 and the second was CoStasis, which

was approved in Juné'Of,thé year$2000.
AdvérsequEﬁts;~I dbh't;knOWfif”ahybod&':

can see these but I can go through them real quick.

vThevthing'thatviS'important here is that I asked

our MDR people to give me-a list of Mbﬁéfﬁﬁétfﬁéiéi
listed for these devices. I got a list of 115.
MDR: . reporting has bggn,rqquired‘sincg 1996;' Before
that it was voluntary since, I think,.abcut 1992,

I would .say that ih”théflast six years, as
these products have been used in, you know, a
million surgical-procedurés ahd';ﬁ§t is*a“
conservétiVé3estimate,'of‘fhé'lls‘adﬁérSéﬁéventé
that were reportéd 66 of them were for 'a dev1ce
that is not an absorbable hemostatlc agent and were
put:.in the wrpng”plaqe, "They were for a femoral '
artery closure device that was usged folTowing =~
fembral aitery catheperiza;i9n procedurésL A
number were for collagen products that aré”injécted
under the skin for wrinkle control. Some of them

were for'dther5colla§en¥Cdntaiﬁing devi¢§é;  0£_éll

MILLER REPORTING COMPANY INC
735 Bth Street, §TE
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numbergug'thQreTWhﬂéhjpfbﬁéBiy“néﬁédywagﬁ”fégﬁfwfmww
were for what we would call the absorbable ™ "
hemostatic agents.

If you look up theré;jyou“canaseg thatizl'
were for the prcducts'which“wé“afé*looking”tb
recléssify, which are thoge without licensed bovine
thrbmbin} aﬁd;l7'wefefWithJIiCéﬁ§€a bbvihé f-
thrombin. So, of all the multitude of procedures
where'these'déViEes“hévé'been‘usedf“thetéQWere'21.
MDR: reports since, let’s say, 1996. Now, we know
that MDR reports are undér+iepdrtéd 5ut”thisfis
still}aavefY'SubStantial'numbeij’or'laCk éf a
subgtantial_ﬁumber. |

Going thrbugh‘the'MﬁR”téﬁﬁfEéf%ﬁ&f&156 '”ﬂ”
through the[1iterature:WhiEH”ié”bﬁbiiéﬁé&fwfmééﬁffmww
you:some’articleS-thftherewéiefhﬁndréds of
articles on these products. I have listed what are
the most common“potential'riékaand_the potential
contfol that we are lbbkingwfdf;”fThésefﬁbﬁﬁIdls‘
would be listed in a1guidahceldgcdment Whichjwéuld
direct manufacturers as to how we would like to see
the data preéented to us.

The first potential risk would be
uncontrolled'bléeaihg;ﬂWhichiCOUldeéPEBthﬁlfédfw¢fm
either with animal studiésvaﬁd/or clinical data.

MIiLERLRﬁﬁdgfiNG“CDMPéﬁYgfiﬁéfojfffffffff””“w“”f””W“
735 8th Street, S.E.

Washington, D.C. 20003-2802 .
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The second. rlsk would ‘be. hematoma.e The thlrd rlsk

-

would be 1nfect10n ‘with' fever,xwoundvdei‘
For‘some of these, if Vyou look at the 1abe11ng for
these products, vou will notlce that there is very:
specific labeling and that wound@dehlscence'can'
easily be,avoiaea“if'yoﬁ‘fdliBG’Ehe”ihéﬁrﬁofionéwih
the labeling. ' Foreign body reaction; iﬁflﬁmﬁéﬁioﬁj':
edema,'grantloma,endhthese coﬁiadﬁéﬂéoﬁérOIleékhiﬁh
animal studies; product labeling perhaps, clinical
data. |

Adhesionvformation:ifailuré to he
absorbed. Again, moStfofhthésehor'maﬁy7of these
would be controlled gsi@g;a_ghi@anceodoo#meﬁggwhioh;”
would direct:for'anihal»studiéej'potéhtiéliy
cliﬁical”étﬁaieSj clinical data and also product =~
labeling. I don’'t want to belaborftheSéhénd go
through them all individualIly. =~~~ "

There are some~additional risks for

products which include the licensed bovine

fthrombin. You notice that I am specific about
||licensed bovine thrombin. since we can’'t predict

{what new products are comlng, we can” only address

products that-have come through the PMA process

The only ones that have come through the PMA T

h process that include anything besides the

735 8th Street, S.E,
Washlngton,'ﬁ;
(202) 546 “63_
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abaorbable'hembéﬁétic;aéﬁiaéféiéﬁfwﬁfﬁéﬁaﬁéfé”@Hiéhf"
we have approved, which include licensed bovine

thrombin. ~The additipnalvriSks,WithﬂEhdsé"bfbdﬁéfé 

 >include_allergic“reactions; sn¢h1aS antibodies to
collagen; ‘gelatin thrombin, etc. and potential

jantibody cross~reactivity to bovine Factor Vva,

which cross-reactsg with_human'Factor'Va;'Which'can'
result in coaéulbpathy. This is“épeéiffcaily““““““““
mentioned in'thg thrombih 1abé1iﬁg'and the‘”
information can be obtained there,

The;second @foblémlin“sbme ¢f'thé MDK '
reports that I found is that people sometimes have
difficulty assembling products which include bovine
thrombin, or deploying them_bécaﬁée:if théy;dbﬁ’t“”;t
prepare the apparatus corxeCtly there can_be
clogging because the thrombin fairly quickly causes =
coagulation and can clogvthé'dévice.

The FDA’s proposal is that the agency is

proposing that the absorbable hemostatic adgents and

dressing devices that do ndﬁ"ﬁﬁﬁﬁéih'bQViﬁéf“”
thrombin may be réclassified into a 1ow¢¢",p
c1a§sificati0n;“WhiCh'is ClaSS‘If” spéciéi
controls, and that the spe01a1 control employed in
this case, would be a detalled guldance document .
The present CFR, which is Code of Federal
MILLER. REdeTING CompaNy ’xnc__ :

735 8th
Washington,
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Regulations,“liétin§“f5f'ébﬁbibéﬁiEThéﬁSEEQEié“°”””'
agents and dressings are an- absorbable hemostatlc
agent or dress1ng as a dev1ce 1ntended to produce"w

hemostasls by‘acgqleratihg”fhéféiaﬁﬁiﬁg&ﬁfEGEEETaf”w

Jblood. It is absorbable; presently Class III. Tt

requirés'PMA*br PDP.

What we are proposing is an absorbable
hemostatic agent or dressiﬁg“aS“a”ﬁevice'intended_?
to brodu;e“héméstasis.by aq@éleraﬁiug tﬁéfclotting
process of blood. It is abgorbgbré;“fﬁHéEﬁﬁaE“ﬁatf”"
changed. The aiassifiéAtioﬁfwéuia“gé“biaéé’ff“fdf‘“'
those that.do_nqt,includepligéﬁééﬁjbaiiﬁéﬂﬁhfamﬁih”“'
and Class III that do contain Iiéénééd'56Vine
thrombin.

Again, we‘cannbt.predictvwhat products are
coming.in the future so we'dannot,include'them_in
this reclassification. THoseJthéthé“iﬁéIﬁaé”théﬂ
licensedubovineitthmbin) we“gdntinUe”td‘requiré 

PMA and those that are reclassified to Class fr =

fwould nowurequire'a 510 (k).

That 18§ the end oF” my presentatlon o
just wanted to read to you the 1ndlcatlon for.use
that'we.normallypapply to these products, which is =
that they are for use as an ‘adjunct to'hémostésis”
when@ligature_andgothér,convenﬁipnal methods are

MILLER REPORTING ' COMPANY, ING. '
735 8th Street; '§E.

Washlngton, p.C.” 0003 2802
(202) 546 66




sgg]

T ;

10"
11
'iz_
13
Nié;

15

17
18
19

20
21
22;
23”
26

119

ineffebtive.or'iﬁpractiéa1’ ‘and there can be some

variations on “that but it is the ‘same as the slide
that Ms. O’Grady put up for you to see. Are there

any questions?

conservatlvely that a mllllon surgeries - Jmay:~“have

. been done over the period that these adverse events

were recorded, w1th'rQUthyjeqdiva1ent)f214versﬁs
17, without thrombin and'with'thrombin..'Do‘yeu‘
have any idea What'the”btéakﬁéﬁﬁ?déﬁbﬁiﬁéﬁﬁ?”Wé&fd“*
be without_thrqmbin'and“Withj&hroﬁﬁiﬁ“éﬁeﬂgdthoee
ﬁillion operetioﬁS? |
DR-_KRAUSE;'“The'prqéqgﬁsﬁwitﬁuthxémbin;fu
have only beeﬁ»approved_sinde '99;, We had one in
’99:and.bne in 2000 wSQ/‘ITWbﬁiddée?*EHEEmfheww““d
denominator for those products woﬁld be_quité a bit
smaller than’fdrffhéfbfddﬁéﬁé”ﬁfﬁﬁBﬁE”Eﬁ?Sﬁﬁ?ﬁTwwm”w“
DR. WHALEN: "Although the incidéﬂéeVQf the
adverse events reported is low for both, it might
be substantlally hlgher for those w1th thrombin in
view of that,
DR.'KRAUSEéj“Yés;“éiaepf”ﬁﬁéﬁ;”égéiﬁ;”i7w””
out of*emeybe,pebbie"canugive“ugmanfideafdf'how' o
much FloSeal iSan’the'market,dbﬁﬁ"17“W6ﬁlawéﬁiiiﬂu
be a fairly”small”number,'lése'than'ene perdeﬁt I
MILLER REPORTING COMPANY, CING T e e e
7357'8th Street,‘s‘E“ .

, Washlngton,'D
(202), >
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am sure.
| MS-. BROWN:’ Let me just comment 'I haven t
been with the company for a year ‘so I am not
current on the statistics but I was with the

company that manufactured FloSeal.  But one of the

things I noticed is tHét‘6h676f”fﬁé?Mbﬁf&éEégdfieé'H
1ooked‘like'it'wae"SinuSQuSﬁgefgnﬁ I know that =
FloSeal was used in ENT maybe more than the other
use allocations. 'So, it is poeeible‘thaﬁ;it"jﬁEE'
has to do with the'area”cf'tﬁe‘bOQy'WHéféfit is
being uwsed.

DR. KRAUSE: Right, there were about five
FloSeal MDR repcfts'fdt”SihﬁEfiﬁfébEiéﬁleh””"““W“”"W

DR. WHALEN: Dr. Choti?’

DR. CHOTI:  Dr. Kranse, if you would just

clarify for me the distinction bétween these. I am

stuck a little bit on the bovine thrombin. Is that

because it is a.bioloéid? - You say it is a combined
product device and why the bﬁvinelEH%bﬁBiﬁ?wMWHy”m”'”
not the fibrinogen”or“whateverﬁother things in
these new? ,Wﬁy is thie,the-enefﬁhing'thae you have
kind of categorized as distihétEVE?
DR.,KRAUQER"MSﬁtéfﬂfibrianeelahtfis[M]]_w
congidered a biclogical. It is regulated by the 7
Center for Biologics.: We'doﬁft~négula;efthose; '
MILLER REPORTING COMPANY, "INC.
735 8th. Street, .

Washlngton, D.C. 20A
__ (202) 54
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So, that wquld“Eé“%SﬁéEhIﬁ§”tHit”th%?“&SHfE”taﬁemmm“m

care. of Aprdtinin ‘is a’ part of a flbrln sealant

Tl we have focused on the licensed bov1ne thrombln for

the simple reason that the only products we have"
seen that are. comblnatlons 1nc1uded only llcensed
bovine thrombln, nothing.. else. _We havefhever?seEﬁd,f
anything with aprotinin. We have mever seen
anythlng w1th coagulatlon Factors v, VI VII or'““”““

3 - -
VIII oxr’ any of those types of thlngs,e We have only“”

seen product Wlth the llcensed bov1ne thrombln .and

we got a co-review on. those from the Center for

.BlOlOglCS.

