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1 over-the-counter, it. .seems, like : ;we,-may have put ,up 

~a` ~ °~ 2 , : : another barr..i.er to its use,,t;hat wa,sn't here before _. _ .. . . ., . 

3 . 
_ . 

the panel- meeting . 

4 DR . WHALEN : T,h.an.k. you . . 3 would . like . _.to 

- 5 anno.un.ce that the recomrnendation,o;f, . .the panel, with 

6 six votes for the mo;t.ion and,. one., abstentio,n, is 

_ 7 that the. sil'i,con.e elast,ome;r__,for_ .;sca,;r mana:gement 

8 intend.ed . , .f,o..r use. .... in. .. i ., .n. . .,t.hp,_,g~4RAgement of intact 

9 skin--which I righ:t .,,but what you, . 

10 see up on the' screen, with hyperprolife.ratiYe . . .. 

11 scars,. parentheses, kel.oid and ;hyper:trophi'c scars, 

` 12 be clas,sified . :in,to 

13 In ,so doing, I would lik'e. to thank nk . .,the . 

' °14 :' panel .and thank .Dr . . .A .repall..i .and.'the ." .,indu,s.try reps 

15 for what they have done fox us . We-have an.other __ ., . .� 

16 item ,o,f, . . bus.in,ess_: but, we, . wil,l tak.e , a. .t,en m~.nute 

17 break and., reconvene,. promptly at .3 :25 . `to being that 

18 . process . 

19 [Brief recess) 

20 Rec.lase.i ..f.;icati.on, o.f Abs~o.rbab,le Ii,emos;~,a,ti,c .,Agents- 

2 ~ -_ and-: Dressings 

22 DR . WHALEN : 
, . 

23 : . meeting .bac.k to or.der . : . : .Cou1d . I .. that th:e . ; . . :. 
; .., . . 

24 voting panel members pass` toward . t.he . .center � _of, the,., . 

., , . . 
~, 25 
~" ~~ 

table, toward, me, their. � cl,a,ss~ifica.t,3- ,on,,: ._ . : , . .,_ . . . . . . . . . . . ;. . . 
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1 questionnaires� on : .,t.he last ,item �;of business so that 

. . ., :2 we can collect them for_ the ,:.FDA. . � , ;, " 

3 1wou:ld 1.ike . pp, public again 

4 that while this . . portion .of .the._ meeting i's open for 

5 ' the public for. their .ob.sery,a_tio;nr, public attendees 

6 . may not participate except at th..e spe:cific request 

7 

8 

9 

10 

18 

19 

20 

21 

of the panel . _ 

We now~will proceed-to � the ,open committee, 

discussion, :,We . . .wil.l .begin the discussion on the 

reclassification., of_ absprb;a.b,le, hemostat,ic .,a.gents 

and dress,a.n.gs with. serial prese:nt.a,tion.s .fro_,m ._, __ .� . . 

~ in.dustr,y ;- first .by Dr . . vice . 

president for quality assurance .and:.regulatory 

affairs ., John'son & .Jo.hn .son . .Woun.~d M~anage`ment, a 

Division, of Ethicon, Inc. .., follo.wed,by Ms . . 

Ronnemoes. B.ob:ak, vice president fo.r.,product 

~development, Perro.s :an- A/S, and then Ms . Judi,th.E. . 

O'Grady, senior, vice president, regulatory, quality . 

and c,li..n_ica,l a£,fair.s, Integra Li.f,e.Sc.iences 

Corporation . . 

The FDA presentation -and, ,a :. re.,ad,ing ,of the 

FDA questions wilT ;follow thes,.e �.pres.eritatiqns . . We_ 

will . then have a general. panel. . .di.s.c;ussion..,,of _,this � ::, � 

topic., followed by a more.-focus .ed panel-~:d.iscu.ssi...on 

aimed at .arisweri:ng FDA's quest.ians .. . Befo.re we� ., 
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l complete the. .xeclassi .fi,cation wa_rks,heet�,and . . . 

`2 supplemental worksheet, we will,have an open public 

3 comment period . Th:en we .,.wl:l,l c,ompl.ete the 

' 4 re classi.f .icatio:n. . w,ark.s, .he.et .and:, ., .supplemen,tal 

5 worksheet . The ._vote on :these 

' 6 con:s..t.itu,te . .the ;, : panel' s recommeridati,o.n. . ..tp_.., th�e. . ._FDA . . . . . . .._ . ., . 

7 . . . . . I would like to . .retnin.d, pub.li.c . observers . ,.at 

8 this meeting that while,, this, port,i.on,' of the ..meeting 

9 is open for public obser.va,t.-ion,-.again, . . .,public 

10. attendees .,may riot 'particip:at.e, .except .at the 

' ` 11 . speci.fic request of the panel . . I . ;probably should ., 

12 -- seriously point out, ,that .even.,:t_hough . I am from 
. : . 
' ` 13 : : Robert-Wood, Johnson Me,d,i.cal . . �S:c,hool � , zn .New, ., . . . . 3 

..- 
14 Brunswick, New Jersey ; t,here.is.not a .financial_ ., . 

15 interrelati,onship with Johnson . &_ ..Johnso.n ,although, ' 

16 G.ad knows, my dean would ~.l.ave.,to, . ..have a ._stronger 

17 one . We _ .will begin with.~- :Dr . Pauls;.on' s . . ., . . . , . 

18 . pres:entat.io:n .. . . . . 

19 Industry Presentat,i-on, 

20 DR . PAUL,SON, : Dr . . Whalen, Dr ., K,rause, Dr . 

21 Witten and panel, thank you for the opportunity to 

. . 
22

:: . 
present_ her. .e. t.oday . 

23 Th°e~re-are' severai. :, dif f.ere,nt :, t.ypes of 

' 24 p.ro.du_cts,_ zn. .._the � ca,t�egory . of . absorbable . hemostatic . . 

25` agents : I am here today to present concerning 

MILLER.REPORTING,,COMP,ANY,_ INC . 
735. 8.thStreet .-S .E . .` : . 
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1 Surgice.l, oxidized.regenerated .cell,ulase, 

2 representing one . of . these product .types, .�, . . . . 

3 I wo,ul.d ., .l,ike, t_q__ .ta,lk. to, .�you about globally 

- 4 avail~b,l;e ., ORC products. .while .,.,no_t�i,ng that Surgicel 

; 
5 is currently the only auailabTe. .ORC:--produc.t, .,.in _the 

6 United previously another 

; 7 manufact.u:re;r .mak.ing a similar product, using 

8 essential .ly the same chemistry _andk ,manufacturing 

9 process. .wh~,ck~. we ,lic,ens,ed jointly from the 

1.0 third-party company . They have since stopped 

: , 11 ` making that product. . But ,thes,,r, .,sa.fe~y record is 
, 

12 going to be, discussed, I am sure, by Dr . Krause. .and 

' 13` will r.eflect product ma,d..e._ . by the same manufacturing , . ., . 
: .. : ; 

e 14 ss.in essence. proc. 

15 I will talk . .t.o you briefly about the 

,16 manufac,t.uring ; process ; the _mech,anisms of., 

1.7 : hemosta.sis, just very brief 1.y ; ' biocompatibil.i.ty and 

Z8- hemostasis data ; an.d .the.n provide a . . brief summ.Ekry 

19 of, my conclusions . . . I . will,_ .t_ry to do that all in 

20 less than_ f. :i;f.tee�n m.inutes,, .,., � ; , . � , . 

. 21 The S.urgi,cel f.,a .mi,ly of absorbable 

' - 22_ hemostats inc:ludes .three product_ types, 

- -23 . Surgicel, Surgicel .Nu-,Knit: .arzd .:Sur.gicel Fi.b.rillar, 

24 represe.ntin,g .di;fferent 'physical . . .form:s of product 

25 . . made with .esse,nt.i,a,11y the . same` : process, although . 
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_ 1 
, . , , . . :_. 

"re'presenting - differeri`t Weaves. and n~anuf.acturzn,g 

2 processes _a.fte.r the chemistry has. ta.k.en . place . 
. 

These, products are. . :used. adjunct.ively in 

4 surgica.l procedures for the c.ont.,r,ol .af capill.a.ry, ., 

`5 veno.us or sm.al.l . arterial ble.e,din.g and rapidly stop 

6 the .bleeding by :acting as . a matr,i.x ._. .f,or .the.. : _ 

7 formation . of a 'clot, and . . some.,o:ther mec_hanjs.ms , tha,t . 

8 I will t.a1. :k ._ to: you about - . a li .tt..l;e , .bit ,late,r . . . . . The,. 

9 product is of te�n .,left beh~.n,d, ; i, .ri; ga:xt . .of ._ in . whol,e. . . 

10 and is re.adily absorbed from the .. site o .f_ _ . , 

° ~ 1 .1 . impl.anta.t._iori with minimal. . t.i.ssue_ � rea..c~.,i�on, which is. 

` 12 very important be.cause it _.is,, f.re,quently used . in 

13 cardiovascul.ax procedure,s and ..fr:e.,querit.iy in 

14 , neurosurgical : proce,dure,.s . whe.rp ot,he. .r methd..d,s:, .,:of . . .. . . : .. . : . : . .. 

15 

,,. 

` hemastasi:s'ma.y not be suitable, for instance, 

16 : electroc .aut_e.ry . . 

17 There are other .ORC products avail, .able. .in. . : . 

18 . : . . the global . market . This.: ?.s_ . . . :Ce.llulo.s.ta.t.,. it .i;s, . _ .. . . . . . 

19 available,, i.n . . .Tai.vwan and . .Chi,na, . . ._ . . .Yo,u .:can .._s.e~_ i .t . ._ . . . ._ .. . 

20 magnification . at .12x . ..hav.in,g a sl.ightly di.fferent._ . _ 

21 pattern of .kni:t .or .w.eave . . . . .And, there .is an ORC 

' 22 product dev:elopec7 . .from Europe, by the name g f : . . : . 

23 Curace..l. .. . So . I will talk .a bi.t ..abo.ut . ..:tho.se. . . : .. . .. .. . .. , . 

, 
2.4 � , products as well . 

, 25 
.. 

This is. just to. remin.d you that 

_ MILLER REPORTING..,.COMPANY~ INC ` 
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regenerated cellulose produ.ct-s are m.ore than, just 

an isolation Qf-ce'llulose . .,, .,-They, are derived from 

wood pulp which contains. a.b..out S :0 ~perceri"t- cellulose 

by weight ; and.also .contains,.s.ignifi.ca.nt amoun.ts,.of 

lignin and o:the.r . .i,n,te,r-,fibr_illar, ma,terYals whic,h �, . 

6 act as ad.hesives, to kind .,of, ;..k_eep the physical 

7 structure .. .o ..f : the.: woo.d .. .in.tact...". . . . . .The~e_. a._r.e 

8 ',signifi:cant ,chemic .a.l processes in. place here that 

9 affect the qualities, of .the, fab �.r_ic~� ..wh~ch � .becomes . 

' 10 the raw, materl.al for the., oxida.tion, ...,process . This, 

11 . basically. digests the cellulo;se .. .and then_ . . . . : . 

12 recons .t,i.tute_s, ;i.t . . :prior to .qx,idat,ion, : ; The�� . mate,r.i.a,l 

that we are. talking about ., here -.is .bright rayon, and 

it is e .ss'ent,ially pure. c,ell:ulos.e 

This then goes into .knitting and 

Ipurification processes and condi.ti.oni,ng of the 

fabric,, cont.rol~ed . .ox~da.tion , .,re:act:i.ons _ . wh.i_c;h �ar;e . . ., .� . �, . . 

used to define chemistry and, de:fine proc,esses, 

',involve displacement o£ so,lve_nts and re.act.ant,s, 

purifidatio.n. :of . the materi;al.s ., dehyd.ratiari . . and then . 

processing the ; material .int_o p . .f..ina-1_ product 

~ forms ; along wit,h ,steril,i z;ation� and, ,QA testing and 

release . 

What � I� . w.,ante,d ; to PAL _.your attention_ t..o . in . 

all of this is .really the -complex. nature ._o_,f th,e . : . 

MILLER . :REPORTING, .COM,PAf3Y, ~INC . 
735 8th Street, . , . : __ . . . . .,. . . .- . . . 

Washington, A : C . 20003-2802 
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6, 

. , 

8 

9 

15 

16 

1 7 

18 

19 

20 

21 

material, . 

Cellulose is a polymer of ,glucose 

basica,lly, and oxidized regenerat, .ed .cellul-ose in 

, its simplest form involves the, �oxida,tion at_, t,he, 

sixth position,"~hanging it fro�m an alcohol 

function to a,.c,arb,oxylic c . acid.funct ion . There are 

also other r .c.hemical.� . .byproduct s,-and I will call . 

your: .atte.nt.i,o.n. ta the 2- and. 3 ketone ORCs as well 

as aldehydes, ketones, dial.de,hydes, and so_ on ., 

These can-.vary in ratiosdepending on the controls 

and nature o.f oxidants ; .in the ,ox,idya,,tio .n process . 

Again, we are .t.alking about 

cellulose .-re,Iat,ed .,ma;teria.l,s� ,This is a reminder 

that celTiilos,e it, self . .._do.es . . not .,a;bso,rb. : . This ?.s :.%.s. a . : ., . 

cotton � ,suture ._that .Yi.as implanted for two 

' years . You ._can _ see a . C,.hgq on.ic , inflammatory reaction. . 

here and con.ts.nue.d, presence . :.of �.: the , cel :lu].o.s:e . . : . . . ., . . .:,: ., 

Cellulose is .alsa .. we.1.l-,knownt to:�.,surgeons f_rom :use 

in gauze, and lint f_rom; gauze .is well-.known to 

cause chron.ic, inflammatory reaction.s �and, a,dhes�.ions ., ;, . � . 

We don't want to end.-.up with ce.llulose, . so_ 

MILLER REPORTZNG�,COMPANX, INC . 
7:35 Bth.Street, S .E ~ __ . . . . . 

Washington, D .C . . 20Q03-2802 
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1 

` 2 

_ 7 

8 

9 

16, 
_ , . 17 . 

18 . i 

19 

20 

complex relata.on.s,hip . .between n, .physiol.og,ic,processes ' 

-involved,. in . hemQstas.is, .invo.l.v,ing vasoconstric.t,ion, 

platelet activ,at,ion, coagulation., activation, 

conversion, o�f. . f� ri,nogen ta . fib'rin : . .by thrombin.. I 

, will mention .;_br_ief..ly that , .S.urgic,e,l acts both in, , , 

terms af _platelet . ac.tiv,ati,on._ and_ ,ac,t_ivati on. . rof,.,, . 

int:rins;ic., :a:n.d. ex.trinsi,c. ._pathways or ._coagulati_on 

~ac tiva,tion.:._ . 

Surgic:el. at the, mult~i.ple 

mechanisms .. , .,He,re it� is. �,.applied to a vessel . There 

is fluid absorption,, which .r:esulst,s in a .,re,lative : _ 

hemaconcentrati,on . There i.s he,m;oglobin oxidation,_ . 

.. or . .,fals e c , _, . : � . ~ result:ing in a_ge.1 farma,tian, . : . . ~ . .l. .ot , . . :. ..which . . . .. . . . _ . . 

~ helps achieve tampariade in conjunction with ma'nual 

Icompress.ion . 

You can see . in.. .-.the_,.upper right-hand 

I depiction adherenc.e. of platelets to the. fib.ri_llar� 

struc_t:ure, .o.f t,~,e. .ma,terial . . ,and _,u.ltima,te,3y clot 

formation on.-,the matrix 

T will use this swine . spleeri incision 

picture to,_.demonstrate same of the actual use of 

' the product . You can see he,re. . . �that .. in .. a madel, , _ 

MILLER .REPORT.SNG, COMP I~NY ; ' INC . 
735 8tTi Street ;` :S :E . 

Washington, D:C .`2Ob03-2802 
(202) 546-6666 : : . . ,- : . 
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which_ we .;,used, to � ;mea.sur.e .,. ~em,os,tMasi,s, .time, using a 

controll�ed in:cisiof ,cm~y,.by 0-3 cm deep, that 

, ., . . . _ . you. . ..see,. a . �darkeni,n;g of the .blood. whichhas, . :to do 

with its ax,idat.i.on ` . ., �,You ., ca,n ; see:.;.-;gel formation and 

jfalse . clot formatian, fluid absorption, and soon . 

b In this _mod,e.7. ;we, :.-app,l.ied dig,ita,l .c;omp.r,es_sion .and 

7 can measure tim,e.:, to _hemostasis, as I ,ment.ioned, . , .. , 

8 earl .ier. ._. ._ 1- .will. . .r.e,fer .to..~some .,.dat. . 

9 model . 

10' : I am .going _to try to relate .to, you some of 

11 ac.tion., ,th.at . ~we t,a:l,kewd ,about ., � , . the m.echan.is..ms. of ., 

12 earlier_ ., .in, h.etno ..s,tasis .an.d .so;me, af, the . a,ttri,butes of . . ' 

13 Surgicel . I. will also . talk . ., .to_ ..you about h.ow t.h_ey �� _ 

14 relate . to cont..rols which, . ,exi.st .,_,i,n .ut,he _ US_ � ,, . 

15 Pharmacopeia . : . . . 

16 In the _first . column . you will . see. . . 

17 mecha.nism.s . ;of, action include tampo.nade due to 

18 digital c.ompr.e,ss,ion, flu.id,ab_sqr.ption, swelling and 

19 gel formation . Then, At the,. :,chemical and biologic 

20 level we tal.ked ea.r,lier.abo�.ut : prote.in . ..a.dsorption, 

; 21_ :- plat elet_.adherence., plate l.e.t . .. :aggre:gati.on and . 

. 22 platelet activation, and . int,ri.ng._ic .. .and . . .extrzns...ic .. . . .. . 

23 pathw.ay`activation . This; , relates 

`24_ physical and surface c.hemistr attributes of the 

` . 25 product that are . shown in., .;th.is pane7. :, . �:,Then., if .one _ 

MILLER :, REPdRTING;,COMPANYr -INC . 
_ 735 8th Street, S'.E :. . 

Washington, D.C . ::20003-28.02 . ' 
(202) 546-.6666 _ . . . 



89 S997 
. 

1 looks, at_ USP .~.specifications or_,oxzdized 

, ` 2 regenerated-cellulose, you ;see t,hat . .they are. very . 