DR. CHOTI: "Then I am confused. The
FloSeal product has ‘the ‘gelatin?
- KRAUSE: Yes, it is bovine gelatin
combined with licensed’ bov1ne thrombln and auwwm"

determlnatlon was . made that. it was a medlcal device

so it was rev;ewed here,"or Center “for' Dev1ces.”w“’“”

'panel_DiscuSSLon'andWFHATQﬁéétipns'

DR. WHALEN: Other questions for Dr.

| Krause? Seeing none; “we will proceed to have Dr.

again as we" dld earller this afternoon that the

panel will not 1mmed1ately respond to them.W;HéQJL41

w1ll have a brlef general dlscu391on of the 1ssue
MILLER REBORTING COMPANY,”
: 735 8th Streéet, S.E;

Washlngton, D.C: 20003 2802
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at. hand and then follow with our dellberatlons with '
answerlng the questlons ~ Dr. Krause?]

DR. KRAUSE}f“Wefha&eethiee“questions:for'
you:regarding“the reclaéSif{ééfiéﬁ;fﬁtféﬁebfbébie”’“
hemostatic agenp_and dressing1devices.

| The flrst questlon says, please dlSCUSSY
the proposed recla551f1catlon of " the absorbable' 
hemgstatlc agent and dress1ng.v Please also dlscuss‘
what descrlptlve 1nformat10n and lntended use 7
should be included in thejclaésifieefibh ”m
identification. = .

Second question, please discuss the risks
to health fdf@fhe'éBSbrbablefHEﬁ§f§§%ﬁﬁwéﬁa;4w
dreesing devices:

Thirdequestion,vare there any other risks
to health ﬁorftheSemdéVicesfthaﬁ have not been
identified? Thank you.

DR. WHALEN: Thank you, Dr. Krause. . The
panelwwill_nqw”star; with'geheral”aeiibéfati¢ﬁ with
a,b#ief review ofﬂthe”entixeﬁtopiCWat'hand before
directly addreésing”the_FDA'queStions:';Certainly
all surgeons find hemostasi3w1m§0rtant'leThet
surglcal oncologlst is at. the top of the table,‘so'
Dr. Choti?

'DR-rCHOTiQLWWéllf.jH?F_PQW$9ﬁm§R§§§m§93iﬁi

. MILLER REPORTINe comeegy INe
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this is a’class of devices that is absorbable, that

“lachieves hemostasis. I think it has an extremely

long history of use.. The safety record it” appears

to me as though it is quite good. "
The one issue is that these are differént

products that are kind of grouped togethet.  The

llprocessing is different. 'The"products'éié:

difﬁerent. . Some are. bovine}'some are’ porc1ne,.some:*
are: cellulose and the manufacturlng processes ‘are”
different. Perhaps the definitisn that "we have =~

come up ‘with, which is absorbable hemostatiec

products, is’ somewhat non-specific. So, I think

that it is important that new similar products as

- they are developed need to be carefully regulated

;gﬁ
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if they are to be placed in this class. ' That”woﬁId""
be one concern, that these are not_ali'really"the'
same devices:

Saying“that, I do think that this ista'
long track record. I think it.mahﬁﬁ_a lot of sense
to reclassify them as we are’ dlscu831ng today

DR. WHALEN Dubler"

‘DR. DUBLER: ~As long as the controls were

, spe01flc to the different sorts of materlals ‘that

we are  addressing, 1f therejwaS"the flexibility in

ey

reclassifying from Class” TIT ES 'II ¢S €ake "ints ™ =

MILLER REPORTIN , COMPp
735 _8th SE
Washlngton, D.C

: . (202) 545~




sgg]v'

16
11
12

13

15

16
17

18

19

20

;21
oy
23
54

25

124
account the huge variability in structure of these

and;manufacturing,”thenmit;seemSTtQ;mé@tpfbeumWWNf[

justified "to move ffom‘fii“fﬁfiil“””

DR. WHALEN?: McCauley? ‘

bR; MCCAULEY??WIMagféETWiEhdthéMEWQ
comments. I think the two points that-I"Eiﬁddof" 
‘get stuck on;,and,the'firétfreallyrrelates_to the
variability in the éEfﬁCtuféfdnd”ﬁatufofoffﬁhéSéd"“”
products andefthinkfifTWEj’ihdéédf"oléééffwaﬁgﬁmmww
to Class”II produotScheu we have to have something
that is_Merydépgcificy'notfnéoéésérily fof'ééoh"
product but for ‘each’ subgroup of products that™ "
comes through with similar structure.wwﬁjgwﬁm.,

The second issue really still_rélatéé"to
‘the thrombin. At this point; Iooking:étdthe”dété;"”
even if the N is a'litEIéﬂéﬁéiléfffofﬁfﬁ€f§¥oﬁbw“w“'“
that uses'the‘bovinefthroﬁbin; I am not sure that .
really poses such a tremendous risk.

DR. WHALEN: Dr. Doyle??

DR. DOYLE: 'I am interested in the
manufacturers’ desire. Aii'of'them see to wish
them as claéSiﬁioatioh'of:iiif”ﬁf“léééfftwo‘offfﬁém
said s pecifi"ca;.ijly with gui dellnes I guess - I don‘t
understand why we would ‘wish to class1fy it less

restrlctlvgly I don t understand thelr retlcence

MILLER REPORTING COMPANY INC
735°8th Stréet; S/E.

Washlngton, D.C. 20003 2802'_ L
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1 to have them reclassified, I guess.

DR. WHALEN# Do you just wish that to be a

Jcomment or do you want a specific question of

another panel member or. manufacturer?

DR. DOYLE: If someone” could explain to me
why they are reticent to-have them reclassified.

DR. WHALEN: 'IS'thexaxanyone on the panel

fthat wants to? .

DR. MCCAULEY: "I have a theory. It is

poss1ble that..if you make it less regulated_that it

will mak@}itmeIE’pO$Sibl§j ilcquetiﬁgjpyagucps;:

to. be generated. So, there is a little bit of a

protective situation with keeping it Class III.

MS. BROWN: =I would like to mak& a comment

about that. The clinical,Prggrémsithaﬁlhaveﬂsgqﬁgg

lalong with these products have been pretty big

clinical prpgramsyv_ln'genetal, they have beén

large randomized studies of 300 patients. The .
manﬁfacturing'processes,ar§ detailed_agd carefully
reviewed in premarket applications that coms in to

FDAﬁfor_the products. _So, the track record that 1s

from pretty extensive reV1ew of ‘the manufacturlng
and the preclinical "’ and cllnical work that is done.
So, I think.it‘is”fairmtojsay'thap,phek"
MILLER REPORTING COMPANY, INC
735 8th Strest, S.E.

Washlngton, D.C. 20003~ 2802
‘ (202) 546 5666
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manufacturerﬁm;hatcomﬁenpedaonufﬁéﬁ”étéﬁééﬁiﬁ§'mp"”
from‘the,per69§9§i?9;9£w§§9mreasqgggggéxmggggh;',
record.is good is because of that history.

Having saidJthatTJQﬁé;bf’tHé;manufagtuﬁeréj
is saying that if there aré;adéquate controls put

in place and adequate guidance documents, she can

~f1probably‘aChi%Ve.thatfsamﬁ»levelgOffbontrol;wifh“é”'”

'510(k)-process;

~DR. WHALEN: "Dy, DeM&tsg? " =

DR. DEMETS: Well, the problem_I_am_haviﬁg

'Pkisjnot-seeing'what the guidance. document might look

2 flike, I am not familiar with those, But I EHink ~

before I would be favpfabléﬁtQ]Cha@geAsdméthing I

jfwould like to know what 'the content, the rigor and

the details of that woéuld be.

DR.'WﬁALEN;-:Ahyﬁrespdnse bijDAfiﬁ_thatj;
regard?

DR.‘WITTEN;f7WéIi}Li‘ﬁiilfjdéﬁ”é&&'fﬁb“’:
things. One is that Dr. Krause liéted_risks £o 
health and special cdntqué.]fThdée&Wouiﬁ?ﬁéﬁéﬁﬁéff'w
of #he things that_prldubengpgpded,upoh invthé
guidance docunent. |

The other question, of course, ‘is really a

know about these products, how they work, what the

MILLER . REPORTING 'OMPANY IN P
735 "8th Stree' ; )
Washlngton, D.C. 200
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risks are, etc., d6 you' thlnk special controls can

‘Il be 1dent1f1ed and can’ you make any recommendations

about spec;al,controls?,_Iﬁf6Eﬁéfﬁﬁbfaéfwﬁﬁftﬁﬁfmftwm

is we have sketched out what in our minds would Be

- a8 guidance document, and;thehjthe secdnd half of it =

is we'would'likeftb”know whether controls can be

identified aﬁd'Whet your ViE 51sﬁqgewhat‘they”wbu1d%
be. |
DR. WHALEN: = Dr. Chang?

. CHANG: T have similar sentiments to

Dr. DeMets’ in that in a guidifce document can =

these csntrolgfbé;asifig&%&ﬁé“&&“éﬁéf”wﬁﬁéﬁ“iéff”‘
required_fromfmathaqtyxexSQQrﬁgpbnsbrsﬁSubmitting

a PMA? We like the track’ recor& 1t“i§wfﬁﬁEE§ETGET”
Eveﬁ though the,make;s Qf'Gelibé@ ‘had 1t avallable
from 1945 and jﬁstﬁhad]the”?Méjin”the 1986's;”they
did get around to making the~ documentatlon of thelr"w
safe manufacturlng practlces; ”So,uthe questlon
remains if wrltten guldance documents are rlgorouS‘
to ensure continued high standards, then 1t ‘would
seem logical to reclass1fy to Class II fcr these
products.

My other question, and I don’t ¥iow if "

ttheNiS'an'answer;,is;wﬁst;abeetﬁthe{ménitéring?

What about companies' that submit an dddress in

MILLER REPORTING CO
. 735, 8th Stréet ™ . .
Washlngton, D.C. 20003~ 2802 :
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Thailand or an address in Tibet? T mean, some

lIplace where it is not as. easy to have a~site visgit, =

how easily would’ they get a Slo(k) through FDA for
marketing in the Uu.s.? There is that ‘kind of"
question. ,

| DR.“WHAEEN;.JDr,fMillér?f'

DR. MIﬁLEkfféfwthihkathgfétfé
C0n9¥atulatethﬁecqmpaniés’fhéttﬁéVé“érééféa'tﬁééé;'”
products and done such a . great job 1n valldatlng
thelr effectlveness ‘and safety. “'IJthinkféftéf,eli
these years that is'very*wellfdemonStrated;_aQQ'I
think it,iS*reaeoneble_to SHift"the“ﬁfddﬁdtwt6“5““““

lower level as long as we can- ‘ensure that .any other

fjnew: products meet the standards that these have'”“’“

met .
R.fWHALENj“‘Df.”Newburger?

DR. NEWBURGER: I+gUes& I am having

trouble COnceiViﬁg”the'éppliCatiéhfefthéEe

standards to new products’ béciuse 1t i HOE Elear -

to“me_what_thesegStandards'éregf;These do have

fdifferent mechanismsmof;action_and even'infproducts

that have a similar mechanlsm of "action’ they arei“

used in dlfferent 81tuat10ns I -am. concerned since

fthese are used in crltlcal 91tuatlons

1ntraoperat;vely thet,the'slighteet“vafiétiQﬁ'douid.

MILLER REPORTING COMPANY INC
735 8th Street, §.E. ’ . .
Washington, D.C. 200032602
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think. So, I‘am”wondgxipg hpQ cl¢ar‘thé'guidélihés'
really would be. |

DR. WHALEN: “Thank you, ‘all. At this time

lwe can begin to focus our discussion on the

specific three FDA guestions. If someone could =~
them at the same time? We will,hbﬁfjéﬁ”féfér to
thejredlassifécatianquspippgéigef._?hétfyil;,bé
done later, after the open public comment period. =

Considering safety and effectiveness’ for

Jthe. devices, we will deliberate upon the answers to

discuss the'prdpdsed]reélaséifiﬁétioh of the
absorbable hemostatic agentsvand,drEésiﬁgSZT Also,
discuss What'&é5¢riptiVé”ihfﬁf@§fibh”éﬁ&fiﬁﬁéﬁ&é&“f%
use should béginCIddéHiin thé"cIééSifiééﬁiﬁﬁffofﬂfr"
identificatiop,‘.Dr.'Dubier?

DR(%DUELER&“fI”émfhaVing trouble

|understanding how to frame oSur choice. 'S0, I 'would

like to ask the FDA Why did they tHiak it wWould be

a benefit to move it from'a Class TIT

II, and what do you think we lose if 1t "stays as a

- lclass IT1I?

DR. WHALENY “D¥. Witten?