3 incomplete in ,addr:ess,ixrg, .t.hose items wh.ich we 

4 identify as importa_n,t,.to . achxev_i,ng effectiveness of 

- 5 the *product and in achieving hemostasis . . . ._ 

6 Simila'rly for b.iocompatibili.t.y~ we have . :, . . . .. ._. . . 

'7 highlighted just a few. . .,of th.e key area's . of 

8 biocompatibility that are, important 

9 here--cytotoxic,it.y, acute inflammation, 

10 biadegradation and. . . absorpt,ion, immunogenicity. and, . 

11 neurotoxici;ty . 

12 Surgicel properties . in, .c;lude . carboxyl 

- .-13, . content .a.n,d,.pH . Degradation, interestingly, does _ . ._ , . . _ . 

not appear ..to, . .be relat.ed ~:o, ;_carboxylation of the 

15 al.cohol £unct~o .ns .but, rather., the k.eton.e .f.ormat.io.n. . . ', 

] .6 Iat C2 and_ .C3, which is not . . . .c;o,ntrol.led_,.lay USP . . . 

17 

18 

1.g 

specifications or other rec,ogni.zed,st.andards, fo_r 

these products : _ : 

In ter.ms of_ �imm,un.ogenicity and 

neurotoxicity, the exact, _det,ermin.an:t,s a,.re� .not ._ 

clear ; but_..it. is clear that . they depend, on high 

material purity and c.ontrolle 

and irigredient,s . Again, U5P specifications .appear 

to be .ina .de.quate.in,a.ddressg,these e essential ., . 

requirements of,_the, product . 

MILLER REPORTING,: COMPAIdY, INC, . ., . _, 
735 8th, Stree~~, 5
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1 we have ,done sotne physical and chemical 

. 2 analysis of the _three. product_ types .. . that: . I . showed. . 

3 you earl i,e:r, � . . I!~a~n.y of , the.se . are USP . test~s, for 

4 instance, . identif icati.on,loss_o,n dr in .._.Y g . . nitrogen 

5 content. . and,..,carb,oxyl content are. US.P : ;t,e_sts, . , You 

6 will see tha.t urgi-cei passes .all . of .t.he;se, while 

` 7 Curacel content ; Cellulostat 

8 fails on ,sey.ex,a.,l . a.c.c_oun~s -.hand 

9 column you can s.ee those, .USP specificat.i.on.s for. 

10 these . parameters`. : . : 
. 

11 We have; .a .lso__a.s.,sess_e,d : .pH ., which . is . ., . 

12 some,what .re .l_ated� ,to.� .caorb,oxyl content �;but, . 

13 post-oxida.tion .t_reatment_ c an n ~utra li ze the pH and , . , , , , 

. . 1 4 add back other:-,ions. You .ca,n .se_e ,.that. .C,e,lwlulo,s~at, . ,. 

15 has . a .diffe .r;e,nt, pH, while _ . .Cura.c:e1, . appears to have ,I 

16 calcium added-into . . . the , process . 

T7` Physical. .strength varies : which., of cour.se, 

18 can af.fect clini,cal ,use~... , �Wate,r, so;lubility varies 

19 f.or these_ products . and spectral, .i.d .en.t_if,ication . , - 

20 suggests . th;at Ce.llii.lostat is�not ; . in: .` fact, OR C 

21 despite its. . .labeled . claim , to b.,e, so.,. . 

22 Time :: ;;to .hemo~t:asis; . was mea_s.ured,,in,t~xe . . : . . . . . 

- 23 model, that we; showed you- earli._e,r . . The. . top two bars. 

24 represent some ..hist.arical , data that we have for 

25 Surgicel Nu-Kr~i.;t and .S,qrgicel . . Then, due to 

_ _ MILLER. REPORTING-COMPANY; INC . . 
735 8.tYi Street, SO'E 
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6 

y ej-y .ELu 7 that we . . d. .i.scu.s,s~ct e.a,riz�e�,r i..s~ ...aPPz-oxa..ma.t,e.,L 

8 . mi.nut.e .s ; for_ .Curace.l, :approxima.tel:y ten minutes ; 

' 9 ~ and _for .Cellulas,ta_t, essenti,al.ly, none of them . . . . . 

10 ̀ achieved . hernos�t,asis in .,the 1 .2 m.inut,es, ._that .we. . . , . . X._. ... .. 

11 . d .ef.iri_ed. _,as . .the, . ~maxim,um_ �time, ;, period for this model : . 

12 So, what do we cQnclude fro,m al,l_ .Nt,hat? . . . . . .. . . . . 

1~3 _ . . 1,3 ` Our summaries 'are .that . Sux.g'icel .Absorba,ble, .., Hem,ost,at � , . 

~-` A4 does, indeed, -have a T:-.hg -history of safety and 

1:5 ef f ect.iven..ess,.e . . .I .th.i_nk. .. to 

16 , you- about that . this 

17 presentation, I haven't . . gone` .into,it . but it _ .,. _ 

certain,ly does-have a c.ommenda,b.le Yi.isto,.r,y. . 

There_ is, comple.x chem.i,st,ry and processing 

~ j 25. , 

-to . create.,_t.he _unique product. properties 

here . There are multiple physiological . 

intex.aQtion.g . required for safety and effectiveness . 

other OR_ .C pro ducts equivalent, and USP 

. ~requirements do, notaddres_s m.any critical.product 

yatt,r.ibutes . 
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21 

22 

23 

24 
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not' aclequ,ate to .corit::rol . key pr.odu.ct ,.,attribute,s,, and 

that . we . .. do not kn.ow ;of._ _o,the,r, �,s~.an,d,ards, . :f,or the.,s,e , 

products w,h.ic.h are. .esta,b.lis,hed,__and,,_ �ac,c,epted . 

Finally, in the ab,p:ence, . of, � _re,cogn.ized 

standards,- .we . believe that.. reclassification. .is . . not, ��.,y 

, appropriate . _I .would.. again refer back. . t. Q ., ._f..ac,t_ � 

that-these products M 

devices in critical portions_ of. the.~ c,i,r�cul.a_t_o.ry 

Isystem and the central nervous,, ...system . . . . So, I am 

sure that as.physicians and, scie.nt-. can 

' appreciate .the:_ .great degree of control and 

assurance of bioqqmpatibility .and effectiveness 

that are nee'd~`d . . . . here, .. . . ThA4X. you 

DR . W:HALEN . :. Questions, . . for . Dr .. P:aulson? 

MS . BROWN : I have :; _a_ question . . . I f the FDA , 

~ developed a guidance docu,me.nt .w,oul,d . �.youN°be in 

`support vf a down n-classifi.c.ati:on? � 

DR . P.A..ULSON. :- . I th.~.,nk,,if, a.n �,ade.guate . 

' guidance .documeri.t, :c :an ;_,b.e c,reated andw,idictated ,edin .,. 

the regulation, then _ .th.at .woul.:d b,e, . a _re,aso_nab:le 

approach ., H.owev'er ; at this .time, I .am, ;n.ot : .; .;awa.r;e . .,aof 

what the , contents of . tha.t . w,oul,d,_bso I would be ,, 

reluctant tto.-say that to go in the 

~ abs,ence, .of . . a t"a3,ndard ponder and 

MILLER, REPORTING COMPANYINC 

Washington, D.C . 200-03.-.. .281 02 
(202) 546-6666
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6 Bobak . 

MS . BQB'AK ;, .. First, I would l.ike .to thank 

you .fo..r .giving me ..th.e, opportunity : to .sp .eakh~re,, 

and having the abi.li.ty to have an impact , during 

.,an,_of �� .., , this. panel discussion,; onr,_.eclassi_f_icati 

absorb. .ab.le . .hemo,s:tat.ic, ., .._agents and dre.s .s.in.gs . 

My name` is- Lop e . Ronn.em,oes ~,B,o,bak I am 

representing,` Fer,ro.s.an . . ' Fer;rasan a D_ani,:sh . . . � , . ,_ . ., 

medical dev:ic.e: ._manufact.ur,i:ng company, .,and we have 

given .the distribution, rights of .o.ur..abso.rb.able. 

;gelatin sponge .Surgifoa.m .to Et .h.icon. and t:h,ey 

I~distribute_,our ,abso.r,b.abl �e,,gelatin sponges . I 

What I will be.__t.alk.ing about is the 

I 

current, regulatory status b:eca:use ..: .it _i's di�f.f.e,ren,t, 

in .Europe and in U . S . I wi l I talk _..,about,�th,e, 

essential quality cantral,._,e,lements ., w,h,i.ch _we have_; ., . 

implemented . _I will talk about. t. .hg_,ug.age of 

Surgifoam in c.ritic.,al s.u,rgical,pr.o,cedizres and give 

my conclusion . . . ., . _ . 

The current . . regulatory status, in FU .is, .. .__ 

MILLER . .I2EFORTING.,. COMPANY, . ; INC . . . . : : . . . . . . . . . 
735 , 8_tYh Street ;~ S .E 

Washington, D: .C ..'.,2000.3-2802 _ 
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that it, has a I. .ong 'product history of safety and 

effective.ne�ss . : We product on the 

market . f..or morg ._tha.n � 40:,, .�years and, due to some 

changes i..n .,regulation, it was dropp-ed prior to 196 

"9 recl.assifzcata~o.n � , products int,o . . drugs, 

` 10 meaning that products like ours., ,.might have an 

11 impact . . . .-And. . -con:ld. bec.ome. �,a_drug again : . 

: 1 .2 The current regulatory status in, th-el 

13 United_ State ;s ,.is. t.he . .fac;t . .t,hat,. F:errosan," in March . : 

1.4~ . '97, su.bmitt-ed _an IDE., and over the, next years we 

15 perfor.med . extens:ive~ clinical trals on humans, and 

16 they were muiticen:te:r _tria;ls �, . ,_ .In�; ;1.999 , based on , 

17 the . .outcome. of., � t.hese_ clinic al. . we submitted, 

18 the P.MA ._ta-FDA, had the inspection in August of `99 

:19 and got the,license . . .tQ . .export products.to_the 

20 United State .' September of 199 . 

21 Since, . .1.999 .we ,h:ave.,,,submi,tted, ..an amendment Y . . � , 

22 to this . l.ice;nse ,,has 

_, human.s, . . 23 been- grante:d based upon clinical .studie .s .on. . . . 

24 as well as cli .ni. .cal. . .trials ls; .... .,on . a.nimals __an_d, of 

25.', . cours..e, by use,,of design .c.ontrols . and. .risk .. 
, _ . 

- MILLER REPORTING ;CQMPANY, . INC . ..7358t1z . Street . 
_ Washington. D:C . 200A3-.28.02 , --(202) 54'6 ~~' G' 666' 
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l management,, 

2 F:erros:an has a.chieved,a, cpmmirssron also 

3 for usage du 

4 achieving that authorization, we ..got same 

5 preclinical da,.t.a, a_s,.:,we.l_1 as . �clin~.cal trials and ~..~. � �., .R.. .. , .. :M,:» �.:a . . .,. .,v . : . :.~ . . , . . . .. .. . 

5 f fi .l.e.d fo,r,., �ge:tting in.formation,for use, ;i,n .,our 

7 logical procedures, . .. .,- . .As you are., of course, aware 

8 elevated se.n_sitivity to toxic and � inf,e.ctive, ,agents 

9 . and the_ gelatin co.ul.d .,be.,,AXi,,,infectious agent if not 

10 treated. right., . . . Abqut .; .taxic.it,y, I "'ain `als.o.. ..ta ..lk�ing 

11 . about. endot,o.x.in . t ..es.t.ing which. we a,r;e Performing . ... . . . 

12 both .on raw *materials, as well. as th.e, . :f.zn,i.,shed . _ 

13 . products ., , ;,Dux7i;ng neurological surgery the.re .is a 
. .: 

-14 potent .ial . ._f .o.,r.:_;physica.,I damage and,. there .,,,a,re fewer 

15 cho.ice.s ._for.unctive hemostasis ._ .��, 

16 The surgical product carisist;s, .o,f gelatin, 

17 water and n.itro.gen . Surgzfoam_is a very safe 

- 18 . product and, �we. . . h,aye. ha:d. � , no _MDRs ,in� ,the years that 

19 we have supplied product. . to,th_e,U .. .S, market But 
: _ 

.20
: . 
thi.. .s is . only caused by the ad.d.iti.on .al. .,quality . 

2l control, measurements. that .;we . �have.ad., .since the [7SP :. ., h~ ..~ .. < .r.n~ , . �~ . .r ,. ... ~> _. . 

22, standards t,hat .;,a.re-- right now in pl.ace . n fulfill 

23 all, the requiremerits that ,we fe,.el,lmust be in lace . P 

24 Whe.n we. a:ze searchi.ng for: raw ..materials, 

,,25 and please recall that. th:e .,gela.tiq-i.s. . . .a ., ..Iv'.e,.rv 

MILLER. REPOATING:,`COMPANY . INC., , . . .. . , . 
735 8th Street., S:E 

wasliiiigton ; D .C :, 20003-2802 
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complex. . biolggi.cal raw mat,kr..ial, we .-must .,-make sure 

that our . . . . pig: :< .s.ki.n : . .gelat.in . . i,s not deter,i_orat,ed sb Y 

'~bovi.ne .ari.ginated_gelatin or-by. alkaline ba 

gel.at ..in . . . We. � have re_quired . .that : ; the.-animal , . . .._, 

supplying the : �gela,tin h..as, b.,een . . ..subjected to bath __ 

pre- and postmortem . veter.i,na.ry controls, and that 

this is .state.d, in, the vet-e.riAAKy certificate 

accompanying each ..batch ..a,f . . the,_ gel.atin_, We, . h,ave__ , : . . ., , 

required that the sizpplier .certify .that :the. gelatin 

is an acporda4ce-to .-.an .,, .E,C .. standard as regards 

manufactur,i.:ng -of these m.ate,ri.al:s_.�.., � ., 

We are �:using . a safe . but_ al,s,o .. . �s_,ensi,t.ive, 

method . :fo.r za,tia:n, of, . ,,the,:.,,finishe .d, . :product . 

When I am talking about se-risitiv,e ; it is dry 

isterilization. _ in ,comparison to s:teril.izat.i.,o.n,_usi;ng 

formaldehyde-,,We .a.r.e working'o`n"stririgent .hygienic 

and` very low microbial conditions during the 

II manuf,act.urin.g of the sponges . 

As we have had . . . products on the,- Furopean 

''market for :more,_th.a;n.. 40 : years ; we feel it is safe, 

' and we. ,felt ._s;afe ab.o.u.t ._,a.ur, products though we did 

agree .with the 
I 
e, FDA Q'4 , of requirements put 

forward. . whe.n. we : i..s,sued. . the . ..IDE .,.in..__1997 ._ . We 

' per,formed extens._~.qe . . �clinical tr,ial,s, . ,in.� . �199 ., . wand . Yt 

see:ms as, if. ha .s-q4apged during these two 

MILLER RE,P,ORTINGF,COMPANY,_INC. 
7:35 8th StrOet, S.:E, . -

Washingtois ; D :::C,_ 2_0003-28,02_ 
; . . . . : (202)~546-6666 
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1 years- , . 

. 2 

- 
` .. . . . We, . don' t . feel, _,th,a;~ �,the� ., . curren,t, . standards 

3 control all el,.ements for gelatin 
; . 

4 hemostats. . So ; we,don't :.feel,_from a Ferro san 

5 poirit ;,.,of view, that . recla,s,s.if ication. , is��,appropriate 

' 6 ; as long as there is no proper guidance. and 

cant.r.o.ls . . . Thank.-You. very. much . 

DR . WHALEN ". Questions for :MS . Bob,a .k? Dr � . 

9 Newburger? 

10 DR . . N.EWBURGER. :, . With: . al.~- 

11` about., spon.giform`encephalapat,liy .that seems to_ .have 

1_2 . . swept Europe . . .I ..assum:e .with. . 

. 
13 

. 
controls that is, .l.ooked ~ . . . a t . . ,a s . w;e 

14 MS . . BOB.A..K, : . . Ye:s. . definitely . But since 

15 . our gelatin :zs . : .ori.gi;nated ;from _ pig . skin,, we don't 

16 have the _BSE ;impact on the�. products but, of course, 

17 we must make sure t;h,at ..� our. gelatin has no ,c.o;n_t,a,ct.. . .. � 

18 at all to .,b;ov,ine-o;rigi,na,tec ..,, gelatin, and . the 

19 gui .d:ance, in_ .,E ¬ z :rope is to. .cant .r, ol that . issue _.which 

20 we, of cours:e ; follow very stringently . 

?Z DR . WHALEN .: . This. product has b -en. in 

22 
_ _. . : _ _ . . . _ . , . . . cl .i.nical use ~or how lgn,g . . . . 

?3 . MS. . BQBAK,_: Forty-eight years . 

24 DR . WHALEN : Ce.rtain;ly in my medical 

25 school-:.,:years :it .: was ..nath.in.g. new ., I : remember ., seei,ng 
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1 it in the operating room and that. was,.i.n the early , ._ 

' 2 '701s . There., is a : multitu.de . o .f .m.a,nufac;tuxers, ._o,f . . _ 

3 it? 

M5 . BqBAK ._ Yes and no . Iri the .U .S . there 

5. ; . , ; . is manuf.ac,tu.r.i;n:g o:f. .. .a . .gelfoam . . product' . In . . urope 

6 there i:s. .,.actua;;lly our manufacturer of a spo,nge, 

7 Curace..l . . . ._Th,e.n .the:re are. . some in_ China . an d . : in India._ . ., 

8 which is sterilized and manufactured in strange 

9 ways . So, T won't say many but there, are. some., i 

1.0 
. 
yes . 

11 DR . WHALEN : . . And over ;-t he,_.several.. decades 

12 . . that .it has been in existence, has there; .been.any 

' - 13 scientific advance or manufact .uring change that has 

` -" 14 made . a substantial increme.n.t .in,the.ef.fectiven_ess � , . . 

15 that you perc'o°ive? 

1 G, MS . BOBAK : We have .changed our 

17 manufacturing procedure,s : . ., .qe.We,. . have 

18 had--how do, you : :sa,y that in .EngTish:? something 

- 19_ that .changed the surface of the. product . . . . We had 

20 sodium laurel .sulpYiate in .the product twenty years 

21, ago . We cha.,nged t.h.at,because we,f,oun,d ._o.u.t, doing 

22 other prec:auta.ons during our manufacturing process, 

23, that it wasn't-necessary to have that . . . Tw:enty=five 

24 years ago we had formaldehyde as a sterili.zati.on . . . 
.. ; 

25 agent .. . We have . omitted that completely . So, from 

MILLER REPORTING COMPANY INC , . . 
735 8th Street . S:$ . . ., . . . ., 
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3 

4 

5 

6 

7 

a Ferxo .san point .o.f 'vs.e,w.,, we have definitely _made 

' more stringent our, m,anu,fact_uri ;n,g process .a great 

deal over-the years . 

,, DR . MILLER : So, you, and I think Dr- . 
I 
~Pau-ison .also be.fore � _you, seem; to . .b.e .not_ in .-favor of 

reclassi,fyiiig this to a. lower ,,clas,s.ifi;c.ation , t.han, . . 

, it, is . _now . un.d e r s t anc3? 

8 MS . BQBATC : . I .< would. an.swer;; : yes and no, if 

_ 9 . . : I . : may . I can, . .of course, see some.,t,hing positive in 

10 J a dec .a.ss~..f..icat .ion ..b.ut:... . .as . . .l9n.g as . there is no 

7: 5 

16 

17 
i 

18 ._ I 

guidance doc.ume_nt,.s.:tati,ng al,l ..t.,he� ..addi.ts,onal 

quality control elements that, must.be � ,in ., place, or 

not .having. any risks... .to ,the ._.consum.er_., then I am not 

in favor of a , de.classif i~ca,t;ion �on ;the,, . :~ponges, no . 

D-R . . WHALEIV "" Dr. . Chot i.? . . . . . . . 

DR . CHOTT :, Th,e,campa.ri.sons between the, , 

two products, they are . both, hemost_axti,c �.agents but 

prP _ . : . . . . .. . . . . . . 
e ared ve.ry differently a.nd t-hey are very 

dif fere.zit . products . Tell us a ,Zi,t,tle, -bit abou.t,., .the 

mechanism of actio.n of � t;he_gelati_n .sponge versus 

the .ce. .l.lu,lo,se ..product we h.av,e .just heard about,..� ., 

MS, BO .$AK : _ T � am sorry', I don't . think. I . , 

would .be the ,r:ight person .to answer,, ,t.hat ., . ..question .. 

MS . GOR.MAN ;, Hi , , My name . is Aiihe-Gor,mAn, 

from .. Johnson, .&�Jo.hnson. .� .,_ . Bot,h products ..,haye v,ery 

MILLER,..REPORTING COMPAL3Y, iNC . .. 
735 8th;SEreet, S.E 

Washington; D C ."` 20003 2802 . `, 
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l similar mechariis,m,s . .of actian.,u in that .they act as 

2 surface.s an whic;h pla.tel.ets can_._be._ : .bou,nd, the 

3 gelatin being more specific, .Surgicel being less �. . __ . . . . . . . _ . 

4 specific .. . Gelatin has ,a,.,.,sp'ecif.ic ..,b .i,nd,in,g site for 

5 the platelet . s . W.it.h . . Su;r,gice,l: it is more of. a .. 

6 physical phenomenon. . an.d . �..once platelets ..are . . 

7 activa,ted. .yau have .c~oagulatiori actvat,i..o. .n . and . lot 

8 formation . . . : 

g DR . . . WHALEN. : Thank.. yau., .. Ms . Bobak. .- 

3.0 MS . BOBAK : Thank. :you ., . . , 

11 . ; DR . . WHALE,:.:.. Now we., . 1, c,o,n,tinue . . :.with. A? s , . . . ., 

12 , O' Grady' s presentation . . _ 

13 MS . : . O ̀ GRADY : Good_ .af t_e,rnQon , . . I am J.udy , 

14 4' Grady, sen9.nr vic.e, presiden.t of regulatory, 

15 qual.ity and, c .linic. .al af,:f.aiz;s fo;r Integra 

16 Li.feScie . .n.c .e :s Corporation. . 

17 I would like to thank . �the,:.__Fo;o_d,,and,,D_rug 

18 Administrat_i.on, . and,.�:a,ll ,..thte , m,embe,rs ,of the General 

19~ and Plastic Surgery D.evsces, . .P,anel �.for. . � a.llowing me 

2,0 the time to. at .this public advi ..s.o.r,Y committee 

21 regarding the reclassification_ of .~t_rans,it,i .on,al 

22 Class ISI devices, the _absorbablew.,hemos,tati.c.y_,agent 

-23 . and; dressing devices . .in terid-,ed . for__, . ..hemqs_ta,s_is,.,during 

24 surgical procedures. 

25 . I .w.ill.. . .try ̀ .to k.eep . within the : .fifteen 
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minutes as I review., the . safety and effectiveness. 

profile o_f, t.h,e transitional 

hemostat tic . .d :evi.ces m.arru,f.a.c.tu,red,_,by Integra 

LifeSciences Corporation,, and recommendations .for a 

guidance .do;c.ume.:nt.fo.r special controls for 

absorbable ..hemo.s_tat.i.c__agents . .if ., s'ec3.assified� . to. 

Class 11 . 

Transitional Class . . II` I :devices--the 

Ihemostatic agents manufactured-by Integra 

LifeSciences, PMA products are Collastat abs.or.bable 

collagen hemostatic .agent, a. PMA .tha,t was approved 

in Decemb.er,, T980's, and Hel.istat abs,oxbable, . . 

collagen hemostatic a .gent, approved, in November, 

198,5 . The . He1.is,ta,t �PMA ., .i,s � a, ; d~.re,ct � cro,ss. � ref,eren.c.e_� 

to the Collastat PMA . _ 

The indications for :use for both products 

are indicated -in surgical proced.ures, other than 

ophthalmological_and. urolo.;gical. .surgery, as an 

adjunct to hemostasis-.when control of .blee.d_ing by 

ligature or conventional procedures is ineffective 

or,impractic.al . 

Currently, hemostatic agents ., absorbable 

hemostatic agents used. in surgery are classified as 
. 

Cla:ss III, requiring a premarket apprav.al 

application . In.the European Uni.an .they are 

MILLER REPQRTING, .COMPANY ; INC . 
735. 8th Stre.et,_S.-E . . 
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1 classif3ed as ., C1a.ss. II.I ..under . . two :.d,iffe,r,e_nt . rul_e.s ~ 

2 :, Rule_ 8, any products .that have : . .a biol.ogical effect 

3 
, 

or be wholly or rn.ainly absor.bed, an.d the collagen 

4 . hemostatic .agents, because they are derived from 

5 animal tis;su;eP are also cons ide,red. Class III . 

6 In Canada, they are Class III or Cl,ass � IV . . 

7 Under . Rule, .1,'Class III if they are wholly 

8 absorbed, and Rule 14, agairi,`i.f they are products 

9 of .animal or:igin ., _ 

10, In . Japan, similar, classifica,ti.o,n. ,and. .data 

11 requiremen.ts.,a,s,.the FDA.and,European Union . 

12 Australia, similar classificatio.n .and,data 

' 13 requirements ; In the rest of .the world, most 
f 

. , 

i d d f l a i 14 on .an ata, icat. mi ar cl ssi countries .have the s 

; 15 requirements as FDA and .European :-."Union, and there 

16 are some cauntr.ies that. ; . do._ classify these . agents as 
; 

17 pharmaceuticals .. 

18 Safety profile--we concur with .FDA when 

19 this first came out there is . .a long history of 

20 safety and difference o£ _these products . . There is 

21 a 2,1-year history of the.s.e . . .abso.r.bable collagen 

22 hemostatic agents, and estimated .ovOT, 10, million 

23 surgical procedures . The adv,erse, event,,rateor, __ 

24 Medical Devic.e., .Report ra.te is_ les.s th,an ..,0, . ..0 .:001_ . . . ._ 

- ; 
:._25 percent . For the p'roducts mariufactured . .b.y Integra 
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24 

25 

LifeSciences, :in 2.1 yeaj~s" there , have be 

produc.t. .recalls in the .,h'istor.y of this product 

line . 

But I would Iike to draw your attention to 

the data . . tha.t .we submitted i;*, the .,PM 

various PMA .s.upplements for both . of tYie'sb " PMA:s : 

For.. biocampatib.il .ity ..studies . . .t.he_1.ist is very 

lengthy : intracutaneous toxicity, dermal 

sensitization, cytotoxicity, acute subchron_ic and 

Ichron.i.c toxicity ; intramuscular .toxicity, hemol.ysis 

studies, pyrogeni.c'xty stuc7.ies, ge.notoxicity 

studies, immu,nogeriic `p.otential, implantation 

studies, absorption studies,. mechanical testing 

looking at sweIlability, compression, sti.ffness and 

swelling and viral safety studies . 

Animal studies looking at rate of 

absorption, foreign body reaction, incidence .of 

,infection, inciderice of . adhesion ~. ..f_ormation, 

incidence of any other tissue reaction ; hemostatic 

stu.dies in. animal spleen models compared. t o control 

age rits ; infection model study looking at infection . 

Multice_nter,clinical,t..rial, randomized, 
_ . . . 

con;t.rolled study at 10-invest.i_gational sites . This 

was~,:--the .original PMA with a �tatal . �.of 550 patients 

in .the. areas of. gene.ral, cardiovasc_.ula.r, 

MILLER , REPORTING,COMPANY, INC. 
_ 

_ . 
735 8th Street ; .5. .

. E _,
. .. _ 

._ . . _, . ._ . . . . . 
Washington ; D .C.'20003-2802 

. .
. , .. . . ., .. . ,. . _ . 

(202) '546~--6666 
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4 

5 

6 

7 

8 

9 

10 

~. i 

12 

..y 13 

14 

15 

neurosurgical, obstetric,sJgynecology, ur~alogical, 

burn and plastic surgery procedures . The control, 

other marketed hemostatic agents . The parameters 

evaluated were .time to-hemostasis ; adherence to 
. 

site ; pliability ; handling ;; overa'l'l procedure and 

postoperative evaluati.ons, adverse events. . . ! 

Manufacturing of these .products is very 

critical . Products are ma.nuf.ac.tured in . compliance 
, 

with .FDA :qual.ity system re.gulati:oris ; good 

manufacturing practices . At our .last FDA 

inspection, which was last year, .20.d1, we had what 
. . _ 

~is called FDA 483 abservatioris . The facility is~an 

FDA, . .. . .registered ISO 9001 certified facility . AS . 

part of the .PMA process there is -a pre=approval 

inspection prior to manufacturing t,hese-products, 

and routine inspections for compliance' ~iith FDA 

regulations, and annual, reporting. requirements for 

any changes in-the manufacturing . .or quality 

procedures -t,hat aren',t _required to be submitted 

and, of course, PMA lunder a PMA supplemen~t 

jsupplements . 

Some of the conditions of approval : 

IIrestriction an the sale .and distribution o,f the 
. 

I ,device ; requiketn'eri't to add a. protziiiient aisplay .of ' 

pteCautions necessary for warnings .. hazards and 

-REPORTING COMPANY; INC. MILLER 
735 8th Street,'"S.`E . . __ ... . . . , :, . .. . . . . . . . .. . . . . 

Washington, D.C ._20003;.- .28.b2 . 
(202) 546-6666 
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1 safe and effective use to, labeling and advertising 

dc°~°'`~. 
: 

; . . 
2 , medical device . reportz.ng requirements, which is 

3 , common to, most medical devices ; and submission of 

4 annual reports to FDA . 

5 Recommendations to FDA .,regarding 

6 rec;la.s_si.f.icat.ion : We. recommend strongly that if 

7 FDA .reclassifies abs.orbab_le hemostatic agents from 

8 Class III to Class II that it .includes special 

9 controls . Class .II devices are defined in section 

IO 513.3 of the Food, Drug and Cosmetic Act to include 

11 any device forwliich reasanable assurance of safety 

]. .2, and effectiveness can-,:be obtairied bY aPPIYinS 

13 speci:al controls . 

14 Only general controls will apply to Class 

15 II devices until special controls are established 

16 by regulation . Special controls can. inc,l.u,de 

1:7 special, labe.ling requirements, mandatory 

18 performance. standards, patient registries a,nd . 

19 pos:tmarket.surveillance . 

-- 20 Reclassificati..on should-orily occur :w.it.h 

21 the issuance of an FDA . .guidance document to assure 

22 continued safety and effectiveness profile . . The 

23 current FDA approved PMAs ., PMA;:s;upplements remain . 

24~ in place .and viable, and confidential infoxffiatio 

-25 specifically manufacturing' data, r,ema-in 

MILLER, R'EPORTINC3 CONlPAt3Y, :. :INC.'- . .. _ . . . . : . _ . . 

735. Sth .Street; S .E . . 
Washington, D ;.C . 29003-2802 

(202) 546-6666_ 
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confidential : 

8 

9
. 

10 

11 

12 

18 

19 

: 20 

21 

Guidance document recommendations for an 

absorbable Yiemostatic a*g-e'n*t--1B,_basic information -on 

the company, nam'e~;`"addres_s, FDA, establish ment 

registration ; description of the device, all 

significant companerit :s .of .the device ; principle of 

act-ion of each., of the. .,device, components . 

If the device is collagen, to use .FDA. 

guidance document, medical devices containin 

materials derived from animal sources, looking at 

',the;type'of collagen, tissue and` .species, country 

, _ 
orig~.n. ; processing .- viral . inactivation studies, 

BSE/TSE risk . a.nalysis' . 

Biocompatibi3ity t.es,ti.rig in accordance 

with FDA gu.idance ; G95-]..1, use of intern.ational . 

standard IS0 10993, biological .evaluation of 

medical devices, part I, evaluation and testing, 

looking at the following testing : dermal 

irritation ; sensitization assay," cytotoxicity~ 

acute subchroaiic and chronic toxici;ty because these 

products are absorbe,d ' and left permanently in the 

jbody ; hemacompatibility, .hemolysis ; pyrogenicity ; 

mutagenic_ity studies ; i,mmu;n'ogenic potential ;, 
I 
absorption ; implantation s.tudies.-.-a.nd any other, 

studies dependerit .on the �b:iom.at.erial being 

MILLER REPORTING COMPANY " INC . 
_ _ 

{~ ?35 8th Stredt, S .E " _ : . _ . , . - . . 
Washington; D . c . 20Q q3~-2802

. 

(202) 546-6666 _, 
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1 evaluated ; in vitro , hembsthsis . studies . . 

2 : For . animal's. tYie~ ;dev'zce ~sho.uld 'be 

3 evaluated in'implaritation studies to look at rate 

4 

5 

of absorption., . foreign body reaction ; incidence of 
. 

infection ; . incidence of adhesion formation ; 

6 incidence of any , other tissue , reaction . . 

7 Hemostatic studies in an animal spleen model should 

8 . 

9 

la 

lI 

12 

24 

2-5 
~"``'~1 

evaluate hemostatic properties compared to control 

agents . 

Clinical experience :=-sumrn'~~~y° :-of any 

clinical experience . The sponsor must demonstrate 

that the he.mostat.ic agent will .perform as safely 

,and effectively as Another legally marketed ." .- _ 

absorbable hemostatic devi.,ce . Clinical data for 

hempst.ati.c--agents composed .of a . material which has 

. . 
not .ben previously used as an implantable ; 

. _ ._ . ._ . . ., . 
absorbable, hemostatic agent should~be 

... 
p 

_ 
rovided 

from a multicenter cliniCal .trial . Clinical data 

should demonstrate that the hemostati.c agent 

performs similarly wYieri compared to~ anothe.r le4al'ly 

, , ., . . , . , 
marketed absorbable . hemos.ta.tic device : 

If a clinical trial is required, clinical 

studies should evaluate time to hemostasis ; 

adherence to site ; ease of handling .1 1 and 

application, ; postoperative evaluations such as 

MILLER REPORTING COMPANY, IITC 
735 Sth Street, S: .E - . :: . . . : _ . . . . .: 

({ Washington; D .C .- 20603-2802 - 
(202) 546-6666 
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14 
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16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

postoperative bleeding, infection, hematoma 

formation, wound : dehiscence and a6verse .,events . . 

Device sterilization information should 

include the method. of st'er'ilization.; validation 

method for the sterilization cycle ; sterility 

assurance level . to be achieved ; the methad ;for 

monitoring the sterility of each.production-lot ; 

~and description afthe packaging to be used to 

m n ai. tain~ ater-ility . 

If radiation sterility is used, the dose 

should be specified . If the method of 

sterilization is ethylene oxide, the maximum levels 

of ethylene oxide, ethylene, '.chlor.o,hydr.i,n and 

ethylene glycol, residues. .whic..h, .remairi on the ., devi.ce . . 

should be identified . Residual levels of ethylene 

loxide, ethylene chl.orohydriri . .,and ethylene glycol 

Ilwhich remain on the device .fol.lowing Et0 

sterilization . should comply wi.th tYie maximum limits , 

proposed in the Federal Register .af June 23, 1978 ' 

or ANSI/AMI/ISO guidance 109993=~7,' 1995 ; biological 

eva;luation .of medical devices, Part 7, ethylene 

oxide sterilizatio.ri .xesiduals . A sterility 

assurance level should. be achieved be:caiis`e .these 

products are .lef :t in and ar.e.absorbed . 

For.:pyrogenxcity testing the pyrogen 

MILLER REPORTZNG.COMPANY, INC, 
735 8th Street, S . R . .. ,. 

Washington, D C . . 2,00~43-2ff02 -- . . : : . . . , . . . 
(202) 546=6566. 
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_ . . . : . .. . . _ .. levels, of the final sterilized c~evice should be 

les;s than 0 . .06 endotoxin units/.ml. 