735 8th SETESE, S.E. - o
‘Washingtén, D.C. 20003-2802 17
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DR. WITTEN: Well, Jjust in general, we try

to regulate things in the lowest classificatioen "~

that we thlnk we can reasonably do because the
burden, both upon ‘the sponsor” and the agency,'ln'”%”
terms of what we review and the amount of paperwork
is;:is»differgng@; Sq,“i;_jugt”ﬁaitfoffeﬁr'gethel'
missgsion to look'at’things’inathe,CIQsS'ﬁhat”haS'tHé
lowest regulatory burden. -

DR. DUBLER: I see. .So, there is nothing
about this that singled it»é#t,butbin thé)geﬁeralv
review of Class III devices?

DR. WITTEN: I didn’t undérstand your
queetionfperhaps.“ Ybu_meah'ﬁby these products?

DR, DUBLER: ~Exactly. -

R.”WITTENE"WThesé ﬁgoéﬁeté because, as
Dr. Krause has described,'Ehete;is”a”loﬁg'hiéteryw
and;inﬁour'mindsnthe'risks7éreai3éhtifiédldzﬁff.
Krause listed wbat the risks and what the cbbtfdlé""'
would be. So in our mind theére is an undérstinding

of what we would need to do to put in a guidance

document and the area appeared to be right for that

kind of discussion.
DR. WHALEN: "Dr. Witten, am I wrong in

saying it is not just the way FDA usually does =
things, but it is actually a legislativé mandate ‘to "
735" ‘8th Stre

Washington, 0003=2802 T T
- +(202) s46-6666 - T T
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DR. WITTEN: “Right, the least burdensome
as possible.
.'CHANG{Q“Rﬁdfthe'séooﬁd Patﬁgof}btv
Dubler’s question was is there anything Tost By
changing from Class III to Class II in terms Of

DR. WITTEN: Well, it is a different

: regulatory procesy, and I think as the 77

manufactuters;pointed out;'wedlookfat;thé”détéiis"“ h

flof the_manufaotdfingf“”Whétﬁﬁéuldokfét”fofvadblsssi

II iS'substantiaidégﬁivaléﬁosffﬂfﬁét”iéf”iswtﬁé

device[aS'safé7énd éfféotivé*gsAEhé"brédICaté‘in'“

comparlson to a. product proposed for market° " The |

way we would make. that determlnatlon in terms of
whether,lt'lsgas_safe andQeﬁféCtive'as“the"

predicate device would in part be by looking at the

loguidance document and what types of considerationm

the guidance document suggest that we take into

J,account in our'reView, and also the sponsor that'"
”_they take . lnto .account 1n preparlng thelr

”f subm1s31on;' So, what we wouldwlook_at would be the

3 ) guidance document plus‘any“otﬁérjiﬁformatioh;deoﬁ'

know, we look at the guidance documernt ‘and a number

of things-and the marketing inférmation which would ™

MILLER REPORTING, COMPANY, INC oo
"~ 73578th’ stree“,,s,
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be a comparison” of that device to a predicate

jdevice. In general, we would expeCt‘toiseE'more or

less 1nformat10n dependlng on how dlfferent that

product was from the. predlcate...Whereas; for a

llclass III device the manufaQtﬁiérlnéédslfd"ptdﬁidé'W

ground-up information describing their prdduct as
safe and effectiveness: -

‘NowjTthereharSJSng,CthQr;difféﬁéﬁaéS?fﬁ'“"
also. I don't want[to'go»into them in'aflaﬁ”OEfM“
detail, but Ifwillﬂjust'menti§nlEHéE]7f6ff€§éﬁ§lé;f;f
what théfinspeotional_schéd@légﬁpﬁldwbé"Eéﬁld”ﬁémww”
different for the two prodicts. That is, for a BMA
the. manufacturing.site has to be inspected within a
certain amount of time.prior*tq-apprdval,ngnd_;hg
510(k)s are'bh;a“SChedulé. 'AISd;'Wé'ddnrt"géﬁ'thef'
same,annuai‘reports'l'I_ﬁeaﬁfuthére_qeﬁkéig;y”ére
repbrting“requirements,forjavafSe‘events‘for'
Slolk)s;‘justias'fdrTPMAé,"bﬁf"fhé;eléﬁéhTt”EHé,”w
same ieporting"requirements,L

Actually, if you don'ﬁ'mind”'lt may be
that our 1ndustry rep ‘can’ probably ‘add to thlsi'
answeyr ‘and that mlght also be able to’ help you

MS. BROWNY ~I have taken. gelatin- and

collagen-based prodicts through Both €Re ST 1KY sad™

the PMA prbceés,“aﬁd_prbbablﬁwﬁﬁéfbiggééEMWWWW

MILLER 'REPORTING COMPANY, INC.
© 73857 Bth ‘Strest, S.E.
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dlfference has been the Tevel of cllnlcal study'ww““

that is required. The absorbable hemost ffé agents”“
wenf,through,g 300 patlent.cl;n;cal_study[wﬁhé““ B
510 (k) ﬁroduﬁ;s_went‘thrbugﬁ something more like
397§pratientﬁCliniﬁalﬂstuay. ;Théfefﬁéﬁﬂgfﬁafﬁéwwm““

more precedeént--well, actually there ig precedent’

flwith both. T think the FDA gets £o dpPly more

judgment .to the 510 (k) process than they do the PMA
progess.  For the PMA proc¢s§;they“ére“much,more;
restricted in Holding a higher standard and making
sure that'tﬁeyLdb thé»same_thiththé:ﬁéxfrﬁiﬁesﬁhat'
they did»the;last time. "So}'maybe.withkanu
absorbable hetiGstatic agent they think that a = =
smaller clinicdl study wquiafBéﬁaﬁprsﬁfiaééfBut‘
their hands”maYfﬁéfﬁiéafiif?ﬁ§?fﬁﬁ?éf§ﬁf§§,ﬁﬁéffﬁfﬁfﬁ
large clinical study bébauée;théﬁfiéMWhéE”théymdi&'”
theflast,tim¢¢.:So,‘I think it is the clinical 7
prqcess. Withhtheée”Q;QdQCtgLwipgis;ygry“ﬁoééibié““'
thaﬁ_animal sﬁudies,wguldwbe;peifééﬁl§3é§§fdpfiéfé';
in deterwmining effectiveness. | |
DR. DUBLER: Thoss'arefiefyfhelbfPl?”
erank ?gﬁ,” - _ FE
.ﬁR;_WﬁALEN5”’D Chotlv'”'
- DR. CHQOTI: - A.questlon regardlng the;w
exclusion of the bovine thrombin, in thé futurs =
MILLER REPORTING COMPANY,  INC.

735 8th Street “s
D.C. 20003
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5101k)sbiiffthi$fis’éfCIéégfIifiﬁfﬁhiéhfé€hé§wwwwwm”m

combined products-without Bovine th¥smbii

thefmarket, how would that be handled or how wouId

it be dlfferent°' Let’s say human thrombln or some*“

.other, would that be handled any’ dlfferently TETTT

this is excluded? How would it be handled

differently'dependihg“on“hoW"WE”iook”at”itmwordf“'”
should we not be . thlnklng about the “future?’

o DR. WITTEN Well the‘short answerile; i
yes; we are not here to dlscuss future products
The slightly longer ansuer is that in ‘general in a
510 (k) process if there iS'spmething in'ClaéS”II"H‘“
and there is a new. product that comes along, ‘the
sponsor. could ‘make their case--I mean new Ain terms.
of new,technology,vnew’materraljjthewsponsor“could
make their casegabout'subStahtiallEQUivaienCefand”
then we would evaluate it. TIf a product is
specifically in Class III, obv1ously, cﬁaf“pfaauat“’
is. already clagsified 'ag~a Class III product ‘End”

wouldn!t have the opportunity’ to'eubmit”aQSIQ(k);

potential hypothetical products. ~ = = e
DR';WHALEN},“fo_Uéﬁggg?f&wwmmeMWwwmwWwﬂgwm,
DR..DEMETS: I am puzzled about: somethihg -

that has been said regarding the Class TITs. “Tf =

Washlngton, D.C. 2
(202) 546 666.. o
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thisdwasWIECIESéifiedlasfdiaQS’fI and”a”ﬁéW“ﬁfoadotw
comes along that ‘you compare to the predloate,'and
there were 30-50 patlent studles .as compared to 300h
patient studies, What@puzzled‘mefdbéﬁtftﬁgﬁfiéwfhétf[
you can COMpaféfa“néﬂﬁpToductjtocanfexiatiﬁg'
praduét’with,'éayf?SQ:patientﬁ.fer'thejéakeegitbfm.f
argument, and you know a lotiieSétaboutithatfhéw;””
product. In fact, the way we think abeut it in
drugs‘is‘we”callfit'oontrdlmcfeQQX _That is, you -
keep approving“produgts_WithFSIightlywiﬁfériofATW“’”
results and pretty”soon”yoﬁ*éfe“doﬁh,tohaimoet
nothing:; So, I am sitting here, puzzling how is
this not getting into some of that same trap.

You asked whether we lose by this process.
To me, . so far, I am thlnklng we. are 1091ng rlgor in.
the deflnltlveness of the' new product belng as’ good
as or even petrhaps better than what is out there 1f':
it winds up,wlth‘smaller,tr;als,a TrYlng to-show
you;axe“equivalénthot'aé good‘aanSftthharoeét”job
in clinical trials.

MS. BROWN: T Would like to make a comment
about that. fThére’maymbé”eoﬁewﬁiétoi?]ﬁhowe#éfj“ﬁ’"“
with some of the absorbable"hémoétaticfagéﬁté,that'"
don’t have thrombin in them that Have Gone through
the_PMA prooé$STWithoutffhétﬁiafgéftfiﬁif““ﬁﬁ?ﬁgwmwm"

MILLER REPORTING COMPANY, “INC.
735 8th Stréet, S.E.
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1 |David can comment on that.

B DR,,KRAUSEE”“Tbjﬁhéhbgsﬁ;0£'m&fmémqry'én&"
3. | looking at the previous PHAS, they all had EiiFly
_ ;j larée trials. _ Suxgi£0am_WaS“thé_last one approved
 t;; without'thrdmbin,and that had; I think, 300

e patients or more. -.The one--_lée'_fqgé' ‘that was

7  Hembstagene.‘TThat’wasfabout 300 patients and I

é' think the one before- that ~was Novacol’ and 1 thlnkw“”

7§. that had upwards of 300 patlents Q_SQ{_Iqunftuwfw

16  remember any that hadhsubstdntlally léégftﬁanffod_
11| patients.

'iéu | | MS.bBRQWfo:ﬁésﬁ/tuﬁhéré.beén a.Gelfoam]

equivalent that came through not too long ago?

DR. KRAUSE: The Gelfoam product that we
-;SV looked at most recently was fbrﬁafvery”spécifié
16 |indication of boné hemostasis. ~In othef words,
i?i this was 'a product that Wasj6n §h¢ markét]thaﬁ]wasﬁ
18" | approved for general use. The company wanted a
19 |specific indication for bone hemostasis and T
'éd; believe they did 200 patients for that specifié
21 | indication,

“722f | ' DR.,WHALENEf”duétﬁta”féfcbus”thé”mattéf“‘“
153' again, we are going to try to ' go argunaithéipéﬁél'
24 | to come up'wiﬁhfansWérh”ﬁdfFHﬁféfiﬁéEEiéﬁé” s

25 |sequentially. Do you havaLspmethingﬁbefer@;hQE?ww.

MILLER REPORTING COMPANY,” ‘i INC
' 735 8th Street, S.E.
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DR MCCAULEY Just & “commentl I Wonder
if I could get ‘some 1nbut from 1ndustry; from Dr
Paulson and Ms.' Bobak‘”””SQ O "Grady gave @’ falrly
detalled guidance document recommendatlon for.

absorbable hemOstatic agents,” which ‘really kind of

'reads to me ¢loser to a. PMA- ‘than & 510(k), but 1

wanted~to getﬂyour_cpinion;faftef readingfthisf ie_
thistthe type[qfhguidancejddcgmgﬁt'thatjwaulaﬁbé”“'
accéptablefin'Y@tr‘eyes?_

DR. WHALEN: Dr. Paulson?