For, product expiration dating, the data 

supporting the expix-a.'tiori~ .date-fo.r the product 

should be submitted . Data shauld .~be .cqllected-from 

'three lots of product . Stabil_ity studies .should 

monitor the critical par.ameters~of a device:-;to 

ensure that it will perform safely and effec-tivel* 

during the .entire .she.lf .life- 

manufacturing should be*-in coinp~Iiarice with 
, F:DA:quality system regulations . The submission 

should contain .information on all device r.eagents 

and proce.ssixig, steps ; packa.gs.ng 

final device release specifications ; product I 

Irelease testing specifications ; re-si.dual level's of 

manvfacturing agent 

In summary ; absorbable hemostatIc agents 

manufactured by Integxa . LifeSci~eYaces have `a 21-year 
. . y . :. .. .'. . .._ . .1 ; .' . , . ." .. . .: . .' . . t : . . hist.ory of safety arid effectivene.ss' . ' 

Reclassification from Class III to Class `II should 

;22 only be with special controls and an ' FDA .g'ul'da'nc*e 
. 23 document in .place . to_ . .ensure° cti~ntinued . safety and 

24 effectiveness pra.files . .Current. ,apprave~d FDA PMAs 
_ . : . . .. _ 25 ., for absorb,ab.Ie hemostat ic : agents. should remain in 

_ . . . : ._ _ . .... . . . .. . . . ._ _ . . . . _ 
MILLE _ R REPORTING. .COMPANY, YNC . . . .. . . . . . , _ . . . __, . . .. . . . . . . . . . , 735 ..gth Street, . .S_.E ' . . . .. . . . . . . _ . Washing ton, D.C . ,26003-28Q,2 : 

(202) 546-6666 
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place . Thank you ; 

. , . . . DR . WHALEN : Ques~ions .froin the panel for 

Ms . ; O' Grady? Just to ree,mpha:size your~~onclu~ion, 

somewhat significantly different from your other 
__ colleagues.- from . industry,' 

_ 
y

. 
ou are making the 

. recommendation that you would . find it~acceptable to ' ; 

rec,lassify it as long as, the appropriate controls 

were in place and with a guidance document? 

MR . a'GRADY : That is correct . S think 

Ilthere.is an extensive history of safety arid 

'effectiveness for these products, however, I do 

'feel strongly that if they are reclassified to 

C.las.s IS there- are very important considerations., 

and that reclassifying to Class II these products 

will only have generaT c.ontrols unless there is an 

Iissuance at the same time of .a guidance document . 

These are left .in the body arid are absorbed and 

very critical . postoperative reactions . can. .,odqur . 

There ,has been --a long safety and effectiveness . 

,~p.rofile, I do belieye, due to the .careful studies 

that have been conducted on these procedure lines, 

and careful manufacturing of the products, and 

monitoring of these proc.es:ses'. 

DR . WHA.LEN-: '.Any -other questions? 
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Tharik YOU, :Ms., O' Grady . - 

MS . O'GRADY : Thank- you . 

.,. _ ..~._ , ~_ ' . . . _.. . ._. .. . : . . . DR ., . WHAL'EN . We 
will-!, 

cont 
. 

~.nue now wi~th the 

pre,sentation 'froin t.,h!p :FDA, `to be-done by Dr . 

Krause . 

FDA Presentation 

_ 7 

8 

9 

10' 

11 

12 

13 

14 

15 

16 

17 

18 

19 ; 

DR . KRAUSE : Good afternoon, Mr : Chairman, 
. , . distinguished, panel. members and members :o:f the 

industry . Thank_you for taking this time to advise 

the FDA in regards. . to ,the : recl_assa._ficat.,ion ._ of : 

absorbable hemostatic agents -and dr.e,ssing devices . ', 

We are :asking your . rec'om meri:d a.tio,n, ., ., _ .� . � 

, regarding our proposal to d,o.wn-cla.ssi_fyabsorbable 

hemostatic agents and .dressing devices from C1ass 

III to Class. II . First ;<I will review the products 

and rationale for,our proposed reclassification . 

Then, I will ask the . panel s.'ever~al . questions for 

discussion . After my.pres.e.n.tlati.on and your 

, . . . . . . . . .. . . discussion ; Ms . Shulman_,_wil.l take you through the 
, . , . . , .. . . . . . . . formal reclass'ificat'ion work she~et=. ` 

This is . the present . defln-iti.on. ..of an 
. , . absorbable hemosta,tic agen.t .or dressing . An ., 

absorbable hemostatic agent or dressing is a d.evice 

24 . intended to p,z.odu,c.e . hemostas.is by acceleratxng ::the 

'' 25 ̀ ~"~ ` clotting process of blood .,,, .., Tt, i.s, absorbabl.e__and ; 
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at the present, it is .a Class :III .. 

. . . . ._ : . .._ we refer to',the, a,b'sorbable hemostatic 

agents ,as. transitional devices : We Call them 

transitional`clevices ;bee.ause at the time that the 
-Medical DeviCe .Amendmerits were 'added to the Food, 

Drug and Cosmetic ;Act, in .l9'76, these products were 
. , regulated as drugs . They were then transferred._.~o` 

device regulations since these were felt to be more 

appropria.te, .fox these types of d.e:vices :`.Th:e 

i absorbable hemostatic agents., sutu,r_e_s ., 'a, number of 
. 

'other products fit into this .transitional product I 
. classificati.on,., A11 tr.ansz,tional -products were 

automatically classified as .Class III medical 

dev'ices : This includes suture, which was . . 

previously re.classified,to Class .II .about ten years 

I ago . 

I hope you all nave your magnifying 

glasses! Th,es.e axe . abso,rbable h_eriiostatic .agent and 

dresszng pro-ducts which were. submitted for approval 

as .drugs .. : .The first one on the lxst is,OxyceY, 

which Dr . Paulson all.uded.to in is d'is'cussion of 

Sux:gicel . It was appro.ved als .a drug in September 

of 1.945 : ' . Su'rgice.l was then approved in 1 196 .0 . . 

Avitene .,was appraved in 1976.,- actually I think by 

Cen,t,er . :for Devices .' Gelfoam. was also approved by 

MILLER REPgRTING . COMPAIrIY,' INC . 
735 8th Street.'°S.E" 

Washington, D .C . 20043-28D2 
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. . , . - Cen'ter for ..Devices ' in 198~ : Howeve~-, Gel`foam has 

, . ... . .. . _ . . . . been on the market sirice 3,.9.45, or 'pretty cl:ose to 

that . 

Other products which were'appxoved under 
_ : , . . . dev,i.c. .e, . .regula~'ions and were .,submitted .as dev'ices 

._ .. : . . . . , . . . . . 
in 

are a second form of Avitene ; which was approved 
. .._ . 

198 ;0 . . Coilasta:t ; which Ms : 0'Grady.discussed, was 

approved. ,in . .ly8,1 . . The ., .S..uperstat ; which is-no 

,lon.ger marketed', was approved in 1982 . I_ristat, 

which is still marketed by Ethicon ., in-'i§8 .1 . 

' . . . . .. I might add that .all o.f"-tli .ese . :praducts
. 
, up 

until Novacol, were taken .to`tfie General arid 

Plastic Surgery Devices Panel 'for review, That I 

includes Heli.s.tat .whzch, as Ms . O',G.rady said, was 

approved in 1985 but refe:rred to the 1981 PNIA for 

Collastat . Novacol was approved in-. 1986' . 

Hemostagene ., I think .was- .origin.ally marketed under 

the 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 
. 

recommendati.on . � , . .Surgif.oam:'was .approved in 1999, as 
, . . . , . , . , . . . :. you heard from . Nis . .Bobak . _ _,. _ , .. . . 

?4 Recently we have approv-ed two other. 

25 products as . :absorbable heinos.t.atic agerits These _ _ ., . _ . . _ . . .. . . . . . . .. 

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

202) 546-6666 



sgg] 

6 

7 

8 

15 

16 . '~ 

1. 7 

18 

_ 19 

20 -., 

21 

114 
. pro,.duc.ts include. licen.s.ed -.bovine thrombin as 

acomponen.t . They are- considered combination 

devices .' One was-FloSeal, which was .. .a.pproved in 

December of 1999 and the second was CoStasis, which 

was approved _ ..in June, of the , year." .,:,2000 . 

Adve rse_ everi:t s - - I don't know i f anybody, 
' can' s :ee th,es,e ;:b_ut. .I can, . go through them real quick . 

The thing that is important here is .that I asked . 
, . . our . MDR . people to give me a 1i,st of MDRs t.hat . _were 

listed for th'P.se .devices, . I . got a list of 115 ._ 

MDR: .reporting, has been required since 1996 . Before 

that it .was vol.untary s.ince, I think, about 1992 . 

I would. :say that in the last six years, as 
, these .products have .been .used in, you know ; a 

million surgical procedures and that is a 

conservative estimate, of the 115 advers.e, .,eve.nts 

that-Were reported, 66 of them were . for a device 

that is not. an absorbable_ hemostatic,agent and .were 

put_. .in . the wrong-place . They were for 'a feriioral 

~artery closure device that was used followi.ng 
I 
~'femoral artery c.athet.erization procedures . A 

number .were for colla.gen. products that are injected 

under the skin for wrinkle control . Some of them 

were for other col.lagen=contain :in.:g devices : Of all 

the ;ones that .S .w.ent through, 38, .which is that . . 

._. .. � . . . :. : . . . . _ . MILLER -REVORTYNT"CCSri3PANY, TNC`: ``" 
7358th . . .Street, ..5 :.~ . . . _ . . , . Wa .shingtan,,D .C . 20403,-2802 

{202) 546-6656 , . : ... :. . . _ _ . .. . .. ,_ .. . . 
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hemostatic agents . 

I,f yo,u look : up there, you ca.;_- :.s~ee that 21 

were for the products which we are'looking to 

reclass.ify, which are .th,ose,_,w_ith,o,ut licensed bovine 

thrombin ; and 17 were with~Iicerise~d bovine 

thrombin . So ; of all the multi..tu.de of procedures ' 

where these devices have been used, ther.e were 21 . 

MDR;reports since, let's say: ; 1996 . Now, we know 

that .MDR : rep~orts' ..are under=x.;eporte.d but this .is, ; , 

still a very substantial number, or lack of a ` 

substaritial . niitriber . 

, :. . . , . 
Going throu h't.he~MDR re 5 pbrt s . . and . also . . . . . . . . 

, . . through the .li terature which is published ;."I sentx,y 

you some. articles . but there�-are : hundreds of 

.. .,, .. . . _ ., ., : . . articles on these.. products, . I have list--e, what ar 
. 
e 

'the,most commnn potential risks and .the potential 
. 

'control that we are looking for : These co,ntrols 

would be listed in .a guidance document which.would 

dire.ct .manufacturers as .to how we would like to see 

the data presented to us . 

. , . ._ _ . The _ f.irst . potentia;I . r is 
k 

would 15e. 
_ . . : unco:ntrolled bleeding; cvhich. .couYd-- be' contzol.led . 

eit .her,with animal studies and/or clinical data . 

. .:_ .. . . . : .__.. . ._. .~.. : . .: . MILLER .REPORTIRG . .COI+3P ' X, . :Xi~TC. . .. <, . . .. ._ . 
. 

735 8th ,Street, S'~E: ` 
Washington, D .G. 20003-2802' . . . . . : _ (242) 546-6666' 
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: . The ; secontl . .ris}c would -be hemat_oma . The thzrd. .risk 

. . . ;. - H . .._.. . : . , , . ; . . would ,be in.fectian 
.. 
with 'fever ; ` wound . de,

. 
hiscence . 

For some of these, if .yau look .at, the label,zng for 
. .. these product .s, you will notice that there is very 

specific labeling and that wourid d.eh.iscence can 

easily be .avoided if you 
_ 

follow the in . structicans in 

19< 

20 

the.labeling . :Foreign body rea.ction, in-flattimatian, 

edema, gran.uloma .and these could "be,', cont-rolled with ; 

animal studies, Pro duct labeli,n.g perhaps, clinical 

Idata . 

I Adhesion formation, failure to be 

,absorbed . Again, most o£ these o :.r many of these 

would. be controlled using .a . ,guidance. dqcument -whic.h . 

would direct .f ;or animal studies, potentially 
. . . . . 

clinical studies, clinical data: and al`so product 

labeling . I don't wantto belabor these and go 
_, . ., .. . . . _ _ _ : . . :. . . _ � ._ . . through them all individually .' 

There are some-` addit ional risks for 

products which include the licerised bovine' ` 

thrombin . You notice 'that I am.specific about 

licensed bovine thrombin . . since we can" t predict 

what new products are coming, we .c.ari`only address 

products that-hav.e come through the PMA process . 
- . . The only ones ,that have. come through t-Yie PMA 

process that iriclude anything besides the 

MILLER"g EPORTIb7G CbMP=Y, 
tVc735 Sth Street. S E, 

Washington,` b C ... .:20003="~802'; : . . . .`. . 
(202) 546-666'6._.:. .~ . .~::,, . . . .,- :. ._. . . . .. .. . ... . . . : ._: . . . ., . , . . . . � . ... : . _. . . 
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antibody cross-'reactivity to bovine Fact-or V"a, 

whi'ch cross-reacts with human Factor Va . which can 

, . . result in coagu'lopathy . This iS :'SpeCific'a'lly 

mentioned in the thrombin labeling and the 

information can be o,b;ta.ined the,re, . : . . . 

, The second problem in some o£ the MDR' 

reports that . I ..found i.s, . . hat, _people sometimes have 

difficulty as.semblin g products which incl,ude bovine 

thrombin., or deploying them because if they don't' ° 

prepare the apparatus correctly there can be 

clogging because the thrombin fairly quzckly-causes~ 

coagulation and can clog the device . 

The. FDA's proposal is that the agency is 

proposing that the absorbable hemostatic-agents and 

dressing devices that do not coritain bovine . 

thrombin may be rec.la.ssified into . .a_ lower 

cl.assi_ficati.on, which is class !I,, special 

controls, arid that t,he . .special cantrol employed, in 

this case, would be a -detailed guidarice .dcic.uin.erit . 

The,present CFR, which is Code of Federal 

MILLE.R . . .REPORTING .COMP,ANY~` INC. , . . . . _ . . _ 735 8th' .Street, . .8 .9 . : .. . . . . �.. . ._ . .._ . . .. _ . Washington, D C ;-- 20063.-28 .d,2,_ .. : . . . 
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13 
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. . 14 

l5 

16 

17 

18 

11s _ . , . : . . . ., , : ; Regulations, l:istin:gfor absorbabl:e he;iiostatic 

agents and,dr:e.ss.i,n,gs are. ari"a"bsorbab3e hemostatic 

agent or dressing as 'a device intended to" pro duce' 
_ . . ,_ .: . . _ . :: .. . . . . ._ . _:. .. hemostasis by acce.lerating the`clotting process of 

blood. . It is absorbable ; presently Class III .. It 

requires PMA or PDP . 

What _we . .are~-praposa.ng is an absorbable 

hemostatic . a.gent or dressing- as' a-device intended . . . . 

to produce hemqstasis by ac,c :e'lerat_in.g the clotting 

I process of -blood . ` It- is absorbable . ' That" ha~~ not 
_ . :.. .. . . . , . . . : . changed . The. class.ification

. . .
. wouldbe Clas.sII 

. 
for 

, those that. . do . not incl .ude ~.i,cens
..:
.ed,. bovine . thrombin 

and Class III that do contain licensed bovine 

thrombin . 

Again, we cannot .predic.t what products are 

coming - :in the future so we cann:ot include theiri in 
. this reclassification . Those that do -include the 

licensed bavine thrombin, we co~ntinue to require 
. . _ , . . : ... PMA and those that are reclassi`fied ta Class zi 

would now require a Sl0(k) . 

.: . . , ._ . , . . : . . : . ,. . . . . . . . . . . . . . ... . ., . . . . . That is the end' or-my presentatson . I 
just wanted to'rea.d to you'the indication for u~s:e 

; . that we .-riormally.appl:y to these pr..oducts.,-which .is 

that . they- are . -for use as an adjunct to h6mostasis . 

when .ligature and.-other . con've-nt.ional methods are 

_ . . . . : . .._ . _ ,_ . . . . :_ MILLER REPORTING C014PANY 
, _ . . _ . . . II 735 8th, Street, _ ; ... 

Washington, D C.`2QQ03=2BD2 ' ' 
, (202;) .546-6666 :. _ _ 
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119 
ineffective or impractical_, and there e :can'be some 

. : variations o,n~that but it is the~ .sa.me as the slide 
tha;t . . Ms . . O' GradY Put . uP for, you to see . Are there 
any questions? 

_. .v .,:. v:- ._. . ~ . :, .. .. :. : : :. . :,.. DR . WHALEN.`: . I'yr ; ~r`~us~e, you s'p~cv:~ated 

conservatively that a million sur.geri:es~may-have 

, , been done aver the periad t_liat tliese adverse .e events 
. were recorded, with roughly equivalent, ,21 . .versus 

17, without t.h.rombin arid with thrombin . Do .you 

have any idea what the break-dowri denomi,nator wciu~.'d 

be without thrombin and 

, . , . million operations? 

DR . KRAUSE : 'The products .with thrombin 

have only been approved .sinc.e '99 . . We had one, .in 

199 and .one in 2000. . . .So, . I . �woul,d .say ..that _the , 

denominatar.for_those products would be quite a bit 
: . .. . ,_. . ., . . . . . . smaller than for tlie ..proclucCs ~i`ithout thrombin . 

DR ."WHALEN .""Altho .u,gh the incidence of the 
adverse events reported . is low for both, it .might 

be substantially higher far those with '.th'r'6mbin in 

view of that . 

DR . KRAUSE : .Yes~ ..excep.t . .t.ha .t~ . . .again n, 17 

out of--maybe . Debbie . can- :.giv~e -up ̀ an id '' i:dea . of haw 
. . . . , . . : . .much Flo.S'e .a1 is . on the market, but. 1~7 would" still 

, 25 II be a fairly scna.Il number, less than one percent I 

. . ._ . . . . . . _ ._ . _. . . _ ~ .. . _. _ , . . MILLER "REPORTING" COMpANY. INC.:` . , . . 735'$th,,Stredt, S:E : . .. .,. . . . . Washington , . ;D Ce,20003;-2802 
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20 

. _ . . . . _,___r _'__ j ... .. . . . . . Y a..ui. av 1 CL Lit ADL . 

current on the statistics but, I .waS with the 

company that. manufactured F 

, , . . .. . . , . . _ . . . . things I noticed is that ~one o.f the MDR c'a'tegories 
. looked, like it was s.inus . usage ; 

. . 
an.~d I know that 

FIoS.ea1 was used in ENT maybe more than t'h 

use ; allocations . So, it is possible that . .it ju.st 

has to do with the area of the body where it is 

lbeih.g used . 

DR . KRAUSE. : Right, there, were about five 
. . . .. : . . . . F1oSeal MDR reports for si'nus . in f~ection . ---- - , . 

DR . Lil'H.ALEN ".'
. . . .

.Dr . 
. . . 
Cha t i,? ̀ 

' DR . CHC?TI ; ` Dr . Krau;se ; if you wo .ul.d., just 

clarify for me the distinction-between these . I am 

stuck a little bit, on the bovine thrombin . Ts that 

because it is a .bi:alogzc? You say it is a combined 

produ,ct device ; and why the bovine th~rombiri? Why 

not the fibrinogen or"whatever .oth'er~ things in 

these- :new? Why is this the one .th,ing that you have 

kind of. categorized,a.s di.s�t .'inc.ti.ve? _ 

DR . ..KRAUS.E .. . . Su_re ;` fibr.in :.:se.alant . I s 

considered. a . bi,ologica'Y . :;It_ . ., is regulate~~ ~iy `the 

Center fox Biologics . We don't- regulate those : 

, ._ .~ _ : - . . MTLLER RFs`PORTIN'G,` C~7MPAt7'Y' ; _..If1"C,. _. -
735 8tH Street, S ._E ... ... 

Washington; D:C: 20003-?802 . __ 
_ , , .. ; . . . . 
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1 . . . :. ._ .. .. : . . _ . .. . ._ . ~. .. ... _ .. . . . . .,_ .. . ,_. . . . . . So, ̀ that would.-be something that they would take ef"~°'`^i 
2 care of . Aprot.inin _is a .'part of a `fibrin ~sea,la,nt . 
3` We have focused on .the 1ice.n.sed bovine thrombin. for 

, 41 the' simple reason., that the p 

` 5 seen that are.combinat_ion.s included :ori.ly licensed 

G- . . . , bovine th:ro.mbiri ; n`ot;hin.g .:else : We have . never seen: .:, . . : 
7 . . , , . . . ., . . anything with aprotinin . _.,We have riever seen . 

: 8 . . . .,. . .__ _ . anything with coagulation Fact.ors V ; VI','"° VII or 
? 

9 
. . . . _ . : . . . _ : . . . 

VII T or any-of those types of tliz.rigs , : We have : orily~ 

10 seen .pzaduct with � t,he-~-lice.ns.ed .bovine"th:rombin . .and 
-11 we got a .co-review. ._:on . . .t.hos_e . ._ from . ..t-he .Center . far . 

: 
12 

. 
Biologics . 

13 DR . CHOTI . . ..Then I am confused . The 

14 FloSeal product has ., .t lie gelatin? . 

15 DR . KRAUSE : Yes, it is bovine g-elatin 

16 _ . . . . . . ,. . . . . . . . . . . . . combined .with .l:icensed bovine t'hromb~.-.n
. 

.'and' a 

17 . . , . . . . determination was mad
. 
e that : it . was a medical devic'e 

' 18 . . . : . . . _ , .:._ ,_ .. . . . : . . . . : so it .Was re~ri'ewed " here- , or~ Center~ ~, for"Dev3ces ; 

19 Panel, Disetzssi:on ara,d ..FD:X ... .Quiestions . 

20 DR . WHALEN : 'Other'questions,for Dr . 

21 Krause? Seeing none'- 'we 'will proceed to have Dr . 
-22 " _ . . ., Krause read . the FDA questions, keeping iri inirid once 
23 again as' we- did earli:er_.t,hi 

. 
s . .aft.er.rioori~ t. hat tlze 

24 . ., panel . will. not immeiatelY resPond.,. ..to them , . , We, . . 
' ? .5 will have . a brief .genera l discussion of .the issue : 

� . . . . . :. . : .. . . . . .. MILLER REPORTING COMP2IN'`I, INC : " ` 
735 8th Street . .S .E . 

_ Washington, b C : '~0003 ,=2802 ., . . _ ..: .. ~. 
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answering the , questions . Dr . Kraia.se? 

DR . KRAUSE. :" 'We have .three questions. . f.or 
. . .. . . . . you : regarding- the reclassif'i'ca.Eio* .absorbable 

hemostatic agent .and dre.ssirig devices . 

The first question .s.ays, .please discu,ss 

the ; proposed reclassif icati.on ., of, th.e absorl?ab.le . . . 
_ . . . .. . :w: .._ ._ . . _ . : .. . . hemos.tatic agent and dressi,ng . . P~:.ease. aZso discuss 

. . what descriptive infarmatiori an�d z.riterided . 

should be included in the classifi6at.` 

I i~.denti.ficati.on .~, 

' Secand question, please discuss the risks 

nc~
.., . to health for: .the. absorbable, hems. .-agent

--
- a,:__ : 

dressing devices . . _ 

Third-question, are there any other risks 

to health for_these devices that have not been 

identified? Thank _y6u 

DR . WHALEN : Thank you, . Dr .. Krause, . The 

panel. .,wi1l : .no_w .start, with general delibe"ration with 

a brief review of the. .entire . � topic at hand before 

directly addressing the . FDA'questions . Certainly 

all surgeons find, hemostasis.-,i .mp.ortant . The. : 
, . . . . . surgical zoncalogist is . 'at, the top of. the takile, so 

Dr . Choti? 

DR. . CHOTI : 'Well, ju.s.t ., ._to summarize again, 

. ._, .. . _ __ MILLER . .IZ19P.OT2TIN,G.' ..CaMPAN"Y' ; -INC .' 
735 8th ..Str.e:et, S, .E . _ . ..- .. . ...~ . _..._ .._ , ~,. :. ._ ._: .. .:, Washington, D.C .~ `20003=~'902" 
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7- ` this is,- a.--.class: o.f de . v, that is absorbable,.. that_ , . ~~~°'"` a 2 . achieves hemostasis . : I thirik it 1?.:as _ an. extremely 
3 

. . 
long history of use . The s&fety record, it appears 

, 4 to me as though , ;it is . . ._ . . . , quite good . 

51 The one issue is that these are di.ffererit 

6 products that are kind of grouped toget.h.er . The 
7 processing is' :diffex.e.nt . The products are" 

8 different . ., ..Some are . .,bov.i.ne ; some °ar:e. porc.ine~a . some 

9 . . . : . . . . . . . are cellulose and the ~nanufactizrsrig processes' are" 

10 . different . Perhaps the de- finitlori that w~ have 

11 . . . . : . come. up 'with, which . is � a.bsorba.ble 'h_e,mostatic 

12 products, is ;: som;e_wha,t non..-,specific . So, I think 

' 13 that it is important: that new similar products as 

14 they are developed need to be ca.re.fully .regulatecl 

15 if they are to be placed "in tlii_s class . That would 
16 be one concern, that these e :are. not_a1.I really the 

17 . same devices'. ., 

18 Saying- that ., I do think that this is a 

19 long track record . I think it mak.es a,lo,t of � _.s.ense, . 
20 

- 
to reclassify them as we are, di'scu°ssirig today . 

?1 . DR . WH.AL.EN : Dr-' D,ubler? 

22 . . DR . DUBLE.R : . . . .As long as. the con.trols .woere . 

23 specific to the dif.fere.nt sarts : ,of :mat_e,rial;s tFiat . 

24 we are addre_ssing, if there-was 'the .flexib:ility in 
25 .. . . . . . ..~ ., . .. . . ._ :. . . rec .l

. . 
as 

_ ... . 
s

. . .f_,~ ,, 
to 

. ~, . .., , : . . :~.~ ._.. .
.akie 

~ .. ., ., 
i.n t l.assifyirir~ , " from C~.I ""AII to t . o 

: ._. . . . _ . . . MILLER .REPORTINC. .'CO.MPANX; . .INC, . . . . . . . . . . . . . . . . . : _ . . . . . . . . . 735 8th _Street . § ..E '. .. .~, . . .. . ._: _ . ._ :. . . . .. 
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account-the-huge variability 'in stru.cture~of these 
and :,manufac .tu,ring, t,he.n._ � it . :,seems_ to_ me.. ,,t_o be . . ._� . ._ . . _ 

_ . . : _ . . . . . . ~ . ...: . ~ . : _ . . _ . w . . . . . justified- .. ..to m..ove ~rom III. to . ..I..Y 

DR : WHALEN'_: . . . Dr : McCauley? 

DR . MCCAULE.Y ._. . . . ._1 .
.~gree "`with . .the ~two 

comments . I think the .two points that , I kind -of 

get :stuck on ; and the first really re'lat6sto the 

vaxi.ab.ility 'in the structure and nature of these 
. . . . products and I think, i.f : we ; 'in dee.d ; '~clas.si"fy ~t"h~em~ ~ ~ ~ ~ 

to Class II products then we . have : _to ,h av,e som;ehirig 

that is . v.,ery , specific, not nece.ss,ar.ily for ea.ch 
. . . . . . .. . . . . ! product . la'ut . fc?r_ .each: . sub:grciizp .of prodizcts. .'t.h.at.,_ .. . , 

_ . . : I comes through with simil.ar 

The second, is.sue real.ly still relates to 

the thrombin . At this point, looking at ,the data ; 

. .. . . . . . even if .the .N" is a little sma~.le.r ., .for t~ie .g~oup` 

that _ uses the bovine :-thrombin, I am not sure that 
really pose,s,such a tremendous risk . 

DR . WHALEN : Dr . Do yle?? 

DR . DOYLE ._. .. . . . .I .am , .int:erested in the 

manufacturers' desire . All of them see ta wis:h 
,. them as classifi.cation of I I~, at` least two of .tFiem 

said specific ally :with guideJ.iri,e,s . , I guess I don't 

unde,rstand why we would wish to cla:ssif.y it less 

restrictively . . Y don't unde.rstand their. reticence ~--- 

MILLER REPQRTIN ,G ..CQMPANY; INC : . ., ._ . . : . _ . . . .. , . . . . . . -. .. .. .. :, . 735 8th Street-. S.'.": . . . ., 
Washington, D .C: 24003-2902 . : _, . . . . _ , ` ._ . . , . . 5202? 546-6,666 _, ~;.. 
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~ ,. to have them: reclasszfied, I _' guess . 

2 , DR ; WHALEN~: Do you just wish that to. be a 

3 co.mment or do, you want a specific question of 

, _ 4`, another, panel ,:membe.r . or .. manu.:faatu.rer? 

DR . DQYLE. : If.someorie :~could ex,plain ..to me ', 

6 why they are reticent ta-have them reclassified. I 

DR . WHALEN : I,s the.re .. . anyone on the, panel 

8 
:. 
that wants to?, 

91 DR . . MCCA:ULEY : I have : a theory . it is 

10 poss,i,ble� . that,;y_if you make it, ,less . regulated that i t. 
l I will make, it.,more`p;ossible .f.or .competirig products . . . . 

, .1 .2 . . to . be generat.ed . . So, there. . .: . .is . .:a l.i:ttle. ..bit, of. a. . . . 

, . . 
13, protect.ive situatia.n vaith k,eeping it Class III_. 

MS ~ BROWN : :Z Would . like . . to make:. a Comm e.si.t . 

15 about that . The clinical .pr,o,grams'that have gone ` 

16 along with these products have ,been pretty big 

17 clinical programs . In general, they have been . 
18 large xandom;i:zed studie,s . of, .300_. _patisnts . The _ 

1.9 manufacturing processes: are detailed .and c,arefully 

20 reviewed in pxema.rket applications th'a~t._ co.me. in_ to_ . ., . . 

- 21 FD.A.for .the products . So, the track rec.o,rd. . .th at, is 

22 o.- being reviewed hereis a tt k ds, re,c.orc t4at' ..c m 

23 from pretty extensive review of the manuf . turi a. c ing : 

24 . and,.,the preclinical, ~6Hd .cl. Ical work 'a . d .1 .1 -in th t is one, .,, 

2 5 So, : I think . it is_f air. . . to_ . .,s1dy- that the 

MILLHR:R9PORTI"G' 
715_8Eh' 

t e W shin ton SD .rC a. .9 1 802 
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_ 1 , . .,:. _ . . . . : ena.nu.f:ac.turer.,s_, ..'that Commented. on : th.a.t a.xe coming 

2 from the perspe:c.tzv:e of the,.,, rea;son. ; It,.h,ezr trac.k, ,_ ..__. __ . . . 
3 record. :is. . good is . because of that histo.ry, 

Having said .that, one. . of :the,., manuf. .ac.,turers . 

is saying that if there ,are : .a .dequate controls put, 
, 6 . in plac,e . ...an.d . adequate - guidance documents she . can, 

7 ~ - , probably achieve . that same level of control . .wi'th ''a' 

8 : 510(k) -process . :.
. _ 

9 
. . . . ,. . ., _ . , ... . . : . . . DR . LJHAL.EN;- Dr . . DeNTets :~ ., . . . . . . . . . . 

DR . DEMETS : Well, the problem T am having 

11 . is riot s.eeing what the gu"idarice :documerit Tni,ght look 
` 12 ` . . _ .. .. . 

Eh _ . . ., . . . .. . like, I am no~,familiar;with those~"but~l ink 

1.3 befo.re I would be favorable to change, something I 

' 14 would, . like to know what tlz e content, the rigor ;and 

15 the details of that .would be ._ 

3:6 DR . WHALEN : . A,riy response by FDA in that_ ~ . 

17 regard? 
, 

18 . DR . WITTEN : -- Well', . :I will just say two 

19. things . One i.s that-Dr, Krause listed risks t o-' 

20 . health arid special controls ., Thos.e_would be some 

21 of the things that would be--expanded., :_ .upon in the 

22 guidance docum~ent . 

23 The other question, .of. course, is really a 

241" ; : question for the panel, vahich . is, based on what you 

°' 25 know abou.t these .products ; how they work, what the 

" 
. 
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is we would like. to know Wiize.the'r con:trols can be 
ident.ified and what 

- . . 
your . v~.'~vis oi1- what 

_ :: 
t.hey ..woulcl 

I be . 

DR . WHALEN : . Dr . . . Charlg? 

.. . . _ . . . . . .. . DR . CHANG ; T have similar -sen 

. . . . . . ' Dr . . DeMet.s' in that in a. .;guida.iice _.document can 
.: ; ; :~ _ . . : . . : . . . ._ . . . : . . . .. !these contro;ls be .as rigorous a~s that which a. s 

13 required from manu°f,act,urers .,or s.p`onsars s`ubmitcting 
. ._ ., . . , . .. . , . ._ . . .._ . ._ . .__ . . .: .. 14 a PMA? We like the track r6C- ... . .

.d , or ., it zs impressive. 

15 Even though the makers of Ge.lfoam had it avai.7.0le . 

1:6 from 1945 and just . h, .ad. the .PMA ...in the 1980's, they 

17 did .get around .to making . the= cloc.um . eritat .ion~ of ~ the i-r
. 

3 .8 safe manufacturing practices . So, the,question 

19 remains if written guidance. documerits are rigorous 

20 . to ensure continued high standards, then it woul:d 

27. 

` 22 

., . . 
23 . 

2 .4 

seem logical to reclassify to -'class II f'or these 
. . ., . _ . _ products . 

My :ather :question, and. X don't know 

there., is an answer ; is ., wh.at .: about the . mo,nitaring? 

What about companies that submit an address in 

MILLER REPORTING :COMPANY.; . . INC._. . . : _ . . . . . .. . . :., . ... ... . . : . ,. : . . , : 735 8th._S~ree~ ~ .,. ~ . . E . , . . .. 
Washington . D C . .200Q3-2802 , (202) 546-6666 
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. . . :. .. Thailand or an addres s-in--Tibet? ~I mean, some 
_ place where it is . :not as easy to have-: a - :site v,isit, 

how easily would they Jet a. . 5:10.{k. .) through FDA for 

marketing in the U,9 ;:? Thexe is that kind af 

question . 

DR . WHALEIV : . _`Dr . M.ille.r? .
. _ 

DR . MILLER . : . 
;--l-think 

..:1, . 
have to 

congratulate the,. co;mpan.ies that have' created these 
products and done szch a ,;great jab in va.Iidang 

. . . . their -effectiveness~ and. . safety . I, think after all 
these . years that is very urel,I .demonstrated, and I 
think it is reasonable to shift the product to a 
lower level as ;long as we can ensure that any other 
new' products me'et .,the stan,da,.rds 'hat these ~havemet

. 

DR . WHALEN : Dr . Newbu.rger.? 

DR . NEWBURGER : I ~.gue'ss I am havin,g 

18 

19 

20 

21 

22 11 

23 

. , . trouble concea~ving the; a:pplica.tcion ..: ..of the.se 

standards to new products ̀ be:cause it isno't` c~~ear . .. . . . 
to me whatthese_standards are . These do have 
different mechanisms . . . . of-- action and even in products 

that have a similar, mechanism ~of action *they are
. .. 

used in different situation's . I-am.concerned s.ince 

these are used in critical .situ.at.ions. 

intraoperatively that .the sl.ight`est variatio.n c:ould . 

MILLER REPORTING ,COMPA~7Y, "INC . 
735 8th Stree't, S . E ,., ~f . . . Washington, ' D . C . 20003.-2802. . : -, . . .. . : : . . .. .. . . 
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1 
_ . . . . : _ . . . . . 

have reall,y much more profound,impact thari ..we 

2 
, 

think . So, I am wonder:~ng how. clear the guide line.s 

31 
. _ . . : 

really would.be . 

4 DR:.. .WHA.LEN : 
,
:'Thank you ; all: At this' time 

5 we can begin to focus our, di,scusszon, on. . . .the 
_ .:. 6 specific three FDA -'quest 3ons' .` If someone -c-oul.d 

7 again put them on--the screen- so .everyorie ._ .tan °s.ee . : . . . . . .. . . . . 

8 th.e.m .at the same time . We wiJ.l .riot yet refer to 

_ 9 the reclassification quest.ionna.ire ._ That wil:l be 

10 
, 

done later, :after the, opeii publi,c comment period .̀ 

ll Considering .safety and effecti~reness fo..r 

I2 : the .devices, we will deliberate . upon the. .. answers to 

13 these . .th:re.e questions, the first of which, . .is, to , , _ 

14 discuss the prapo.sed .reclas.sification of the 

15 absorbable hem.ostatic agents and dressirigs . Also, 

16 : 
_ .. : , .: 

discus's what de~scriptive rriforma'Eion and intended i 

_ 17 
. . . . . : . _ . : .. : use should be_.-included in t:he cl.assification ; _ _ 

°38 ident.i.f,icatio.n . . Dr . Duble.r.? 

-,19 DR ;<:-:DUBLER : . I am having trouble 

' 20 understanding. how to frame our` choice . of I would 

21 like . to ask the FDA why did they think it u, 1, be 

22 
. ... . . . . . . .. . 

a benefit .to move it from a. Clas
. . . .-.,L- . 