DR.. PAULSON: I think it is'a very good =~
start. Dr. DeMets I believejmade_a_comment earlier
that I would like to go batk  to; that it is hard fo
thinkhabout redlaSSifibatidn“Without,knewing the
specifics of it énd-thenfﬁndérétahding how = '

different produdts might perfdFm to EHEEE ™= =

standards. ' So, would it weed out some &Ff tHe

products thatTéréTméhﬁfacturéd under”lééé'stringent

conditidns?' Would 1t weed out some of the productsA
that are less: effectlve than those currently on the
market? So, while I think that is apgoedfoutlineh
ofutypes'9f_¢Qnﬁiderapiqagjphapgéhpﬁldjbéﬁ;}” N
addressed, it _is- hard_to know whether they are
really good enough w1thout know1ng how other"””"”"~
products,ﬁthat“we;WOuld allwagreezmlght“be"

'MILLER REPORTING' o

" 735 8th Stree
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1 |inferior, would perform against those standards.

A Buc 1 think that is a good place. to start.

DR. WHALEN: Ms&. Bobak? .

MS. -BOBAK:  Unfortunately, I have only
 $“¥knownpabQutuﬁhis_guiéénce.ﬁrquMéifOfGrédY'for_1ess»
-6 | than twp“houxﬁ'SOledon!t féélwséfe“abodtﬁsaying
7 |chat that is adequate. What I would like to do is

5. lto go in depth with that siggestion and then see

9 fwhether it is adequate. So, itiis a good start
10 | but, from‘MY”pcinﬁ’foviéw'asja;manufactuxer;qiban;_,

.ii  animal:QriginatedsprbduCt}:it‘isfﬁéry”impbrtant"

NLZJ‘thaﬁ the,rawjﬁaterial haswamxegﬁiremént.fér)z:

endotox1ns, that it has a. requiremént for level of .

? microbes; that the manufacturlng s1te has spec1f1c
”1§  requiremenﬁs,and so forth. When Ms. O’Grady went
vi§  through it,I_didn’t,hav&;a,gdbd,enough.impact of
.17f all of thesejﬁhihQS'that werefmeﬁtioned; .So, I
18 {would very much appfédiate;having timq ;o ;9§kuat
19" |it more in depth. |

2o»ﬁ | , DR! WHALEN : 'Yes,'Ms;iBtOWn?

,gi" MS,’BRGWN:'fI'havéméfquestion'abéut_thé 
fézf exclusion of theathrthinﬁgggggig;ng products

23 | specifically from thegdefiniti¢n;§]I,undﬁxstandffﬁ&t
24 fthat it iS“héséd“Onfwhét;is.aﬁailableﬁcur;enle~

025 || The cgnqarnll,wpuldfhava.iawthapwfivgqyéats.irdm
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lnow, ‘when this is the clas

§ the thing that will stand oukt. there is that . .. ..

thrombin-containing productssshave to stay in Class =~

III and if another biologic agent came along and .

fmade the case to _be substantially equivalent to ..

those that aré.in Class II, what would happen?

' Wculd"thexﬁwbﬁ;sQmewkindwgﬁngggpﬂiﬁﬂthe Class II.

area andfthehfthé}EDAféﬂhaﬁd&[wgp;dwhawﬁigdmhugwinwwﬁ
is*gnly_the,thipmbiﬁ:bpntaining:P?Odﬁepﬁ

| DR. WHALEN: 'Let;mewjust in;erject-befere
anybody'answersAthaﬁ3, There$;§‘gge%§999gkﬁwﬁﬁﬁt_}”
would 11ke you to hold, - and thaﬁ.iS“that“what“weuh_,
are trying.:to get to is to; sequentlally have @WNH;»T_
everybody ‘comment  upon reclass1flcatlon;vﬁggi:if we

could do. thls maybe ln a more orderly fashlon and

try-to make sure we are out . of here beforemgloo it
would_probably_go a little b;t smpothergeQSQ,:.“'
starting with Dr. Dubler, if you could comment upon
thé reclassification and, 'inQeeQ,;if you feel there.
should be. reclass1flcatlon, whateeleﬁenﬁs'off,
descriptive 1nformatlon should be in cla851f1catlo
videntificatlon;"”'”“”"
 DR. DUBLER: I am not able to suggest,

given my own expertlse, what should be 1ncluded ln_m

the classxflcatlon specxflcally I would assume.

Washlngton,' .C. 280
s (202) 546 6666 T
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I from III to II unless. it

o frommIII,tqglI;wQuld_permit“thewmaintenance of,w,Q

>that if it shifted from Class III to Class II: n

14o'

ik

of manufacture, then it wouldmbawiinghmglmﬁmwjﬁst

'quitefcertginwggimyw

unless industry agreed that, in fact, the Bhift

quality, I would be reluctant .Eo make. that shlft

e T 2 T

So, I*would uxg9@§hﬁhFDA;PQM@§§§h%$§EV§9mﬁw4M

collabotativegprdqesg;in;whighwtkgy”anq_inéustryA‘"

a.shiftwﬁrpmwxllﬁggglxgﬂ;§g§7Slmply to examine.in:

the natural. course of:things What,;s‘ln_capegory'

limited aé‘a;mattérQQﬁwlﬁgislaﬁiyg igt¢nt(.éeems to
me_interés;ing but not dispositive. .

DR. WHALEN: ' Forgive me but I am & surgeon’
and I think in very simple terms. You are against
reclassifying at the present time?

DR. DUBLER.:  iggmwagaiﬁst reclas§ifying‘?t4
'the present:timeh“ | |

DR«,WHALEN; 4¢hgnkwy9p} Dr. McCauley?

DR. MCCAULEY:’ZIQhayﬁﬂQQ;ﬁgreei__Ijthinkah

' Washington; D.C 20003 2802
(202) 546,5655 j

and if that wer@fagreﬁd,UPQﬁfth@ﬁQIuwéul§n£$¢9?P¢$?“

that given the long history of safety and efficacy

if the,guldance-adeqpate¥ym%@@r&%gﬁé.E&%@%P?Ei???ﬁwMA'

fnot sure if that is a guestion that we should move .

ETRTN

B T S ey

would agree on the impact of the specific controls,

ITI, with the idea that regulation should be .. .. . ..




sggl

13

12 | reclassified, if we knew what is -going to be in.
14

,;Se

16

17
18
19
e
o
22
f23
'e24'

of these preducts; if we. reclassmfy these productsﬂvm
without a rather. strlngent guldance document thatA”m 
is actually presented to these companies prior to
classifiqation,‘We‘arefobligeted_to'lea#e'themwﬁgfﬁe“
Class III. »

DR. WHALEN: Very Welling Doyle?

DR. DOYLE: I have the sense of. buylng a

pig-in.e,poke¢ PI,wou%dblﬁgewggﬂgggwgheﬁguidelines’
too. I feel® véry mich the same way' as the othexs..
I think it is sort of the chicken and the egg, "and

I would feel. more comfortable, before we. ==~ = =

place.
DR. .WHALEN: Ms. Brown, your earlier point.

is being diminished by the current thread of .

e
(a3

thought, but assuming that doesn’t. continue,

would certainly be appropriate to reempha

theEinclusipnfoﬁwthemngéﬁﬁg§hxgm9inzwe

ety .

MS. BROWN: I am not suggesting to include
the thrombin-containing products in the . . ... .
classification process. I was wore questioning the

1ong term 1mp11cat10ns of, namlng thrombln

spec1f1cally just because down .the road 1t 1s g01ng

to make ‘it harder for'thﬁmEnAz;EQll:,l¢§ 8 S??a_lt

may make it so the FDA dan include other agents but

MILLER REPOR',I‘ING COMPANY “‘INC:::_

washington, D.
' (202) 546 .._6‘666'

20003-2802 . oo |
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just exclude thrombin. So, I would just be = =

e

concerned about that. I don’t know _how to £ix. it

I'wduld,just,raisehthélgéﬁggfn;ﬁ?WLgh respedt,to o
thefdown~blassification, it sdundS'tc'me”like the .

industry is concerned about ‘having a good’ guldance_

document. oo
DR. WHALEN: "If I could again try to get a.
more sharply focused question, understanding; of

course, that you are representing industry, both

the people who now have: the manufacturing purview

on this as well as those w

> might enter the

market, would you favor feclaﬁgifyingliﬁ Wé.C?Fldw:,-

|lassume for the moment, "as the second step of the

:question, that We_Coulﬁ_gqmﬁ;ﬁgﬁinygﬁgquatey

guidance document for it?

MS. BROWN: = think I will abstain from . .

answering that question.. I think there is sort of
a mixed response to that.

DR.'WHALEN?TQQ$$mQ§MQﬁ§2mwﬁ

Tt e S g < S e, e

DR. DEMETS: . I have to: say I am sort of

feeling my_way”;hrqughktp;a_r¢Cla€§;£iQ§F$9§TwW%ﬂmp""

process. This is my first experience so I am

working out Of'more‘ignoraHCEftﬁéniIjnétmﬁl;y.do-
1f there were a group of. dev1ces that should be .. .

considered from a III to II, ! think. this is .. ... ... .
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‘Jaha, this will do the t:

: _“
20|

hours haggling over details of protocols and
informed"cbnsenp_laHQUage;;I jnsthﬁind.iﬁ;wwmwmﬂmwm,i
impossible to sign off on mov;gg somethlng w1thout‘
ﬂknowing the subtleties of the language and what the .
‘subtletiﬁ§%gﬁwl§nguagefmight_imply: fé¢)fi“émfiﬁ”]l
favor of moving ahead with a process where the FDA

industry and perhaps th;s_committee,,w1th further

comment, begin a.process, some process w1th some

AP AN

dylanguageAwritten;downmgqugmgéaméggkgetgit and say,

ck éndiexare"comfortablevﬂ

t:}mov1ng from a. III to a II: under those condlt} ng.

by !

Short of that, I just can’t find myself making a -

recommendation to move.

DR. WHALEN: I would just take the = = _.

privilege 6f the chair to i ,xjecﬁ briefly that we

need to keep in mind that we. can say that FDA ought
fto work with industry and that makes perfect sense.. .

I think to everybody in the room.  But what we are,

about today is either saying Yeéwér“39mﬁeegﬂ,,,~w
reclassification:; As-eve£Ybod& knows, if'we do. ... .-
”recla831fy to a II. there lsmgp,way in heck it. 1swwww;
901ng to go to a III any tlme soon.w_l4@”

DR. DEMETS _ s;ggg;you;a;e a”egggeénﬁeWXa:“,

answer is no.

MILLER REPORTI

washiﬁétéﬁ;'o.c' 30003-2802
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(Lavghter]

MS.HEROWNE,LBﬁt”ﬁé?ﬁéh“§§?”fquﬁ&”iE'CéﬁVE'"
be effective until there is & guidance dSéument ™
Isn’t that ddfréét?,. __‘ . ﬂ

‘DR. WHALEN iThat 1s correct yes

KRAUSE “Tf I couId just ‘say’ anf e
guidance documéﬁtithatfweﬁwouldqumé up-with" would =
go up_ongthé web or in thé“?éﬁéfilfﬁ%éi%%g?“f6f“”“M“”
comment | | | :

- WHALEN Chang°:

DR. CHANG: ‘In thawpreséﬁfaﬁiaﬁﬁﬁyfﬁft“”*“”“

Paulson, he did mentibh she WeVLss THAL LGS
appear to be.efféctivggp,mhgxéfﬁas_ndxhémpstasis¢in -
one product ‘after lZfﬁinutesf,fSQ{fif tHe gﬁi5éhEé””
dOCpment;'when“inlﬁfébé}'bbﬁidﬁéﬁéﬁ}éwtﬁaf‘éﬁdﬁwé '
product_woﬁi@fﬁéﬁng“BﬁTEHEMhéfEefwb%"Eﬁéfﬂfb?ﬁTﬂwwmw
would not bg_épp?QV¢d,with9ut.aushow of efficacy,
or showing’eqﬁivalencefih_ﬁe?ms¥§f séﬁtigg é 
standard of what is an efficacious product--it is"
not stated whether it is eight minutes for
hemostasis, or ten minutes, or beyond tuelve -

minutes if you haven’t got & clot, Fo¥rget TE-=t =

|| mean, that ié’the level of detail that I think is’”

going to be needed for a guidance ‘document td Be T T

llprotective for the public.

MILLER REPORTING COMPKNY”

735 7'8th. Street, v

Washlngton, D.C; 2000 [ ‘
(202) 546~ 6666‘ T




sgg]

2R

12
|

1i§ﬁ
16
17
18
20
21
22
23

24

145

‘so, glven that, 1f a guldance documentgfffw“
were ‘in” place that could sareen for products that”

dont WS¥K,’ even”thgpgh_they‘Say“that'they_are“

-equiValeht,'theﬁﬂi“Wéuld;néﬁggﬁiébﬁ'tb'ciéésifyiﬁéf‘

to II. *sa;*my“answar~&s yes;” w1th condltlons,
classify to'II with condltlons.”w““ﬂuw‘ww'ﬂh
DR.. WHALEN" Mlllervji'“

DR. MILLER: "I agrée with the comment that

““Dr.'éhanéfjusp.made;“and'lfthiﬁk;thét“ﬁfaany device ™

would qualify”fdtfhéiﬁé”ﬁb%ﬁﬁff?&ﬁ”f&I”tdiIImiEWW
should be these because théiiféaﬁaty*aﬁd”théif”*

efficacy is without question. I mean; the device '

in and of itself’ should beamoved The questlons

that ‘are belng ralsed are do we create the

posg;b;llty_ﬁhép,;nferyqx,dﬁv;pasfw;ll.W_Hwa?ﬁgtéﬁf”“
and sort of_beﬂbr6ﬁ§ht'ihfunaar'thiSiCIaéé; and how
l do we protedt_agathstfthatgfﬁﬁélll‘We-héve the
guidance'dochment,__Wejhayefall the'tbdls]injplaCe
to do.thié'§r5§ér1y:- Just to keep it Class ITI is-

like. saying we are not sure it is safe vyet, and we'

are;keeping"it[invdrassfliifbédauéé'We"afEZafraid””'

of cher‘prddﬁdtS”that may“B%”EREE&H&&é&”EﬁHfﬁé““”“ "
don’t have any way’to protect from that, but we do
have a way to protect. from that we have the

gu;dancemdocumentﬁ” ’

" MILLER REPORTING 'COMPANY, INC.
735_8th St¥éet, S E.

Washington, D.C.. 20003‘

R (202) 546 6666
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So, 1 think 1f we Gan- create a Class II"
but, veto the Clags II 1f a proper guldance document“
isn’t created, then thatwwpuld be one way' to go, or
jgg@_towtable}itmgnpi; werﬁéié”é”guidegggﬁ§§¢ﬁ@eht'
that we can vote on to go to a Class II. BYE I
think we should thé tOeé.CléssiII seﬁéﬁew, 

DR. WHALEN: 'Dr Newburger?'"

DR. NEWBURGER If the mandate ‘to the FDA'
is fo reduce burden of the approval process and
paperwork I,thlnk_d381gn1hggthis guidéﬁdEfﬁbﬁﬁﬁéﬁff;

is going to acgtually add to it. I am thinking

about this and find it very diffi
Wouldn’t you then héveTtoéiﬁb;uae;thiﬁéé*ifké“eag
time that you see the volume of EH&" materlal belng"m

resorbed, and so many ‘other varlables be51des “the

time it takes for the material to élot? "t am =~
concerned that.it wouldn’'t be detailed éncugh and I
am in favdr*bfikéébihg*it”in1éiaésirfi;*”“

DR#'CHOTTE”JI'Wéﬁld féV6foébléééifiEéEiSh”“

ffto Class II, as_di8cuseed,,Wiﬁh’ébptepfféte”"”'"'

documentation: I thiﬁk'tﬁétfwe'know'the”inaﬁeffyf””'

J|We know the class of product and how {t beéhaves, ~

We'Can;comETU§fWi§h”gﬁideliﬁés; ;IfthiﬁEWﬁEWHEﬁVt”w'”

|pave to know eight minutes versus ten minutés. T .
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think there are good benchmarks of" comparable_fff“'”
product A\S_LJI-§h;nh“A§m;s_not thathdlfflcult“té
come up with guidslines and T think, as Dr. Miller

suggested, this fs a“class of products With an

lexcellent track record.

The two 'concerns that I have, as I
expressed initially, s thHat I think part of the "
guidelines ahauld.SQmehOW”etate'thé.pro&tétfitEQLf;
tat is, whether it ‘is the geieﬁin*epCﬁééﬁ The way
it is currently defined, absorbable hemostatlc

product, in itself is-quite non-specific ‘and if it

[|is-a totally new material, then it certainly needs

to be more rigorously tested and apprpoved. But if
a product is Very?similer“er“ié‘ﬁanufécturea”
similarly,uthen I th1nk the’ guldellnesf'aémﬁﬁﬁﬁﬁgeem"

they have been outllned wlth blocompatlblllty,

animal studles, some” cllnlcal data 'is falrly
straightforward.
The other thing is I agree ‘with Dr. Brown

regardlng the clause.. regardlng the bov1ne thrombln

PerbapS”phraslngfthat'a"l;;plemd;ﬁﬂexenglyf”fethewaw
than specifically stating bovine thrombin but

something like eXélﬁﬁihg"éﬁy3edmbiﬁeafﬁfb%iaeffbi'"
any product that is combined.with Biclogids is ™ "

excluded, something to that effect. ~Hecause, first

MILLER REPORTIN_G_ C_OMPANY ,;

INC

Washlngton.i,
: (2%)_
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of all, it may allow the entry of other combined
products which, at least baged on the ARalyais of” =
bovine thrombin suggests that this panel has some .

concern. about or the FDA has,some“ﬁbhberﬁ”abdut}

lone way to do it is to actually broaden that_e

exclusion to- 1nclude comblned w1th any blologlemmﬂ“”
_D. WHALEN . Wltten, in regards ‘to
FDA's first'questian Ifthinkﬂitfiéﬁvery“élear that
there is not a stromg consemsus among” the panel as.
to whether or not there should or should not Be "
reqlassificatieﬁj”an@%it,WillTbefihtereéEIhg'fé'
see, when we 'get to the reclassification document,
'hOWLthat'é@és]aéwn4;géart;dﬁ;;hg;ﬁiggesf'féascnm*~

that I perceive from the thréad discussion we have

just had‘OnftHisffi}équﬁéSEiéhf ”EH%E?WHHE?&&EéE*”w
people reticent to w1sh to reclass1fy is the
potential enormlty of what would be percelved as an_f
adequate description for 'a documeént in this regard.
With that less than an entlrely ¢lear answer, does
that satisfyfFDA”én the flrst questlon°:”’

DR. WITTEN&i”Yégj”fﬁéﬁE”Y6ﬁ”“ ’

DR. WHALEN T thlnk the next two are a

bit easgier.- The second questlon is to please:'”

discuss the risk's to health for ‘the absorbapie™ ™ "

" MILLER REPORTING” CCM?KN?”%INC”M”M”MM”MW"“
735 8th Street, s
Washington,‘D C..:
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McCauley?
aDR.'MccxutEY?“ftﬁatﬁﬁsﬁﬁét”&&EEé”éE“ééEY”'”“
as:YOU'ﬁade#it-SdundQH”Iithiﬁﬁfthat the o
presentation by‘Dr* KEEUse listed a number of
parameters or rlsk factors that we need to Iook at o
and certalnly_part inthewgu;danqe-document that*'>
Msg"OfGradY”btdﬁéhtffGrﬁhféiéﬁfiiété”ﬁHééé;ﬁééﬁé&f”*'
In general "I think those are” ‘all’ very good’ issues
that need to be ‘brought up- 1n terms of
rlsk/beneflt . o o , N
DR,  WHALENT “BE 06767 .mewmfaWWfahmatwmm
DR. DOYLE& I thlnk that the years of |
evidence, as Dr. Mlller was’ saylng,-certa;nly peint
out.that,there”aré"mihimal[’aﬁa”i“thiﬁkfthe?fiﬁﬁtegma

that Dr. Krause gave Out too péint out that the =~

where it has been ‘used.
-DR::WHALENEaAmgT_B¥gﬁﬁ?ﬁwwmmmmeWMMMwmwhwhwm
MS. BROWN: Hav1ng put together a PMA for

a hemostatlc agent myself I cqmpllment_pr Krause

on the excellent job he}did”bf”ﬁﬁttiﬁgwte§etheffthef"

potential riSks'bdth“iﬁfﬁf§ft§hietand‘Sdﬁhaff”eff'““

the MDRs. I think it’ia5aﬁvéryfcam§1eté'job”df]“”‘”

describing the risks) and” they are all” there.,?“”“*”

.DR}TWHKﬁEﬁ?f“DrM'DeMets°;q

SN T SN g et £ Sy Lt e e e 8 i e i e
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DR._DEMETS:”TI'dbhﬁt”thfﬁkff“ﬁgﬁgfgﬁﬁfﬁfﬁﬁmw

Rew to add. I think the track record is very good
and’ the risks’that'ﬁé haVé"Ieafﬁea'éﬁbut.b#er;eill

these years in surgery I think'are”identifiedff”§dfm

I am comfortable. .

DR. WHALEN: ~"D¥ . "Chang?

DR. CHANG: "I think thevliétliS”cpmplete'
as presentedubwaﬁATm_mumw?&mhmgwwvmh._mv_w

DR wHAnENE“*ﬁfj*Miliéfﬁff

DR. MILLER: IV agree w1th that i'ifthiﬁkff””

the list looks: pretty complete to me’.

DR. WHALEN: ~DF Chotiz
DR. CHomI:__I“agrééy“théxcurreht_bfodﬁcts”"

that were looked.at"areréry safe. |
DRJ?WHALEN!“”ﬁff“ﬁﬁEféf?“”“'”'“““

DR. DUBLER: T aGEEET " = o

DR.. WHALEN: “And I would have €6 add thHat

since I started my internship 26 years g6 aad T
have 'used two of these:prqducteiferfcver_e?qﬁérter"

of a century, I think'abédt-éiiiﬁgfan“eS§iiihféTfi“'M
heck offaulet*méfe than'Iéao"théeEYiﬁ'tefﬁgfbf :”

riSks‘tO‘my;patients, and they are- hlghly

effective. " 86, in answer to number two, Dx;”““”'”“
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NN

presented by FDA ;that the rlsks ‘are: qulte low for

these_devices; "Does that sat1sfy°
DR WIT’I‘EN Y ” thanks

DR. WHALEN: Thank you."'The thlrd and

final question’ is- sort of a clalrvoyant questlon,"’m

are there any- other risks. to health for” these

devices that have not yet beenhxdentlfled?’"ﬁtﬁ“ B

Doyle?

R. DOYLE: Well, I should say not yet

1dent1f1ed by us. but 1dent1f1ed by someone elsef””'w

MS. BROWN - TNot™ that I am aware of

DR. WHALEN: =~ "D¥. “Chang? =

DR.WCHANG£””I“have“nc'othérfa@ditiqnsi”“"

DR.*WHALEN: Dr. Miller?

DR. :MILLER: Nothing to add.
DR;"WHALENe“betfNéWﬁgrgef?f”“'”
DR. .NEWBURGER: "~ thhlng else‘

DR.“WHALEN: ~ D ‘Choti?

DR . WHAL,EN ,..,Df_ ,Dub 1 er 'j - | , "_“f—.“u‘?%“f B P P A

DR WHALEN ‘Dr”“McCaﬁley? e e e e e e

'MILLER REPORTIN
735 8th S

: Washv ¥ gton, D
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DR. WHALEN: No e+t e e e
DR.QWITTENE““Thahks;

_ 0§en“Pu§1ic’cogmeht'

DR. WHALENY "Very" well,"fvecaﬁnﬂnowbegln o

the open public commént eeésiéhf”ti,weuid”eSk”et

this time that all persons addressing the panel

"l come forward speaking clearly 1nto the mlcrophone"

as the transcrlptlonlst 1s dependent on thls means e
of prov1d1ng an accurate record of the meetlng  We'

are requesting that all _persons’ maklng statements

lduring - thlS open publlc comment perlod dlsclose

whether they;haveuanY'financiélsintereSts;in;anY-
medical devibe comPanYTﬁaﬁaﬁbéf?ﬁﬁfﬁakiﬁg‘yeufff
presentaticnf‘in'additicn.”state,Your“namefendﬂf
affiliation_and'the“naturémdftthat'finaﬁéial‘~u
interest or none, if that case exists. Yes, sir?
MR. IVEY : "M?“ﬁéﬁéfié{MiaﬁééIfEVé§T“”&”””“
work at PﬁarmaéiéfCofporatiOn;“manﬁfaetgregSVQfi
Gelfoam. Yes, I do have.a financidl interest
simply bécaugéfmy”415R7H§sféfl5£76£ﬁ§ﬁé£ﬁ%6£é7é{6&k'
in it. I originally was approached by Dr. Krause -

to give a pregentation, leaning one way ot the .