-I 'to ~a~ Class 

23 II, 'and what do you, thi.nk .we ,lose` .:if it "stay's as a 

24 Class . . III? . 

2 5 DR. . W_HALEN:... . Dr:.. . . . 
T~Titten:? 

. 
MILLER. .RgPORTING :,.COMPANY ; 

~ :.INC . : .. . ., : .. . . . .. . . .. : . . . . . . . . . . .: . _ _ . . . .. .. . 
__ . . . . . : . . :,. . . _ . . . ., . . : .. . . . . . 
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DR. . W.ITTEN : 67'e'11, just in,-general; we try 
. ; . 

to re ulate thins in the ,To~vest - ` " g g classification . 

that we think we can .reasoriably do kie caus e the . . 

burden, both upon the spons~o,r 'arid the .agency, in 

terms of .what we revi,ew-andthe amount of paperwork 

is, . is different- ::- . So, it. . just part ofiour general 

mission to look at thin_gs ' in~ the .class that has the 

lowest ,regulatory burden .` 

DR . DUBLER : I see . 30, the ..re. . .is nothing 

about this that-singled it o.~ut but in, the, gene r al 

review of Class: III, d.evices4 

DR . WITTEN : I didn.'t unders.tand your 

',question perhaps ." You-mean why these products? 

DR . DUBLER': . . .Exactl.y . 

DR . WTTTEN : --These,' products because, as 

Dr . . Krause has described, there,is a long history 

and; in -our minds- the risks- ,are i dent ified . Dr . ' 

Krause listed what the risks s-and what the controls 

. would be . So in our. mind, tYiere`is .an understaridirig 

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

document, and the area _appe:ared .to be r.ight for.that 

kind of discussiori . 

DR . WHALEN ; am :I wrong in. 

, . 
saying it is :not jus.t the way FDA usually dq oes ' 

things, but it is actually . a- .legi.s~lativ es~lative m-anda''t"e" ""'to'' 

MILLER ~2EPORTING COMPANY, IN~ . 
735~~8t H Street, $-

.. .. . 

- Washington, D:C :,26b03=2802 
' ; (202) 54,6-,6666 .. . . . . _ . . . , . - . . .. . . 
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l keep it at the : . .:l-owest - . . . .,~_ . ~. . . .. . ._ .. . .., . . .e . :~. . . . .. . . .: . . . ..r 
. . . . possib.le ~level . 

2 
, . . ,. . 

DR . WITTEN'
. . . . , . 

~tight, tlie, least 
. 
bizrdensome . . ; 

3 as possible . 

4 DR . CHANG : ` An .,d . the second part-,~-of 'Dr . 

5 
. . . _ . 

que 
. 
:stion w

. 
a 

.. 
s is

. . . 
t'he're 

. , . . � _ . . . ., 
Dub .e,r's any.thing lost b~ y 

-, . 
6 . _ . ch,anging f.r.om Class . I;I.I . to, C.las,s . ..II ,in. terms of 

7 safety and effectiveness? � _~ _ . . 

8 . DR,. ._ . . 
. WI`TTEN : ~ -We 11, :.it is a differe,ii,fi. _ 

_ _ _ .. . ., . . _ . .. . 
9 . . regulatory y. . .prace~ss f .

.. ..a .t7 :°ii . . .I think. , as _t.he .. . . _ . . _ . . . 

- -10 . manufacturers . : :pain.t.ed out, we look" at the d6 ta is 

>ll 
_ . , of the . manufacturin:g : What- we., look . at for a. Class 

12 
, . . ; . . . . .~ . , . . .. . . - :_ : . . 

II is substantial equiv.a.le,rice That is is the 

13 device as safe and effective as the predicate in 
_ ,. . . _ . . 

14 . comparisqn to,a product proposed .for market? The 

15 way we would make _that d,etermination. .in terms of 

16 whet.her, it is as. safe and . ef.fe:ct.ive as' the 

17 predicate devi.ce _would in :part . .be by looking at the 

18 . guidance docume~.nt and, what . . types, of consideratiori~ 

19 
_ _. .. . , . ._ . , :. >, : . .. .. . : .. . . the, guidance . . document suggest at .,we ~ake into 

20 _: . account in our review - and' 

21 :. . .. they take .. inta . ..a:c:co_un.t. in preparing th*eir 

22 submission . So, what we would look at w.ou,l..d' be tYi.e 

' 23 `, guidance' document plus, any- other . informatiQn . you 

; 24 know, we look ,at ; .: the . . guidance , do:cumerit and a number 

25, 
_. .._ . . . . . . . _, . . _ .: . . ,. . ; . . . . : . . . ; . 

of things and t.he . mar.k,e
.. 

.ti,
.
.ng information which :woui 

MILLER REPORTING COMVA=' INC . 
` 735 8th.: Stxeet; ,_ .S :E 

- 
_ . , . . . . . . . . . : . . . . . . . 

Washington, D .C : 200 .03-28 .d2 . . , . . 
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_ 1 be a comparison .. of ,that ',de,vice.,:to . :a ., predi.cate 

`; 2 device . In general, we would, _ expect to. see .more or 

. 3 less iriformat,~.on depe.xidxng an how differerit~ that ' 

4 pra:duct was from, th,e :.,predicate . .Vlhereas, for a 

5 Cla~ss III device the, manufac.turer needs to provide 
, 

6 
_ .~ .~ . . . . . .. . ground-up inf .ormat.i.o, .n .d.esc.ribing their-product as' 

7 safe and . effectivene.s.s : . . _ 

8 . . Now,,there are some other di~ferences~ . 

9 also . I don 1_t want; . to go_int.o` them in a. lot, of ` 

10 . . :::. . .. . . 
det :ail, but I,-will juat ment ion th~at`~ . .for e~airiple, 

ll what the inspect:ianal schedu.le: :would~be could ~be 

12 : different for the .two proc3.uct .s .. . . That is, for . a PMA 

13 
. . . . ._ , . . . : . . . . 

the, m,anufacturirig . . :site _has to b~e inspected .`wi_thin a . , 

' -14 certain amo.u,, ..nt,, .of time . prior-to approval, and the 

15 510 (k) s are on, : a schedule . Also, we don' t get the . 

16 same annual reports . I mean, ther,e � ce.r,tain;l,;y are 

1_7 reporting requirement-s' for adverse events` for 

18 
. . . . 

510(k)s, just as far .PMAs, b.ut there aren .'
. 
t the 

19 same reporting requirements . . 

20 Actually, if you .don't mind,, it may be 

21 that our industry .rep'~can p~rabably, .add t o this . . 

22 answer and that might also 1?e able . to .lielp ~ you . 

23 MS . BROWN : - - -- S-`have tak:eri, gel at.in- and 

24 
.. _, . .. , .~ .. 

collagen-.based products' thr h ou, " bot k-r- f~ the 51.0 C anc~`~ 

~`"`~L _25 . . 
_ . .. . : : 

the PMA process,' and pro_bab~~.y t .he bi 
, . gg 

e 
. 
st 

MILLER REPORTING COMPANX. YNC .._
. .. . , ,:_,.., ,..._ _ _ . . . . . . . 

_ Washington, D~C ;. 20003'-28C32 
. . . . . . . . . . . . .. . . . : ._ . 

. 
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7 

8 

9 . .1 

10: 

12
. 

_ ;l8 

19 

20 

, . ._ . ., : . _ .. . . . . with. both . _I t,hink ._tri.e. . :FDA: ge't"s ~,
: 

o . app`ly . .more: _ 

judgment -to the ̀ 510.:(_k .) prac:ess .tha.n they .do . .the PMA . . . 

proce.ss . � For the PMA process.. they are'much more 

restricted in holding a higher .standard,and ma,kirig 

sure that they do the same t,hing the next tim~ that 

Ithey did the;last time . So, maybe with an. 

l absorbable h'emo'static:`agent tla.ey think 'tYiat. a . 

smaller r,clinica :l;study would be:"appropriate but 

their hands ;may,.,:.be tied if 'Hi` to"do the : 

large clinic ,al, study be:cause . that is what `they 'did- -al. 
_ . .. ., . . ~ the l,ast time ._ . So, I think it is, :the .clin"ica.l. . . 

I pro;cess . With. these ,,very` p~ossi~il:e I 
, . . . _ . 

I that, animal stucl.ies wo.uld be perfectly apprapriate 

in determini:ng e.ff.ectivene.ss' . _ . . : . _ 

DR . DUBLER : Those are`ve:ry .helpful . 

Thank. you . 
_ . . . . , 

DR . . WHALEN : : ..Dr_.`. . .Choti? 

DR . C.HOTI : . A ques'tion re gardi.xig .. the 

. : : .. . . :. 
exclusion of ., the bovine : throinbiri,` in the ~uEiYe 

. : .: 
I MILLER REPORTING. .COMP ANY, INC 

735 86h Street, S ;.E ' '` 
Washington ; D .C: '20003 '~:2802 . , . . . , _ 

, (242) 546-66b6. 
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1 .. . .. . : . . . . .. . ., ., : ~ , . .. . . . . 510 :(k) s, if :this is a Class II. ~.n which other 

~ 

_ ,. :: 

2 
: . . . . . . . . 

. . .. . . . .~ ... . ._ . ., ., ., . . ; ... T : . :. ...., . . , . . . . .:M : . , .:. :, ..,. .., . . . ... .. . comb,ined, products ,with out b~ovin,e, t,hrombin_� com .e .down 
' 

3 the : market, haw would. that be, hand!ed or How` ̀ w& 
' 4 it be different? Let-'s say ,human thrombin or 

5 _ _ . . . _ . . ._. .: .~ . . _ , . . ., : :, rM~. �. ., ~ �:. . ... :~ .,: . :. othe.r, would. that be .~iandl.ec'~ any di`£feent~~yif _ 

6 _ . , ._ : . this is excluded ? How would~ : it be handled 

7 , . . . , : . . differentl y depending on how ,we .at ̀it, or 
_ 
l ook ' 

8 should we. no.t be thinking about t.he' .future? 

9 
. . . . . . . DR : t h..e shart answer is', 

yes, we are n:6 t here . tq 
,discus-81 

~.fu.ture products . 

11 _ ., . , _ . . . . , . . : ,. . . , . . .. _ .. . : . . The slightly longer answer: is that~" in general. in a 

12 
. . . . . . . . 510(k) process if there is so.mething in Class :II 

l"3 
,, 

and there is a new . .-pr"oduct that comes along ; tii.e 
. 

14 sponsor . could : ma,ke thca;se me an riew: . in . terms 

35 of new` technology, new mater i.al-.-the , .sponsor ~ could 
16 make their caqe about subs- t'antial .equivalence :~and 

17-1 then we would evaluate it . If a product is 

18 specifically in class III, obv'iously, that` product 

19 is already class.ified a- s: . a . ..Clas:s ~°I.II proc~u'ct aiid : ..` . . . . .. . 
20 . wouldn:, .',_t have the app;or-tunity to submit a.. .510(k) . 
21 But : the short answ-er is we are .-riot di:scussing other . 

: 
22 - _ . . , _. . ., .. . _ . .~ . . . : , .. potential hypathetical"p'roducts . 

? 3 DR . _; WHALEN : D
.r : . _De-Me t"s

.~ ;: . .. . . . _ :. ._. : __ . . . . _ .. . . .. ., . . . _ . :. .. . 

2.4 DR . ._.DEMETS ; I_ .ain puzzl.ed .about': soniethj:ng 
_ .~ 25 , . _ . . . . . . . ._ : . . . . that has been. said regardi.rig .. .th:e Cl.ass zls: . If 

. .. : . . .:. . . . . . . . .. ... . . . . _ MILIrER...R~PQ.RTING COMPANY :; . .TNC . " .. . . .., . . 
735 . .. . . . _ . . : .. . . ., . . . .; . .; .. . _ , . . _ . . Washi:rigkon; D.C : ..,26003*~280.2 . ~ ., . ' . . ., :.. :_ . . .:.. . _ : . . . . . (202) 54d-606G~-1-1 .1- 1 ; .~,- 
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comes along that you c.o.mp`are :,to the predicate, and 

there were: . 30-5 .0 ,patient stud.ies ..a_s corit~a'red to 300 

patient studies,, what-puzzled me about . : . .that r,s~ that . ._ , 

I you can compare~~"a` 'ri~e:w p°roduct ta an ex . is,ting 

product with, say. ., 50,- pat,ien,ts for the..k.e .of,_, , Y . 

argument, and ` you, know a lot I.ess aba.ut t .Tiat new . 

~ product . , In fact, the ,'way we thxrik . about it in I <, . . . 
_ . , . . . drugs is we c~a11 it cantral .c reep . .,.reep . . That 

, 
is, you 

kee p approving products with. .,slightIy in., erior 

results and gretty soon yo-u--'-.6:`r- :-6_' 'down. to almost 

nothing . So, T am si,tt .ing here, puzzling how is 

Ithi,.s .no.t getting into some of that, samle .-.trap . 

You . . . .. . . _ . ; You . .asked whether,- . we . . lose :~: 
. 

by this pro' c.es's : ; 

To me, so far, I am thinking.,, .we are losing rigor in 

the, defin.itiveness of the riew,- product being 'as good 

as or_ even perhaps .better than what` is out there. if 

'it winds up with smaller, trials. ._ Trying to show 

you- are equivalent _or as good as i~s .the: hardest job , 
. . . . ' in clinical trials . I 

MS . BROWN : I would. like to make a. comment 

.: .. . . about that . There 'may be some history', ̀ ~"howeve~, 
, 

with some of the absorbable hetrn:ostatic a.gerits that 
.. 

don :' .t have thrombin in._ _them that- "Yiave go ne `fihrpugh 
_ . . :_ . ~ . . .~ . .__~. . ~ .~ H . .. . _. the PMA roce.bs wztl~.out : ~th~at lax g e~ tria~ May be 

MILLER REPORTING :COMPANY ; INC . _ . .: ._ ._ . . . .- . . .__ : . . :_ . . . . . . : . :, 735 8th � Street, S :.E : ,:.. . ., :. .. .,.~ . _ . _ . .. . . .. . .. . . Washington, D C .,_20003-2802 
_ (202)_ S4'6-6b66: .,, : .. , . : . . . ., . : :, ._: . . . .; . .. 
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9 

10 

11 

12 

13 
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II 14 : 
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20 

DR . KRAUSE : `To . the b.e;st of my memo ;ry and 

I 
.. .. . , _ . ; . . . lookin at the g prev,'iou_s~. M g As they all had ~fairly 

large trials .' , Suxgi,foam was` the: -last one approved 

without thrombin n_ ., .and .that had, I think, 3U4: 

patients. or more .:�The one, before 'that ;was . . I 

~Hemostagene . . That w;as-about. .300 .patients and -I 

I think.. the one ., be:for.e that, was Novacol " and . I think- 

that had upwards of 3-00-°pa;tients . So, I dori't 

rezn:embe..r any :that, had -substa:ritially less . .th.a:n . j00 . 

pat ;ie,nts . 

MS . BROWN:_ Ha:s:n`t:,t.here been a Gelfoam . 

equivalent that came through not too lo n.g ago'~ 

DR . KRAUSE : `The Gel .f .oa.tri product that we . 

looked. at most . recently was for- a very speczfic 

ind;ication of bone hetnost .asis~ . ' ' .In oithe.r_wor . Sr 

this was a, :~:product that was. ;ori the .inarket . that .wa:s 

approved for 
.general 

use . The company wanted a 

! specific . indication for' bcirie . he inostasis and T 

believe the _ y did20`0 patients for that specific, 

in_d;ication, 

DR . WHALEN : "Just : to^' the_matte'r 

again, we are going to ,try to:- .go around, the, ;pa-ri'el 

_. . . _ . . . . . , to come up with answer:s to, FDA'"s ques'tions~ 

sequentially. Do you have s,o 

. . . . . . . . . MILLER,. REPORTING.. . COfPANY; 
735 8th Street, 

. .' .II~C . . .. . . . . . . . : .. . , . . . . , . .. . . . . . . . . . .. . . . .. .. . . .: _ . _ . _ . S:E 
_ . .Washington, D .C ' : ..
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l DR . :MCCAULEY : . . . .Ju~st a `comment:: . .I, ,wohder 

i~..f I .could get some input f:roin . in:dustry ; from :_Dr_ 

3 , _ . _ .: , . . . Pau.l son _'and l~i .. ~ . .`. .Bobak . .- . .. ~ Ms' ., O :. .Grady gave a fairly . . . . . _ . 

4 . .. deta:il.e.d guidan.ce docuzn,ent_ ,recamnen..dat. .io:n . _f ;or 

absorbable hemostatic agents-,- which really kind of 

6 . ` _ _ .. _ . reads to me closer to a . PMA, ..:than a51 0 MY but, I . , , 

7 wanted -to get your: opinion'. -af.ter reading this, is 
8 this the type : of guidan.c,e . ., document that would. be 

9 acceptable in your ~eye8? 

1-0 DR . WHALEN : Dr: ; .. . .Paul.so.zi .? . ... . . . . ' 

- DR .- FAULSON : I .think i,t, a;s : a, very good 

I2 start . Dr . .DeMets I believe .m'ade .a .comment earlier. 

' 
13 . : ., Y . _ .:. . ___ . : . . . . . that I would like to go back~~ to,. . that i 

.. : 
t i 

.
s liarcT to 

` ~ 14, think about reclassifi:catiori without kn.ow'ing the' 

.15 spe;cifics . .of it . . . . . t and the.n u n ders.tanding` nders.tanding how* 

16 _ ., . . , ..; : different Products might -- perform - ...to th`ose "' 

17 standards ~, So, woulcl.' it ~wee,°d' out sorcte o 'f }the 

18 products that are manufactured under less .,.st,r.inge~nt 

- 19, conditions? Would -it weed out some. of -th:e . products, 

20 tha;t are _less effectiAre, than thbse` current_Iy ori ~the 

21 market? So, while .I thihk that is a : :good out-line 

22 of _ .t �yp.es of cons iderations . that should be 

23. _ . ,. : .. . . . .. . addressed, it-_is . har d,t:o .'kn,o_, w_whet.Yi erth eya re 
. 24, ~i , . . .. . . . . . really good enough, thou~ k~nowirig ,how othe.r _ . : . . . 