Jjother, as to how this determination should be

fireachedxand,.honestly;‘uhtiljabdgt;aﬁ‘Hduffaéé’I'

" MILLER' REPORTING“@OMPANY“
735 8th Street; S, B
Wash1ngton, 201
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A L L AT Ny

really hadn £’ dec1ded whlch 31ae to leanvonh

slttlng-en5my ‘chair, reallz;ng_theﬂeffiaiéﬁ69“6ffw
the panel in addressing the questions that T was
writing ‘down in;mywurgeﬁdy ﬁdiwent'tQqump”EHd say

'what aboufw

thls--you qguys - have coveredﬂlt all in great detall

and have addressed aﬂy-and"allfébnﬁéfﬁéfw”““““M“wmw””
I can understand the'pOSiﬁidh:Smehe o
industry, being thet they"hé%é”éltee&§“§gﬁéffﬁféﬁ§hw
the.painStakiﬁﬁ?éff&if“éffdéﬁﬁﬁ&fﬁﬁ“éfﬁﬁﬁf“igwwé”““”
had initﬁe“eariy“fed?ét”“Iff&bﬁﬁﬁéafééféa“ﬁa”éﬁé“”““
quegtion“tWofyeafsﬁEQ%“I'weq;thave then been . =
dead-set against'feélassifibétiéﬁﬁbégéuééfﬁheﬁf],e-f
would have given Mrs. Bbbak'an“6pbbrtuﬁit?“€é”jﬁéte“

duplicate our produCt and you;guys have done a

fantastic job; I am very proud W thap ‘we

have several manufactur’e’rs_'df._hembs,tété”fbﬁit“ﬁfﬁé’i‘eﬁ}“'~

and cumulative data, "as T Gount, 20  years By oas

Company,‘40fbyeaqophergandranmpxdduct has been

war even ‘as it was-inyented.dﬁtfng”a“ﬁeéégsiﬁyqofe

e PR N RPN T

dealing with bleeding in the battlerisid; T %
convinced we.have*spffiéieﬁt’détaftd say it isg @
safe product.:
Howevery'in'undexstandingyth$5c§mp1éx'
P chéANY INC
_ 735 8th Stréet, . E.

: Washington, D.C. 20003 29”2
' (202) 546 sss
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manufacturing prbcess, EETYSU ‘have. reallzed " ‘there
is a lot to:it.'fThere“are“aTletAof’indieatibhs“ﬁ”
thlngs to be aware of as far as the items that” Mrs;

o Grady has- p01nted out” that perhaps ‘a 510(k)

wouldn t address by 1tself ;_I”aﬁkleanwng now W1th:

’ youx.paﬁel”understanding‘of'puttlng together -a =

guidance document that says, well, not quite ag’ ™

easy as a 510 (k) but not as’ hard -as a full-flédged

PMA?beéausei”Y?Si?there are issues’ that need to be

addressed.

Youvaxefusing_thisgpquuct.in'ascritical
area of sﬁrgeﬁy;'“I'meaﬁ:infah?fﬁéﬁe?alfSurQéf?*"
whe:e,hémpstagiSfiS“ﬁ%ﬁi?é&ftﬁféfﬁfﬁﬁﬁﬁfwéaﬁfﬁew:H””“
used. And, if shmeghgdgé;béééé:6dmp?hiaﬁbmes;tagxmv“
forward and says; well,,we,haVéyajprodugt“ﬁuSt'like:
Gelfoam and we would 1iké a 510 (k) application,
essentially‘just a Vme too™" product I am not
convinced that that would address all of the"“w
coneerns.k Wlth this" establlshed guldance documeﬁt
I aﬁ, howevérT"Cbnvlnceduthat'thefﬁiSé”éaﬁei_ﬁéreffﬂ

will lay forth the appropriate giidances Ehat need

[ follow certain- practlces GMP-wise is almost 11ke a

Class ITI ‘simply Bedavae there are problems that we

5l discovered over the 60 years, “and eveén in our =

MILLER REPORTING SMPANY, BN
735 8th. Street, STET T

. Washlngton, D.C. 200
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recent indicatigﬁfépﬁf&valfﬁy“ﬁb for bone T

hemostasis:wehﬁédi206f§atféﬁts?an&:eﬁen:fron“thehﬂ“ﬂ
results of that study reallzed that there ‘are - rlsksa

involved and a Slo(k) won't cover ‘them all 1f you'w

fﬂare_}ust‘QOlngftgﬁmanufaqtﬁié7a7“ﬁefﬁbd@”ﬁfoductf“"

If'need'be, ‘would I* use ‘a hodge podgeihhmwwm
product 1n ‘my mom” 1f she were on the operatlng
table or would I choose’ onewofﬂthe_productszwv'Nm

manufactured by my competitors? I am convinged

with.PMA_reqUirementSFHand Iooking”at‘theusizefof_
our‘PMA“ 1t must be more than my hand spread 'f-ah
conv1nced we have addressed all the concerns and I
would”be"confldent to. use any of ‘these three’
products. S o -

With your wisdom,“Idun@érsta#duthat you'
would apply the 'same criteria to new products that
would‘come'aBout{f"iisay“that”ﬁitH‘ﬁeartfgoundinémm
because that means that any competltor can’ come‘“-
along and start, steallng my market share, as some‘
of .my 1ndustry colleagues have already done, but
that is Qkay,'lt opens up the door for new and ‘more.
innovative- products ‘that would ‘meet the same needs

I am confident that would also ease Up the e

“requ1rements by us to come up” w1th dlfferent

applications of our own product, wheéther it be =

MILLER REPORTING COMPAﬂY I NG M"""*M""Nw_'“WMW e ————
: 735" 8th"St et, S.EZ
Washlngton, D C. '20003-2802"
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bovine thrombin that is curfently & big issue oF

whether it is some wew-fangled application for a

drug that Wduld’béhéffﬁf?ﬁﬁ[féﬁfgeoﬁ
clearly used 1t for many yeary df your surglcal,

careers. Thank you:

'DR._WHALENE”fThankWY6u} 'Any other ‘public’

members who w1sh to address ‘the panel°‘

{No.responsél_

Very well, now that the panel has
discussedhthe.FDA éueétiéns and“6ﬁffdéli5€féﬁi5ﬁéﬁww
seem complete and the public has HE&%&ﬂ”dﬁﬁBfﬁﬁﬁifyT"
to comment, I WOuld'Iikeﬁto“éékﬂﬁhé'fDi“ffTEﬁéyﬂwwmn
havg gny“additioﬁél”ébhménﬁsgf37

AT b LT . i,

DR:“WITTEN?MfﬁﬁﬁfffTfffﬁifffff“ffﬁ%fﬁjifffffff

‘comments?

DR, WHALEN:

from the absorbable

[l industry that would

Dr.

" DR,

Thank you. -

Paulson? = .

'Is there anyone
hemostatic agent and dressing -

like to make any final =~

PAULSON ;= NG, 7 == e e e,

CDR. WHALEN: ™ “M&. BoBakp ™ = s

M S . ». B OBKK: . NOA.N&‘ ,y-«M«.‘ ,.._..w.w_..\..,_-.:.,,.".,.,.,mk.‘,_.m. uw e o e i o

MS. O’GRADY: Agaln for the record CTLdIER”

LQMY

flnal4comment‘1sf;n.r§garq pgdmy.proposaluﬁorfﬁﬁQTXH

MILLER "REPORTING: COMP?
- 738° ath Stree
Washlngton, D.C.
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gufdance”doeumeﬂﬁ} 1f EHEFE” WereTto be a.
reelaSSifiéﬁﬁibﬁ is that all the 1tems in thlS
guidance-ddeumeht that{I_recgmmendedﬂareﬁactually”\:

right from other guidance docuwents from FDA. 8o,

it is very achievable to have a guidance document

as part of the reclas¥ifidation; and all
items‘listed,,even_thpughfiﬁfﬁ§YVébtﬁﬁ very
thorough, are &ll part 6f other guidancé documents

that FDA has ibsued £otr products that néed special

controls becadseuthéfﬁrdaﬁéii the‘marketvareﬁwmﬂu

safe and. effectlve, ‘and we want to ensure that any

new products coming on
effective and have the critical type of data that . -

is needed to ensure that.

Reclassification Questicanaire and V€& ™"

RL“WHELENTT?THéﬁETyGﬁQ"Wé'w111 now?f“'ww"“

Iproceed tb:thﬁ‘mepletion“ofjghe;CIaSéifiEaEidn;'

{Ms. Shulman, the coordinator from the Office ¢f =

Device Evaluation Classification apg == = = o
Reclassification will wssist us. After ‘the panel
discussion of" each of the questlons on” thlS forn we
w1ll note the answer for each blank on the data”dw'”

sheet and it will be rédorded on the overhead for .

5 a1l to see. We will tHéR vote on the ompleted ~

MILLER REPORTING” CGMI—“XNY INE o
Sl -~ 73% '8th Street, S.E
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questionnaire and supplemental data sheet, and this

will constitute the panelis Final re:
the FDA. Are there any questions by any of the =

panel members on how. we are ‘next to proceed?

':Dj{:fmﬁdiIlnxfﬁffwN%iqiafmfiﬁif{iﬁﬁ%}iffhfﬁaﬁiféiff¥ﬁéffﬁjﬂﬁeyﬁ“h"
be Clea:_how“thiSXprbﬁéSSWwillwbécur;”‘IfHWéIVOté'
to make it a Class II, then:Welleaye@thé fbiﬁaEfdh ”
of the.guidaﬁeé”ddcuméhtftdffﬁe'ﬁﬁx“éndfbééi&aiiy”‘“
Our;55bfisu03§¥?,hEQﬁmdQﬁs:tha;Werk?uf”““
DR._WITTEN?f“WéIlfméftérfybufail1ﬁékéw§5ﬁf““
recommendation, we Wil} EalE“if?ﬁﬁéffﬂﬁg&fﬁéifi:'mu
If you make a recommendation for class 1T and we &
decide. to move forward with that, then wé wéu1d‘

write up ‘a guidance document and put ‘out’a notice

the Federal Register and onfthéfwgb;falong'Wiﬁh”Ehe“

draft guidance dééument. THeW, after wé Tace

the comments back, we evaluate. the comments and
decide what our ‘next step is" which, iﬁfgénéral,

would be to then move on to reel v but ig"T T

depends on what kind of 'input we get. But in the
general course of events we wouldn’t brimg it Back "
to this panel.

““DR. MILLER: ~"Tf the guidance dociufent is =

{ for some reawom found to be not Eatisfadtory, there

e

MILLER REPORTING 'COMPANY,
735 8th Street, 'S
Washington, D.C. 200032602

‘ - {202) 546-6666 .
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| is mo going back? My sense from all of this, or’at

least'myffEEIing"pér56ﬁéily7ié”éﬁétfi£‘éﬁéﬁidfﬁéﬁ
Shiﬁted;”hdwéﬁ%iffiﬁ@iéfEfffi%éifEﬁH%fEHE?EE?&H&EE*”

document be -a gogdjone;”_bb"WéTnééduEQ ﬁa$§r&e"tﬁe3

|riont to review the guidance a

committee before we“vote to shift it and;
theiéforemfkeép it aé?éfclassgiiifuntilfﬁéjééeﬁtﬁé
guidance document? .

. ‘DR.”WHKﬁEﬁ?f“ff&GﬁwﬁfﬁﬁiféQémﬁg”ﬁg§éffﬁgwwwW
right‘té,feserve”there,'dC’Wej'Dr;;WiﬁEéﬁ?fw“

DR. WITTEN?“”W@iIIWybﬁ4ééﬂf&éfﬁ%fhi&”“J"”
recommend that it stay in Clags III and make the
comment that you would 5? happy ‘to revigit thig =
issue sometime in the futuféfJ 0r/"?§u“§éﬁ'm” 8
recommend that it is Class TI, ‘one or the other. =~

DR. WHALEN PUUTE we 'i:"é,édﬂiﬁl‘éfr.fd that it is ™~
ClasSTII;”thenfWé*afb“éntrﬁéﬁing4a;b6dy bthgr”ﬁhén
this committee to create theggﬁiaahée‘dbcuméﬁt"t6
their”gatisfapﬁiqnmana”notfﬁﬁ?s}fff | .

DR. WITTEN?”“Thatfiéiddrréct;‘ of'qourse;

trem T evm v -"l,.--..k RV SO AP RSN R . v Ty .
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; seeing a final’ guldance document and sald well

T

Class II?

document--I mean, it is still’ w1th1n ‘the purview of

160

xSHﬁﬁMKN*““M ¥y %1e S”ﬁiman.wfiou“also'\ﬂ
could recommehd that we do brlng 1t to. the panel
for comment ag a'reccmmendatipn“before lssuanceg

DR. WHALEN?“WWith“a-vote‘tc”éhange'td

MS.

help.

DR. WHALEN “rhe ques tlon I amralslngls L
if we'votegthét%it”iE[goiﬁgftdwbelCleeéwIi today
the die is cast and that;reébmmeﬁaaﬁaah”ﬁiiifgaj -
forward. . Maybe you ‘can - show it to us or maybe you
won‘t but we will have voted to make thls Class IT

today.

.ou W1ll recommend

it to be Class II.

DR. WHALEN: ~ I& that righHes = =

are so worried about whether it Wlll be adequate Ordw
not that we want to leave 1t at III if FDA feels:

they had a vexY. very” comprehensmve guldance

the [FDA €06 go ahead ‘and ¢

N P e

DR. WITTEN: Y64 a¥e #11 making a"

MILLER KEPORTING coMpAmY“”iﬁch.'“
735 “8th 'Street, S
Washlngton,

(202) 546
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recommendatioﬁ.EB“&STéﬁé,wéFWiliuﬁak¢“y¢uf_
recommendation back and ¢onéider_it'and'try-td,'you
know, do the right thing.

DR. WHALEN: . Ms. Pluhowski, any input?

MS. PLUHOWSKI: "WNancy’ Pluhwwskl, panel” T

coordinator in the Offlce of Dev1ce Evaluatlon If

fyou feel that"you‘cannct”give usyajrecbmméndation.

today becauggﬁthereﬂisn’t;'fbf[exghﬁié/“é{QUidancé"
document‘and,dné'of’the'key spéciéL controls is
unavailable to you, you could request that we bring
this backutq‘YOufat-gﬁqther time:” Iﬂ_dﬁher words,

table the recommendation today and we could come.

I back ‘at another time. -

DR. MCCAULEY: I have a question.
DR. MCCAULEY: "If one makes a

recommendation”thqt it stays in Class III provided

|lan adequate guidance document is developéd, does

that,guidance;dbbﬁhéﬁt'HéVé to come back to this
commlttee or can’ that guldance document be drafted

by- the FDA and 1ndustry, and w;thﬂgpproval,

reasonable?
MS. PLUHOWSKI: ~I7dén’t really understand
that question.
7 357 gth Street, § AR

Washington, D.C. 20003- 2802
’ (202) 546 666'6
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DRL‘MCCAULEY:’”ﬁOés.theudocuman§whalﬁw§9.M
come back-to the panel, basically? |
MS,,PLﬁHOWSKI} NNo@-_HmAu
DR. WITTENi No.
DR. MCCAULEY: It.does not? _ .

MS. PLUHOWSKI: No, it does mnot.  But when

“Jit is .available in a-draft form, when we are

getting comments, of course, the panel can' be

[|invited to»alsommakéfbommentgAqﬁgphgwguidange,MH‘H

document .

DR..KRAUSE: “Excuse me; Nancy, on question

seven it says, is there sufficient information to.

|lassurance of safety and effective? If yes, check

the special cbhtrol”needed’to'provide such

reasonable agsurance for Clasgs II. . Couldn’t the

agreed on by this panel as being appropriate?
Couldn(t‘that,be,their,recommeﬁdatiop, énd wouldn’t
that thenwrﬁquirefthat“it.ccﬁembagk,po.this panel
for their review?

MS. PLUHOWSXI: Yes, that”could,be;a.j”;
recommendation, that thel guidance document be .. . .
developed and. that the panel bewpartjbfgthewreyiew.
of that‘guidanqepdqcumeni, but it is stillq%

MILLER REPORTING '
735 8th Stre

‘Washington, D.C. 20003-2802 .
T . (202) 546-6666 | .

PANY, INC. . .
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recommendation. A
‘ DRf WHALEN: Are there other panel members
who have procedural questlons? "Yé8, Dr. Dubler?

DR. DUBLER‘J If”WQ” to .vote to put

this off.to.come“back”tqhthé’ééﬁéi,é;_anothex”ti&e,
the undexrstanding beibg thgtdph;éﬂggidaﬁcéfdgcumeﬁ;
would. by then be in ex1stence, 1s that a vote we
take before we do. these spec1flcs5[ | |

DR. WITTEN: - I think Nancy Pluhowski is ..

responding to this reclagsification questionnaire.

DR. DUBLER:  So, that vote on tabling

would then make these specifics not relevant to

today’s discussion? = . oo

DR. WHALEN: HRight. 'IwhaYethmintﬁxjecé
one thing before we procgéd, aﬁd if it is
inappropriate I will apologize but this is my last
meeting so you canﬁt fiI§Mm%}m,;w, |

[Laughter]

What I have Heard today from all the
manufacturers and from all the panel members and .
from FDA is thétrwerare;;gphing"at_a'class_of
agents.which;areuexnrﬁmgly_?ffééfive, which are
extraordiﬁariiY'ééfé}iﬁhi¢ﬁ haféﬁbeéﬁ ﬁééd ahhuéily
in millions of instances with almost nothlng golng

MILLER REPOR'I‘I G_, COMPANY INC
735 8th. Street, S.E.

Washlngton, D.C. 20003-2802
- (202) 546-6666" '
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wrong, and with all due respect to 'the excellent
nreéresentativeszthap.wefnayﬁmﬁxgmginduﬁp;y; the
reason we have“EXpTéésed sudh;ext:aordingry
consternation is- that they haveib@@iCally_said“it_
is thatquéderiulMbecguﬁgng;mgkgmiqwég@MMaybe
nobody else can do as well, and you could say that

about anything(_.You_could,say that. about any

Jfproduct that we use in our. hospltal or. 1n our

the degree of puzzlement that we have about this
reclassification. . So, againf“if that is out of
line, you won’t see we at another panel ever.

[Laughter] |

MS.AEROWN:._ildo_havéﬁgfquesﬁio#w -
Question number nine says for‘a device recommended.
fér-reclassifitation_inthClasa,II, should the
recommended regulatory'pe;ﬁp;mgnqustgnqugmhewiny_"
place before_the~reclassifiQ§tionw§ak§$Qeﬁﬁ§¢tsw“u
So, that is one of the questions that is here.

DR. WHALENE””MQJ Shulman?

MS. SHULMA&@“Performﬁagﬁﬁatgn@§ngasw“%\uw.
recognized.by”rule:makin97 what we are talking
about is a guidance document which is actually
under question seven, under "other."

MS. BROWN: Oh, okay.

MILLER REBORTING COMPANY, INC!
) 735 8th. Street S.B.

Washington, D.C.720003< 2802
(202) 546-6666 ;‘,_._
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'DR. CHOTI: Why not a performange standard

rather than a guidance documént? I know you don’t

want that.

MS. SHULMAN: It is through rule-making.

11t is more difficult to create.  You certainly can
|| vote for a performance standard instead, but it is
not -as easily changed for comment, and it can’t

llevolve like a guidance documént can. .= ..

DR, WITTEN: I think there is only one.

| devices. Trhatﬁiﬁ;fqr}@Jegﬂxiﬁé;{§timgl§t9rs;

DR. WHALEN: HD:Q,Dgpygrz;*.

DR. DUBLERzéklﬂalsp:haﬁgwa funny feeling
about this whole discussion, .and the piece that I
think is missing is I think we_all_agkngwlﬁdge_that
industry has a conflict in axguing what should
happen-with the classification because, in fact,
for the people whé vaulted_dvef(theTPMA;"they are
in pretty good shape and they can protect their
turf. _But I would like to argue that regulators
also have,a.bitwoﬁga“pqﬁilithgﬁLintgxggﬁmhggagﬁei
in fact, there is hhge §teséufé[nof t6”fégulate'as
much as we have befc:ell.nﬁrégulatién.and:smgothing

: N

things at the FDA is not an unknown discussion in

Washington., So, I think that the FDA has its own . _.

MILLER REPORTING COMPANY P INC
735 8th. Street, ‘S .E. .
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And, I &t ®itting here thinking it really

works ‘and if it "ain’t" broke don’t fix it. So, I

“Q;grant you that they really are safe_andvthgy do a

i1

12
TS
- s
o
17
18
19
o
L
'=22t

23

wﬁ?Sm

“ireally gbod'jqb,'ande think for me the guestion is
fhow do we ensure that that remains the standard
lgiven this sort.of what Dr. DeMets cdalled quality

lslide--1 am not quite sure what the. term is.  So,

it4may‘sqund“like;it‘isﬁkindwpﬁmawﬁi;ly‘discussipn,
but I think it has some_intaxéﬁpipg and‘hard
elements to it.. |

DR,’WHALENE[fStﬁiting>With_QU?StiOn”ngmber
one; Ms. Shulman?

MS. sﬁULMAN;J'Questign?numberhghe, is the
device life-sustaining o¥ 1ife-éuppbriing?

DR. WHALEN: ' Dr. DeMets? .. .. ... .. ..

DR. DEMETS:";l,hqnegply_§9p{puk§pwﬁhqw,pq.
answer that. It is certainly important. I guess
it is, I don‘t know.

DR.. WHALEN: _You say yes? Dr. Chang?

DR. CHANG:”_Yes; »

'DR. WHALEN: Dr. Miller?

DR. MILLER#jMYQSa”;.H ”

DR. WHALEN: Dr. Newburgef?

DR. NEWBURGER: Yes.

:.MILLERyREPQRfI#GwQQMR&&Y*;iNC1 -
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substantial.

.. WHALEN:

is the device for a use which

167
Dr. Choti? . . . o

CHOTI: . Yes. . . .

WHALEN: Dr. Dubler? .

‘DUBLER:" Yes.

WHALEN : r.WMgQagley?

MCCAULEY: Yes. . . . ... .

SHULMAN: Okay, the first one is yes.

importance in preventing impairment of

human health? .. .. ... ... ..

DR.

DR.

DR.
DR.

DR.

DR.

DR.
DR.
DR.
DR.
DR.
DR.
DR.

Ms.

- CHANG:

DR.~

WHALEN:

WHALEN: Dr.

~MCCAULEY: X

WHALEN: Dr. Chang?

Yes. .. . ...

WHALEN: Dr. Miller? . .

MILLER: Yes. .

WHALEN: Dr. Newburger?

NEWBURGER: ~ YeS. . .

WHALEN: Dr. Choti? . .. .. .. ... . .. ..

CHOTI: YeS. oo

. Dr. Dublexr? . .. .. .. ..

DUBLER:  Yes.

_McCauley?

WHALEN: And Dr. DeMets? .. .. .

DEMETS: Yes.

SHULMAN: _Number three, does the .

MILLERJREEQRE ' oM
735 8th €, 8. E. . o
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DR.

- DR,

DR.

DR.

DR..

DR.

illness or injury?

WHALEN:

MILLER:. .

'WHALEN:.

NEWBURGER :.

WHALEN: .

CHOTI:

Dr.,

Dr.

No.

device present a.poteitial unreasonable risk ¢
Miller? .. .

Dr. Newbur

‘No.

No. .

“Choti? . . . .

DR. WHALEN: Dr. Dublex? . . .. .. o ..

DR. DUBLER: No.

DR.. -WHALEN: Dr. McCauley?

DR..MCCAULEY: No. . ... . . . ..

DR. WHALEN: Dr. DeMets? . . .. ... ... .. .

DR. DEMETS: _No..

DR. WHALEN: And Dr. Chang?

DR. CHANG: No. .. . .