2;5 . . products, thatwe :would all 'agree: mightbe 

MILLER .,REPORTING'.-CQMPI1;NY . 
INC .', . . . . ;. . . . . ._ . : . . . .._ . . . ~. . . . .. .. :_ .,_ .. . 735 'Sth Street, S E ` 

Washington; : D ' .'C"'20001-I , . . :_ : , . ._ 
(202) 
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1-~ infer:ior, would. perform .agai-n.st .those standards. 

,2 place . to . start. . But, I think,, that is a .good , 

DR .._ WHAL,EN : Ms . B.obak? .__ 

' 4' 
_ , . , 

Ms . - :BO;BAK. - ' Unfo.rtunat .e:ly, I have only 

5 ~' known _about . t.his. guid,anc.e from, .Ms : . . .b' Grady far less 

& than two .hours so'. I :don` t fee.l safe � about, ...saying 

7 that that is adequate . _ , .What S .;w.oul:d l .ike, ;t,o do. is . . 

to go in dep:t.h ., � with _ .that. : sugges`tian and then see 

9 
. 

wher-her, it . . .is .adequate .. So, it . is a., good,.. start 

10 but, from Ay -point of :view a_s . a.._manufactu.r,er~ o._f . an 

1l animal-ori,gi.na:ted product, it i's very impo.rtant 

12 that the . raw, tnatezi.a,l has . .a � reguirement for', 

13 _ endotoxins ; that it .has a . requirement for. lev:el ,of. 
_ . . . . . . .~ . .. . . . ., . . . . . . . . . . 

; . ., 14" microbes ; that .the. manufacturing site has specific 

`15. requireme.nt.s and so forth ..., . .When._ .Ms . .. 0_.'_Gr.ady went 

. 1,6 . . through it I d'idn't .have; .a .good .enough impact of 

17 all 'of these things that we'r.e:, nientioned . S,o, I 

1 1.8 would ;very much appreciate .having .time to look at 

19 it more in depth . . 

20 DR . WHALEN : Yes, Ms . Brown? , . 

21 MS . BROWN : I have- -a question about the 

22 exclusion of the:- . thromb.in ..c,;ont..ai,ning prod,uc,t:s 

23 specifical,Iy from the .de.f:inition . . _: I . und_er;stanc~ :, . 

24 that it is based . . on_ what . is . available_ cur.ren:t,.ly . 

The cori.cern I would have is, th,4t i.ve . years from 

MILLER REPORTING. ...GOFfPA~`l . .`INC : _ : . . 
735 ..8th Street.' 5 .E . . .

. . _ . . . . 
. . . 

.03- Washinqton, D :C .-.20028i~2 . . 
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made . the., casl,e, �t.a ._.b .e .� sub,.starit,ia,I.ly ,equ'iva7.e.nt ,to . . 

those ., t;hat ..ar .I..I, what would, happen? 

Would. . there, be,, .in . the Class II . . 

are-a and th .e:n the .F~A.'s : .hancIs w;ould be_ ~t ie_d. ~?ut, it. �, ; , _ 

is only the .t .,hrombin-conta,in_a.,n,g,p:r.oduct? ` I 

DR . WHALEN : Let .me, .Jus.t interject before 

ough,t that I anybody answers . that : There. is one..th, 

,would like you to hold, and that . is that wha.t.,w,e. . ., . . 

axe trying :: ;=.ta get to is . .to,;_s-e.quentially have 

everybody comment. upori' :rec.Zass.ificatio.n if we 

, 
cou,ld do thi.s. maybe in a more '-orderly fash.ion_ and,. . ', 

try° to make sure we are out .o,f, . �,her.e. ,before ;~1t};;0, it 

( would probably go a little ,bit smoother "so, 

Istart.ing with Dr . Dubler, if you ' could commen,t _ upon 

the. re.clas .si~fi_catio.n a.n_d, indeed, , . .if you feel th.e.ze . 

sho.l.d. .be :reclass .if icat.i,a_ �n;, what elements _of . u 

descriptive xnformation shcaul:d � be classifat~5onr� ,. 

identification . 
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that if i,t shif.ted-from Clas,s III to Class II,; and :... :. 

if the guidance adequately addresse.d tYi.e, ;specifics 

of manufacture-, then it would__be f ine am,, just . 

, 

15 . 

16 
. 

17 

~ 8, . . . 

1 ,9- 

quality, I would .be .rel;u,ctant .t;o make,that .shift 

So, I would ur.ge .the FDA. t:o; es,tabll.,sh .;s_om�e.,.�. .
.
. . . 

collaborative. .pro.c.ess ; .in . whi:ch, . .th,ey and in..dust.r.y 

would agree on -the imp act of. the' specific. cantro.ls ; 

and if that, we.re . a.greed upon then .I . . wo.u..ldn._', :t :,oppose 

a . shi.f,t . ..f.rom_� IT .T~�to .~II ,' � But simply to examine ,in 

the natural., :cciu_rse_,o,f ;thi,n,gs what i,s in category 

~ III, with the idea that .regulation shou.ld_, b_e,,,,_ . . _. . . . . . .. ._ . . ~ 

limited as a ' atter; of .1,egislative intent, seems to 

me interesting but riot dispasitive.__ 

the present tim.e .-. 

ve me -but I am a sur 5 eon DR ._._WH.ALEN : . . Forgive. ._ r . .~ . .,_ . . 

and; I think in ,ve.,ry simple terms .' You are_ � against ' 

reclassifying_ at the . present t,i.me? . 

DR . DUBLER,: _I :, .am . ..against reclassifying at 



' . . ' . . . . F -, . ^ . 

.. . . \ 
. ~.

. , ' . . ' . . . . . . . 

:.'. '. . . . ~ ~. .". . . i .:.'''. . . ' . . ". . . . , ..~ ., . ~. . . . l. . . _, . ~' . 
_, , . 

. ., ..' ~ . . . . . _..-. .! ~.~ . :. . . . :~ . . : . :., . , . . . ., . . .I 

!t 

5 

6 

7 

of these,-products, if_ vae : re.:cla,s;_s,ify .these products 

without a ra.thr, stririgent: ' guidance docume;nt th_at. . ._ 

is a,c,tua,l,l. .y p.res`erite:d ,to ., these.,compan.ies prior. to 

clas.sifi_c�atiaxa, we -are : obligated to leay..e them ._ .:as . . ., . �. � .. � 

C.1 a s s. . III . _ . , .,_ . . . . . ( 

DR . WHALEN. : : ; : : .V_ery ' well'. . D.r,, . : .,.Doyle? 

DR . DOYLE, : . S..have the sense of .buying a 

- 8 gig in a ,,poke,. .. .I, would ..lik,e_, t~o� ,see � _the :guidelines 

9 too . I fee.l'' Ve`ry much the_ same ,way,- as ..the . . 

1'0 I think it is , sort a.f .the� . chic,k .,e,n, �andthe� egg, and 

11 I would , fe.el :_ . m,p.r:e .comfo.,r.tabl,e, before wA_ 

12 recla.ssi fi,e,.d, if we. knew, . wha:,t i.s_,-.going to be in 

place . .. . . . 

14 DR . . WHA.L.EN : _ ..Ms . ,Br,own ; you.r_ .earlier,,_point 

-.15 is being dimi'nished by the current . th,re.ad �,o_f . ., . 

16 thought, but as:suml:ng' that . .do, .es.n' .t. : . Pont .inu it 

would certainly be appropriate, tv .,reemphas:ize,+ now .. 

long-term implic,a.tio,ns . . . . .o.f .,. ..-44m;in9thrombin 

sp.e_ci£icall,y j.us,t ._.because :d ,own _the-~ro_a,d, i~ is going 

to make it . harder .for let' s see, it 

may make it . . so_ the FDA c,an . iri,c,ludeoth.e�r, �,agents but 

MILLr4R; REPORTIN'G' COMPA2J'Y, INC : .. :, , . . : . , . ; . . :: . . ., ., : .~- ;. ..: .. :;. 735 8.th Street, S~.E 
Washington, D.C... 2.0003-2.8_,0,2 , , . . 

~202) 546-65,6.6.
.. 
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, I would just . .rai:se . ,tlie ~re,spect to 

sou.nds,:_to . .me ; .l,ike ., . the_.,_ . . the down-'class . :ficat.io�n, it 

( indust..ry is concerned about, ;.:.;hav.i~ng a goo d guidance 

( document_:,.. . . . . _ . : . . . . . . .. . .. . . . _ . . . . . . :. . . . . .. :.. . : . . . . . . . 

DR . WHALEN : I,f ; :I .co.uld_.a..ga,in,try to get a 

more . sharply focused-question, understanding- of 

course, that you . are:,representincr 'industry,* both 

the people who now have : the : :�manufactur,tng purview 

on this . as .well .as,those who,mightenter~the 

market, would' you favor reclas.s%�fying if. we c . 

as.sume for: :the mome.rit, as the s. .e.co.nd ..s.tep of the , 

quep tion, that we could .com~e t& -,A ad,pquate � 

guidance document for.,-it" 

MS . BROWN : =~~I thi nk I ill, . �abstain n_, from 

answering that question,. .. I .,th.ink �t,her�e, ~.s _,sor,t of 

a mixed response . to that . 

DR, .WHALEN ; - Dr_. D,eMets? :, . .., 

DR. . DEM:ETS : . ., T_ .�haveu:;to . ., �say I am sort of 

I feeling my way through this 

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

Washington, D 
46C

.. 20003 2802:. , . . � . .. . =.. , . . . ..., . . ;,;~. ._ . ., . . : , . . ..~,:_, . ,.,: : : . . (2(f2) 5 ;666.& ` . ." 
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. .. . 
' ane :.=who., s,pends probably one of. ,those Haweve~�r, as 

hou~,s.,h_aggiing over details,-.of protocols and. 

-informed. _cons.ent_, _langizage, ._ I .j.u:st., fi.nd _ it 

impossible. to,s.,ign off ... ..on ma.ving something - without 

I knowing the subt:.l.et,i,es .� of...-the . lancruacre and what the 

su:btleti,e�s, o.f . _~anguage might i .mpiy .. , So, I am in 

favor of moving a.head :wi.th , ._a, pro.ce.ss ; where:;,t;he .,FDA,, 

industry .and-perhaps this_ . commi.,t.t,ee, with .fu.rthe,r , 

comment, begin .a : ;°;proces,s, some., pro c ess . .:with., some � _,._ .�� 

4
. 

5 

10 - language writt.en� ;. d_ .o .wn ,.,so_ we, ~an 7.ook at it and say ; : .:.~,. *.,~ ..~�. .,~ ..~.,, .~.. . . 

l7. ah.a, this . will. . do. the tr;ick_we are comfortable� . 

12;, moving : :from a . ._IIZ to_ a II � under ,tho,se c,onditions 

13: . Short- of o;f that, I just can' t� _, ;,f ind. ��mysel.f mak.i,rig a 

1'4 recommendation-to mov e . 

15 

16 

to work with. ,sn,d,ust,ry and that ma.k_e,s. perfeCt _sense.,:, .: 

I t .hink, , to, ,everybody in the room , . But ��.,what_ we are . 

about . today is eith.e.r , ._s ...aY.iriJ yes . .:or no tp. . 

rec:las ..s .i,fic.at,~on. : . . . As ~e,ye ..r�ybvdy knows ., if we _ .do, 

MIL,LER _REPORfiI21G COMPANY~ 
735 BtYi, SEreet ; 

,
.S ..E .. . . ..

. ' . . . . . : . . . . . . . . . . . ; . . .. .. . . 

Washington, . .D .C ." 20003-.:2802 . . ; . . . . . . . . . 
(202) 546~-6. .666 . . . 
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2;5 

[Laughter] 

MS . BROWN : But' we-- : :can s.ayII ..And~.~.it. can' t 

, . . be effective until tYi(~re is a~ guidance~ docume~nt 

Isn't that co:rr:ect? 
_ , . . 

. DR . _ .W'HALEN. . . _ -That is correct, yes . 
. , �._, ~,... ~. .DR .' . .,r 

j u 
. . . . ... .,
s t 

. . . . . . . . 
s

.. . : . .
ay

: 
`

. . ._
a
.._ .. . .
ny

. . . ... .~ _ . . .,.. . . . . .. . . . . 

guidance document that -we, wou;l_.d_,.com:e up with'would 
:.., ., .. . ; . : go up on .the web or in ,tYie' Fec3e,ral , Register for 

comment . . _ 

DR . WHALEN :.- D.r . . ..Cha.ng? 

. , . , . .:. .. . .: . DR . CHANG : In the.. ...presentat~ion by Dr . 

:: ._ . . :.. . . . .. . . Paulson,, he did m.en,t.ion ..,orie . devi~c~e th.at d i`d not 

appe-ar to be effective,.:;,. There ".was no hemosta.s'xs in 

one product after 12 minu:tes: . So, . if tlie guidance 
. . . . . . . . document, when in ,.;place, could .ensure that ., such.` a 

.. . . ... . _ : :: _ . . ,_ . : . : . . . . . . . . . . _ . . . . : 
product .woul:cl not .go on, t#~ .e market,

.
.or the .5.I0 (k) 

would riot be; .a.pproved ,witho:u_t a ..,show of efficacy, 

or showing e.quivalence .in .terms of setting a . 

. .. . .. . . . 6-f 
. .
.du standard o.f .what is` an f.icac 

. 
~:ou

11 
sroct.-. it .. . .is .` 

not .stated whether it is eight_minutes for 
. hemos.tasis, or ten minu_tes, or:be:yorid twelve . 

, : :,_ . , .. . . . . . . minutes it -you haven ' : got a :c1ot. . . Torget it-- 

mean, mean, that is the level of detail that 2 th:zrik :is . 

. . . . .,.. going to. . . be needed f:or'.,a guidarice ._`document.. to . i~e . 

protective for the public . . . . 

:. . . : . . .. :. . _ MILLER RE.PORTING ..COMFS'ANY, INC . 
735 8th. Street; S':E . 

Washington, IS .C : 
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. , _ � . .~ . . . So, giVeri, that;, if `a- gui darice ,'documerit~~ 

, 2 .: ._ . .. . . , wer.e . : i:n-"plac:e, t.hat. .,could .d screen. ..` for., .� p.roducts that 

` -3 : 
don;'.-t work, even th.ough. .they say that they are 

' 4 
_ : ., .. . . equivalent, then . I would, not_ .,object to classifyirig 

5 to II . So, my answe'r_ .,is ye.s ; . ._witYi condition,.s j 

`5 classify to II with 
.
.co:riditions 

. . ,. . . ._ . : . . : . . . . ._ . . . . . . . . . . . . . . . . . 
. . 

_ 7 . . . : . . , .. .. _ ._ .. . . . ._ . . . . . DR ., .:WH'ALE1T
. . .. .. 

Dr~
. .
."'Mille

.~~ . . . 

8 - DR ., . I~IIL . .LER : ~ T agree ' .`W.ith , the cc mm.ent ., that 

! , <9 ., Dr . Chan,g. -ju'st_ made, and I t.hink .t:hat .~if ".'any.. evice 
, , 10 ..,w would qual.if.y _for ~e~ing rnav:ed ~ ..~roim~_t~. �. ._: . .,_w . ., . . ... 

al . . . should be these because th .eir safet y and .their 

1.2 .. efficacy is ;with q out ' ues;tion, . I mean ; the,, . de.vice . 

13 in and of itself should,' .' be moved ~ The ̀ q- ;zestions 
¬ `t _ 

-14 that are beirig. ,:ral,se.d are do we cre.;ate the . . 

15 , .. . .: . . . :. : . , ..~ .~. ._ . p.assibi.lity . t`~at in,f;eri_o.r ,d.eiv~ces .will .be marketed` 

16 and sort of be broii:ght in und
. 
ex this cla:ss, and how 

17_ do we protect aga.ins:t that' .. Well, . we have the. . 

18 , guidance document.. We . haye ,all the tools ; in_ place 

19 
. . . . . to do ,this p~rq'perly : - Just t,o keep it Cla:ss . ITI "is- 

2.0 like, saying- .-we .-: .are .,-ftbt sure . jt, is safe yet, and we 

21 are ..keeping . ,it,- in C.Ia..ss . .: IT;I' . ..becau...s ..e .we . .are : : :a"frai.d . . . . . 
, 

2 . 2 . o f p 
. .- other roduct,s tYiat,m 

. 
.a be introduced. and uie 

23 don't have any way to protect from . that, _but we do 

24 have a -way to prot.ect . . ..fro.m that ; we have the ._ 

25 guidance:,: document . 

MILL$R..REPORTING "COMPANY-r -INC. ." . . . . . . . , . .. . ._ . ._ .: : : . . _ . .. :. .. . _ . .. ._ . . . . . . 

Washington, . .D :C . . "20'o03 280.2 .~ . . . . . . . 
(202) 546-6666 ,, ~ . . . . . . 
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; 

So, T think, if. .cve7 .. te . a: Class . II 
.. . . . . .. . . . . . . : . . . . . . . . . but, . veto. the; _ ..Class `Ta Prop ex °,guidance document 

isn..'t . .c.rea.t,ed, . then tha;t wo.uld .be one way,to . .. .g.o, 

just . to table - it., until,, we have a guidance docitment 

that we can vote on tog 'o to a Class II .. But . .I , . . . 

think we should move to a Class .SI somehow, 

DR . WHALE.N : . Dr . Newbu:r:ger? 

. : DR : N;EWB;URG~R :~~~ If . ..the mandate. . to the FDA 

9 

- 10 

11 

I 2 . i, 
i 

13 

' 1.4 

l "5 

20 

21 .I 

22, 
.

. .I 

is to reduce burderi of the'ap:prov',al process and 
, ; .. , . ., . . . . . ..._ . ., . . . . paperwork, I think desi.gning this, guzdance'`document 

is going to agtP.:4.lly add to it . -I am thin 

about this, arid firid. ;it' ;.ve,ry-diffxc.iiltJtoR .defirie~ it . i 
Wouldn't you then have . to ,iriclude ._ things like the II 

. .. . . time that you s:ee the volizme. of the'' materzal beiri~g 
_ . . _ . . : : . . . r:es.o.r .bed, . . . a .ri :d -.,so . 'many- o.ther; .variable, .s

._ 
besi.de.s . t..he. ._ . 

. : . : - . . . . .. . . .. .. . time it takes for the material to clot? I`am 

concerned that. . it wouldn't be. .detailed 'enough and 1 
. : , . am in favor of keeping 'it 'iri .Class .II,I . 

_ .. . .. . . ., . . . . . .. . . . . DR .' ,WHA'T;EN .. . .. 