MS. SHULMAN: The third one is no. Numbe

four, did you answer.yes to anyﬁofuthe_aqugzhh;ee_.

questions? = The answer ig yes, and we go to

question seven. . Is. there»suffi nt.

niormatlon to .
establlsh spe01al controls . to prov1de reasonable

asspxancgggﬁwaéiggy and:eifep;Lzeﬁ_m

the flrst

part of that question is can we establ

controls? If the answer is yes we willigo to what

the special controls will be. .. . ...

MILLER. REPORTING COMBANY INC
735 8th Street, S.E.
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DR. WHALEN: And thexe is the

L v

DR. MIELER;“lxgﬁdwmwm“wm“Wmmw]mw;H.;w_wvm.,
DR. WHALEN: Dr. Newburger? . .
DR. NEWBURGER: Yes, other.
DR. WHALEN: Dr. Choti? _
DR.;CHQII;%m¥a§&W M4;;Mhw.;w,pw;w TwwM:W4,w.
DR. WHALEN:”WDrthRQLQ?Z%
DR. DUBLER: = Yes. ' .~
DR. WHALEN: " Dx. McCauley?
DR. MCCAULEY:  Yes. . .. .. ... ..
DR. WHALEN: Dr. Qeﬁéhé?gg; S
DR. DEMETS: Yes. . .
DR.1WHA$EN;N;AQQMRK%WQQQQS?'
DR.TCHANGQ,wYesgiwfffjﬁf; " |
MS.'SHULMA&;¥ The ‘answer. to that is yes,

and it”iawxgggmmgndgg;pgwhgmaggA@ ;fu.d in Class

o, (MU b R R T Kl

IT and now .we will name the special controls that. .

Jyou feel will be appropriate. On the list guidance

document is not listed; itfismupdgrpfgtﬁﬁrﬁif
DR. WHALEN: Starting with Dr. Newburger?
DR;fnzwauaﬁzég_”Igwggléwigg;ggﬁvpostmarket
éurveillance;fﬁéfformancepﬁE@EQQQQ&;:&;&QE&QMWMWMWMW
include everything.

DR. WHALEN:MWDxL_MCCauley?

S

MILLER REPORTING COMPANY . “INC.
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'DR. MCCAULEY: I think there is some
confusion here. .I think this question asked are

there specific controls available? We

§can be developed but we don’t have them ‘actually

right here at the present time. ==
DR. WHALEN:  Let’s retreat for a moment
because I, personally, was staggered that that

question went: so well but with my prejudice about

it T just let it .slide.. :But we néed to go back a

Tt T

step. There.was“confﬁgiggmggggguthéwquestion and .
whether there are'not-Speéialhcgntrgls&vwﬁg} we
need to redQ“that_queStion.“gﬁgggg§TWQw§§§Qm§Q§§w;wﬂw
question,‘iS'there any_comment-ér.questibn aboqﬁ
the implications of it”ijény'paqglwmgmbé;? . Dr.
Dubler? . o

DR. DUBLER: Yes, I meant for it to stay
as a Class III now, but we also lost this tabling

motion which "I 'thought short-circuited this vote. .

DR. WHALEN: The motion to table can =

supersede,_as’Inundersthdﬂyygm_

under parliamentary prbcedurés,_ﬂ§§§q2e;ﬂ¢;90'”'”
ahead, and I am.just an outgoing chair and probably
not-quick,enbﬁgh,‘but'ia:th§§m99ﬁ£§Q$E®;,;”;

DR. WITTEN: . Yes.

DR. WHALEN: 8o, a motion to table can be

MILLER REPORTING COMPANY, INC.

735 8th Styeet, S.E. . o
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entertained at any time.

DR. DUBLER: . I would make a.motion to. ... ...

e

table.  _ .
DR.,WHALENLN”IﬁwthQﬁﬁwémﬁgggﬁgtégﬁwﬁgégwmwmm
motion? = If we. don‘t _have a. gegpnd it dies.

DR.‘MccAULEy; HCanlwe;g;ﬁgggﬁtgtzgm;w;;mtgwt

DR. WHALEN: Not unlesgs it is ‘seconded.

You can second it for discussion and vote

i

t.down.

~DR. MILLER: . I will second it.
DR. WHALEN: Tt has been made and
seconded.  .Is there any discussion on the motion to.
table? | |
DR.-DﬁBLER; Let me just say why I think
it would be helpful. I don’t think there is ... .
disagreement-among‘theepenelianthgwﬁaqgwihﬁﬁwkhﬁﬁéw

are very safe, and it would be a good thing if it

was easier for. new . 1ndustr1es to enter the market,

and my perspeetiyef-l_Wonftjspeak‘fpr_the_penelg I
will speak forﬂme,'my'perspective‘is,thathl,want,tpj
be certain’ that ‘the quallty measures are. |
sufficiently prec1se to ensure. that these remaln asm 
effective as’ asplrln or: better than asplrln.

T thlnk that process needs a little bit of
support given all ©of the. competlng 1tems on the

agenda oﬁtthe,EDA;ggﬁqf Iqwou;d_give it ;pattm

MILLER. REPORTING COMPANY INC
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support by making this a mat

ere we would o

table it and ask for it teo come back. My

+ understanding from the discussion was that it would

lmean that it would come back, whereas nothing else

we could do would make it come back, and have that
opportunity for the FDA and industry to get its
guidance_togetheruand,try‘agaipfﬂ;

DR. WHALEN: Dx. McCauley?

DR. MCCAULEY:  Basically the way I see
this is that I think it ought toAremain*é-ClaﬁsulIIw~
device untiLMangappropriate_guidaQCEHdéﬂumentmhaSM“.
been developed,,y by FDA andlndustry I do, not féel
it needs tqmqémﬁ,baqhﬁ;quhﬁwpanei for approval of
that documentation as long as that documentation is

adequate for the FDA with the help of industry; I

ldon’t think it reeds . to. come back to. the panel.

once that occurs, I think it shéuidmbeLq¥§ﬁ§$£;§@wiw
as a II. ) |
MS . SHULMAN;Iulﬁwlw§§a¥§LEEQfY something,
reclassification would be hﬁggdwpgm&hggﬁpecial
contrqls'guidanqemdchmgﬁtbgg§p;jit caﬁhét,h§;mwm; .
reclassifiedjﬁntix;éﬂguidanﬁeAdébumeﬁt.iswin place.
DR. MCCAULEY: Exactly. |
DR. MILLER:  So, voting today-<I am sorry.

DR. WHALEN: . Further discussion.of the
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1

22

Li25,

Imotion om the table? Dr. Millerz — =~ = =~ -

DR. MILLER: . Thank you.  So, voting today
to change to-a“Cla$sT§I< th%?Qisgg%é?ﬁlY What_Pr-
Mccéuley says? If we say we vote to make it Clasé
I What'hapPQES@;$1Wha;*p¥ ngauley descrlbed ;;
stays in Class III until the guidance document. is_ .
created and approved by éVérYbody£ agq_ppgn_ipjggps”_

shifted to Class II.

DR. WHALEN: That ig right, but we would

-Jlnot necessarily have a voice in: what the guidance.

iéi
14
16
a7
"15 
20

21

23

24

document is.. .. ...

DR. DUBLER: . And, "approyed by everybody" '
is the définition that I need. .Approved by
lleverybody would mean? I find myself arguing for
industry, which is such a bizarre place for me to
be in that I _am wondering if I _have done something
wrong. But would that mean that industry would, in
fact, agree that the production standards would . .
remain sufficierntly high tOfpréF¢¢§fpat%énts?”_

DR.‘WHALEN;HIItmiﬁgimplied. - Dr. Witten?

DR. WITTEN: Well, I am a little confused
because;th@neyara;ég;mapy quasﬁiénsl but- as far as
thejguidanée gqgumentgpipcess,fifgwe; with industry
input, were to develop a guidance document, it goes

b

on the web for comment and those include, of
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course, and‘Ln‘gengralwatﬁwprimarily industry

v P A Ry

comments, then we evaluate those comments, whatever .

PO

they are, and respond_toftgem; thén.iftwé still

thought it should be Class II with a guidance, we

would come out with a final guidarnce document. We
certainly try_to.rgadhﬂhggmgny:with_Qur_,
constituents, including industry and everyone else,

but I would say "“agree" may be too strong or too

T S L PR

¥ e

DR. DUBLER: . That iﬁ;%mportantay'ls it
your experience, Dr. Witten, that when something

moves from a III-to a Il there iS'pretty much

0

>consensus that ‘what e xists & s,k,guldance in the.

M future ig sufficiently rigorous?

DR. WImTEN;LTmhég“;gwgwjudgﬁent call.
There aren’t such a huge number of products that
get‘reclassifiadwinthCl§§§mlllw§9M§l§§§W££Q§9ME§%EWﬂ
I can really answer generally. I would say there
is a range of how much agreement there isg about . .
what,shouldjba:in¢a_guidance{docnmentQa nggtiméﬁuﬂ“
it is quite clear to everyone certainly what should

be in there and sometimes that 1s not. the Gase.

e

DR. WHALEN: Further discussion on the

T e

motion on the. table?  Dr. DeMets?

7 AT RSB DA VARTNR ¢ Bt e s p g G e e Et i s s

DR. DEMETS: I don’‘t want to prolong it

Washlngton, ‘D.C 20003 2802
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‘but I have a 1ot of conflde ce i

wlth lnput and feedback that we would get a good

document. .~ But, what troubles me. 1s hav1ng thls

panel, or at least my vote to approve somethlng I

.havenitﬂseen;m I can vote

,rma process but I havemmg

difficulty, and I ‘have. ‘been backed 1nto these;wwwmmww

corners.befoxeaglwmgﬁna WQPldJ@EY]IRB approve. a.

protocol that was going tovbemwx,ﬂt en? The answer ..

.;lis, of course, no. Why do they insist op seeing

it? _They want to see the language. That is where

I am stuck. I _have confidence.

KD

@g hls w1ll comeww,

out -all right, but I.dgn:;;want'tggggxcusegﬁgmbe

b SRR TR 2

that we voted for something we haven’'t seen. .

DR.. WHALEN: _I,justjhave;tbfin;exject

again that I find it iron

éthat we. are. worrled

D

that thgugovernment is not going to regulate this
enough. | - |

[Laughter]

DR. DEMETS: _They might over-regulate it,
for all Iuknqwawmwb |

DR. WHALEN:. . Furthv‘ d;scuss1on on the

motion On,thcagéblgzmwuwwwwmmmmww.

DR. MILLERAW;ngueasﬁthawapegﬁer_Ofug._
putting  something in a bleedlng wound and have 1tmwm

not clot for 15 . i ut s _OY ever. clot, that,m,mewm”,

= c3
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terrmfles me.

hese people have gorfemmy

attentlon,.that there is. enough sophlstlcat;eﬁ‘in”eh
the process that that, is p0551b1e.mw§9, that~has
#shaken my certalnty a little bit. 1n these, thlngs
Maybe there is a lot more to making this effective
device than I realized, and I agree with the
commentsmahoutwthg;guidancejdo@dﬁﬁg@@ﬂgqgmgybe we
should see that before we Move OB .. ..

DR. WHALEN: . Seeing no further discussion,
we will call,thewquestion just by a show‘of,haﬁds,
Those who are in favor of tabling thlS ‘action,
please_ raise your hand. |

{show of hands]

DR. MCCAULEY: Do we. h aveanalternatl ve. . .
to that? | |

[Laughterx]

DR. WHALEN: _If you defeat the motion ... . . .
there are always alternative motions, but the
motion,we;atQLYCting on right now, which just
carried by a majorith§Ek4f3-fthg§§.whpweygwagainst
tabling, please raise your hands.

Dr. Wltten, your adv1sory commlttee has =~ |

voted 4-3 to tabLe this. actlon.w If. I, cgg take the .

prerogative. of the chair to _add to. that, I believe

it is becagge¢;hey'would li&e4t9;§§5;39§§$016nt

- MILLER REPORTING”COMP CING. L L
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amplification of what_a guidance document would be .

before taking any action for reclassifying the

hemostatic agents.. ..
DR. WITTEN: Thank you.

DR. WHALEN:  That. concludes Qux, day s

activities. I would like to thank everyone who
presentedmhqggs?jand-eSPecially the‘commiﬁﬁeﬁﬂfog&?
thelr action. >We'are adjdurnédﬁforﬁthe,day.

[Whereupon, “the proceedlngs were recesged .
at 5:45 p.m., to be_resumgé,gn:?yﬁﬁgﬁyq_Julx 9,

2002 at 8:00 a.m.l
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