. . . . DR . CHOTS I woizld fa'vor reClassificati.on 
. . . . _; . . . . to Class II, as discussed, with 'approprsate 

' documentation-. I think that we -know. the i.ndustry . 
. . .. .. :. ., We know the c7..as.s of product and how i.t behaves . 

_ ,., . . . .. We can:, come:"up~'wi,th guid:el :i,ne.s . I think" w:6-- don't 

have_ to .k.no .w ei:gh.t nii.nutes versus: .,,en .minutes . I-- 

M2LLER_.F2EPORTING Cb~M"PT~JY~ Y~3't..' . '. ^ _. . . .,_ 
' 

lf 
.,.. . . _ . _ . _ . ` 735 8th Street,'g:E : . . . : ._ . ._ . . Washington, D .C :` 2obo`3=28Q2 , ; .. . 

(2_02) 54,6-6666_
: ~ . .. . .,., M . . :. : . ._ _ . ., . . .. :. . . . 
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5 

The two con'ce-rris that I have, as I 
, : . . .. .. . ., , 

Iexpressed ini,~_.ia,Tly, is .'that Y think 
; 

part of"the 
, . . ., . ..: . : . gui;delin.es should so,mehow~ state the product :itself, 

, . __., . . . tat is, whether it is :: .t_he gelatin 'sponge . The .way 

~it . is currently defined, abs;orbable .hemostatic 
, . . I product, in ;.,it:s.e7.:f is- quite non-sp Iecific and if it 

_ 
~ is : a totally new material, t.hen., it . ce_r.tainly needs 

. . . . . :. . . to ,be .more rzgo.rously tested and,apprpo;ved .But if 

a product is very - similar ;'ar_ is maxrufact .urecl " 

TYie : ot.her thing._ is 2 .agree . with . . Dr . Brown 

23 1 

regarding the . .cl,ause:: :regarding the bovine thrombin . 
; . . , .� . Perhaps_ phrasing that a lYt:tle . .,da..Efere.ntYy'; . .rather 

_ 
bovine 

. . tha.n specifically stating . _ thrombin' 'but- . 

something like excluding an y' cotttbined. provide, or 
i 

anyro^duct, .,that_..is. .:comb_�,in_ed, .with biol.ogic,s. is_
. . ., . . : . 

. 
~excl,uded, somet.hing to that ef,fect . Because, fi 

, 
rst ' 

I 
. 

. . ., . . ... . MiLL8R :REPQRTING ::COMpAiNY ; :SNC " . . . 735 8th Street, : .S.:E .. : ., . ...:_ _, . . . .~ . .., _. . . .. ._ : ._. . . .. : . Washirigtorn, D C: ~~00"3_ 2802 _ ., _ ; . . . 
(202), 546-66ti& .. . . 
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1 

!~~'11 

7 

, 
8 

9 

T0 . 

_ 11 

12 

is 

19 

20 

21 

1pro;du.cts w,hicki, at ._ least base:d 'on 
the 

analysis of 

l bovine . thrombin -sug~t`ts. that this_. panel ha,s some' - 

concern . about :_ or the FDA has ,some corice`r ̀rt- 'about, 

one; way to do .it is to actually ,bYOaden, that 
:: .-. . . exclusion to include .com.bined with: any biologi`c ` 

,_ . .. . . . . . . . . .. . .. . .. . . . . . . 
DR : WHALEN';` Dr,: Witt.e.n, in regards to 

FDA's first question,, I think-it .is .very'- clear that 

there is not _a stronqr consensusmon;g' the panel as 

, . . . . . . . . . . to. whe.ther .or not there should or should riot be 
, . . ; , ., . . . 

Irec,lassi.,fzcatiori, an,d :i.t wil.l be interesting to 

s.ee, . when we_ get to :the .reclass.i£ic,ati.on doc.ument, 
, . . . how,- . that goes down- Part af .the .b.iggest re 

, 
asori . . 

that I perce`iv:e~, from' the . t~hreacis~cusssiori`~we~~+have 
. . ,. just ,had on -this fi+rs.t .,question . is at what makes, . 

, . - . . . . . _ . people retic;ent to, wish, . to . recI.assify is the 

potential enormity of what would be perceived as .an 

adequate desc'xiption for a do-,cum en't in tliis ;` regard' . 
_ . .~. . With that less than an entirely~clear answer, doe~s 

. 
that satisfy FDA on-' the .firs.t _qt estian? 

. . . . _ . . . . . . . . .. ~. . ._ . . . . . . . . . . .. 
DR . WITTEN : . Yd-6-1 'thank you . 

DR . WHALEN : 1-think the next two are a 

bit easie-r . . The second question . is to please 

discuss the rlsks ..to "he altK . .for ..,tli'e abs`or~ab~.e4 :, . 
, . : . _ ~._ . . . . : . . . ._ . . . .. . 

hemostatic .agent and dres~i,ng ~devic,es Dr . 

` 
'~ MILLER' "R~PO'12Z`TN~"~~ONr~A'f~l'~~ . I~TC ... 

. . 
_ ., 735 8th Street, , .. . . . . _ . . . . . , Wa,snirigton, . D C'.: . 2000"3 z802`~ . , . 
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6. 

l2 

13 

., . 14 . 

15_ 

. . .. . the-se years in surgery' I think are iden~i~:ied, So., 

I am comf ortable , . 

_. . . . . . . . ._ _, . . . _ . . ._ . .. DR . . WHALEN :
. . .,. .

.D.j~ 
... .._

.Ch~arig 2 

DR . CHANG : ' I " think the list is c:Qmplete 

~ as presented by .`FDA. . . 
, _ 

.~ .~, ._ . _ . . . ., . ... . . . ._ .., __ . . _ ._ . . . .. I DR . VHALEN
.. . . ~.r

.
. ._MilYe,r 

. , . . . :: DR, MILLER : think � 
I _ . . . . , .. . :_ _ . .. .. .. ._: . ' the.; list look-s pretty complete ~`to me . 

. .. . : _ _, : . . : .., . .. . . . . . :_. : DR . Tn7'HALEN_'-.* . . Dr'; N"ewbur.ger? 

.., , . .~. , . � ~ _ ._, . .:.,. .~ , . . , . . . . -: . ~. . ; . . . .. DR ; NEWB~URGEi~ : ~-"a . . , 

. .. . .. . . . . . . . . DR . . 'GJHAL.EN
:., .. ~.r . ..- .___

.Chat.i
.~ . . . 

.. . . . . . . . DR . CHOT.I_ . I 
. . 
d

. . _ gree ; the current,products 

that were looked .at are very safe . 

DR . , ,_. . . . . . . . . . . . .. .. . , .., ._ . . . . . . : . . . . . . .'Jn7HAZ'E19 ;' . . Dr ;,; ~Dubl:er? . . . 
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_ 5951 . : 15 Z 
: 1 "° _ . . Witten we feel that the d.a'ta ~~as demonstrated, a.s 

2 pres:ented by FDA, t.h k _at the. . .r~.ss, :a:re. .._quite 1ow, for 

3 these. devices : . Does that s. .atisfy? 
, . _ . .... . : , ... :.__ _ . . . .. . ._ ... . . . . . ., . . . . DR . . . .WITTEN

..= . . 
.'M s ~ 
-_..thanks _ ..,_, . 

5 . . _ : ._ . . . . . . : . . DR . . &V"HALEN .: . . . ...~hank ;.you : The ..thsrd a,n.d . 

- 6 _ ., . .,. , . . . . . . _ . . final quest ion `YS s'o~rt of a . cl.airvoyant question, 

' 7 . > . .. . . . . : are there, any : other rzsks to, .hea~lthfor th'ese-~ :- 
. , 

8 : . . . . . . . . devices that. . . .have';riot yet been . . identified?-Dr . 
, 

9 Doyle? _ 

. 10. , . DR . bOYLE ; Well, I-should .say not yet 

11 . , ident.ified by us, biit ideiitifie-d, kiy som`eo11 
ne, else . 

12 - MS . BROWN-. : Not' ..-tYi at .: I. 

13 . . . ... . . _ _. : .~ . . :. . _, . .. . . ._ DR . WHALEN : Dr . beM~e t`s`~ 

' ' I 4 . .. . ._ . . . .. .: ._ : ., . _ _ . : . . . . DR . DEMETS
. ., . . 

ITq . commen.t~ .. 

Z S DR . WHAL.EN
. . . ._ D.r.' . Chan-'4- 

DR ._.CHANG . . . . .._.x--have. no- oth.er 'add, Yt.ions:. . . 

7-
.
.7 . . . . . . . . . . . .: . . . DR . WHALE.N :. D.r. . .MI. T.ler?. . 

~-8 DR . . MILLER . _ No thz;ri.g° to add . 

_ . . . _ _ . . . . . . . . > . . . DR
. .. 

WHZALEN_. 
... 

D-r
. .. . .

.Newburger? 

~ .2 0 DR : :NEWBURGER .. .. . ..
.-Notlii:ng .. else . . _ . 

_ . , . . .. . : : . . DR .. 4~ GTHA.LEN
. .. . . . 

~Cho~.i:? 

22-. _ ... . .: .: .. . . . , . �. . . . ., :, . ~ .. . . . ._ . . . . 
. 

. DR . ., CHOT I :
. 

N6 . 

' 2 3 . .. _ . ..~ 
tub 

~ . . . ._ . : . . . . .. . .. .,. , : . . . , . .. . . ., --:--- _. .. . . . . . . . .: : . DR . . WHA.~EN-i"' "`Dr : ler'~ 

. : 
_ . .. ., _ . . . . .. . . _ . . . . . , : ... .. .. . . . ... ._ DR : . D.UBLER

. . . :. 

2 . 5 . . . . _.__, _ . .. . . . ._ . .. . . DR . WTIAL,E.N 1~'I&Caul,ey~ 

_ . MILLER REPORTTIIGCOMPAL3Y . `IL~tC` ,.. .. __ . . ., . . . . . .. . .. . . . . . 
,: : . , . . :. . . . . , . . 735~Oth Street, .S ..$ . _ .:. .,. ., . _~. . ,: :_ �. ...., _ , ;.:. . .M ., ., . . ... _ : Wash .iiigtoii. D C 200tS~;-280~ . <, :.. ..(202) ~546-G6b6 . . . . . _ .. , . . 
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_ 
_ , . . . DR . 14TCG~~~E:'~' k~~,r~ �.. ~ . ., . ~, . , . ~ .,. ..� . . . ~ . .~ . _ . 1V""o n e 

. 
~~, 

` 
.., . : . .: . . . . .... .. . ~ . . . . , . . DR .. - WHALEN : 1rTo

. . _ , . . . . . . . . . . . . . 

_.,_ . . .. . . . DR . WITTEN : . . . .~ .
.'Shanks . 

Open 'Public Comment 

.y . ....;. . . .~ e_ _ . . ._. .-, ..... .. . . . ., .. ._ . ~,. .. . . . . . DR . i~7HALEIV` :, . ._ Ve"r we-T.l' .~. we can now~ beg 
. 
zn 

'6 . the;_open public .comment session :' I .would ask at 
, 

7 : . . . . ;., .r , this . time that all persans addressing .the ~ `panel"' ' 

I 
. , . . 
8 _ , . . . ... . . .. . com;e forward, speak.ing clearly' into the microphone 

9 as the transcriptionist_ is :dependerit ori tYiis me ans~ ` 

10 _ _ . _ :- .. . of providing . an.. . acc;u'ra't .e re;co,rd...,o .f. . . the . Me e t.ing . We 

11 . . . are re. ues.tin that. all . , . . ,x .. . .persoris .i~ak i.ng_~statements 

12,. during this open-~public_, comtrient ..period disclose 

' 
13, , whether they have a.ny finan.cia=-interests . in. ; any 

' 14 m.edi.cal device co.m an yf
._,..and before _making your . . ., . 

15_ presentation, in addition, state your name an:d 

16 . affiliation :arid the n.atuxe of that financial 

17 _ ~ . . . interest or none, if that case 'ex:ists . Yes, si.r? 

18 . , � : . MR . IVEY . My :-_ riame- .is ,Micliael .~Ivey : .T~ 

19 work at P_h.arm'acia Corporation ; 'mariufacturers of 

20 Gelfoam . . Yes . ? :do. . ..have ., . ._a . fina_ncia.l interes.t 

21 simply becau.se--my :4-1-OK has .a . lot af. PharmacJ-a stock 

2`2 , . in it . I originally was aP.Proa;ched ... ;by .Dr . Kr_au.s.e 

23 _ . to give a -presimtation, leaning one .rrra`y 'Ur°°°the . 

24 , , . . . other, as. to, ,how .,.this-determinatio.n : . .sho.uld. . . .be 
. 
, 25 : ; _ . . reached. and, haxi.estly, unt'i'l about; .an hour ago I 

, ., .w~ . .. .~ . ., .. . .,~. . , .. ~. :__~ .. .. ~~. .~. :_.~~ ..., MILL~F2' .~EPdIt1`~I~G ~COMPANl',-"~~': . 
735"8`th Street, .S .E . . 

__: ., .: w .. .M .. ._ . . _YU.._ . . . .__..~ .__ :. ..,_. . . , Washington, .. D, C' . 
_ .
.2000'3~=~84~ . , , ;- : (202) 546-6666

.` ._
. . . , : : . : . . . . . . _ 
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1 . .w ., .~. ..~-: �.... . .. . . :: . . _ ;_ , .~ . :__ . .. ~really hadn't' decid.e,d, 'whzcsicl`e, to lean on 

` 2 . . . . _ . . Sitting _on,. .My, . :.C ..hair, real.izirig' the effic_a..ency~'of 
, _ 

3 . . the pane :l in . add,res;s~-in_g . . the questions t .hat� I was .. ._ 

4 writing g . ..down . in . ..my . ..,u .rge.n.CY t o' want 

5 : .. . : . _. . .. . . .. something inappropriatel y, 'E y . . . o say, ̀ -well ~,~. what . about 

6 thi:s-- ou y guys have . 'covered. ,
;it 

alI in, . great detail 

7 . : . . . . , ._ . : . .. .. . . . . : . . and. . have addressed an . y and all', 'concerns , 

; $ 1 can understand the position of the 

' - 9 industry, being that they have al're~ady 4;~~e' through 

' 10 . . . . :. . . . . . . . . . :,_ � ,~ . .. :~ . �: . . . . . ... . . . . . .. . ._ . . . . .. . . . . the. pains . P g effort . of composin.g a PMA, as we 

1 . _ . , . . ,. : . _� had, in . the early i .80fs. . If you- ̀liad. . as.k'edm.e . the , . . E he 

I2'.,, ques.t ion . . two ye'ars- ̀;EUg`ia- I wou.ld hav-e, then. . been . : . 

13 dead-set against reclassification because t hat 
. ~ . . . ., . . . ._ _,- . 

~ 

_ _ . . . , . 
- . . . 4 , 

. . . . . 
. 

° 14 . . . . . . . . . . .' . .~ . . : . . : .~,~' ..' .. . . .',l . would have gi-veri :Mrs . . Bobak"an opportunity ,

t
.

a j us t., 

15 , : .: . . duplicate our product,, and you,-guys have done .a
. 

1.b _ . . : _ : . . ., : fantastic job; Z am very ~ proud .. Bu."t riow that we 

17 have several, manufacturer .s :o.£ hem.ostats out there :,: 

18 and cutmulati:ve' d.ata, as ~I count, 20 years y :on e 

: 19 company, 40 .by anot.he .r,and o,u.,r_,product has been. . 

2 0 : . _ . . . . _,_. : . . . available. to the Ame`racan pu,blic since'during the. 
21 war even as: it was invented . dur.ing a rie°~es~sity of 

22 . ~ . ~_ . . :.. :.,: : dealing, with: bleeding i:ri . thew ba:ttlefi~eJl;.c~ ;`"~`I', ~~am`" 

23 _ convinced we : have sufficient dat.a, to say it is. . :a ~ 

_ 24 safe product,., . _ . , : . . . 

25 : Howev~er, in understan,d . .i.ng .the,complex 

: , . ,._ _. . . . . ... .., , . . . MILLER . REP0ATING . CbMPANY, ' TI~IC : .., .. ._ _ . . . ,. . . .. . . . . , 735 . 8th 'Street, _S' : E " , , . . ;. _ . ... . .. _ . . _ . . . : . . . :_ . .. : . . Washington, D . C . '200i71 =2802 " 



sgg] 
154 

l manufacturing have realized .* there 
, 

2 i 
, 

, . . " s a lot to zt . There- are ̀° :a'. lot of indicat.z.ons 
: 
' 3 _ .. ... . _ . things to be aware ""of, .as. f.ar ~as . the iteYris that Mrs_, 

4, , ,. _ . . .: . _ ., .:. . . . : . 4'G,~a.dy has pairited .out .thatpe,rhaps
. . 
a .~510 (k) 

5 . 
, _ wou,ld.n' .t address

: 
by' ..;itself I am. . .le,aniizg now"' with 

6 .. . . . .. . . � . . . . . . . . . .. . . . . . _ . . .: . . . . . your .p'ariel .uriderstan,dirig of~ ~~put 
. .
.t.i .n,g togeth:er a 

7 . , .. ., ,: - . . . . gui:dance doc.`u.rrierit tYiat says:, urell ~ not ~quite as 
8 easy as a 510 (k) but not as . hard- -as 'a. fu17._==fle:dged~ 

9 PMA because, yes'; there ar,i,ssu_es, th.at . n,eed to be 

' 1, 0 . . addressed . 

_ 11 You ar,e : usin;g t his, ; �product . in a critical 

12 area. .of surgery .. I mean in °any---geri~~al surge.ry . ..- . 

13 ., : where . hemos.ta;s i:s is de.sired .'this' product c an be 
" 

14 . . . . . _ , . . . . used . And, if s'o'me hod.ge po:d.ge . company-.. ..comes 

15 forward and says, well, ,we h~ave' .a,product just like 

1:6 Gel:foam and we would, like a. . ~510 (k) appl.icatio.n, 
: , . . . 

- 17 essentially .Just a "me too" product, I am iiot 

18 convinced that that .wou.I.a 'addres_s ~ al l of the
.. 

: 19 : concerns . With this' es.t,ablis.hed gui,darice dociixnent 

20 I am, however__ cori-vin,;ced . .that the wise pan:el here 

21 _ ,. . : . ;. : . . .. . : . . . . . . . . . . . will la f.oxth'the appropriate gu.idances.. that need, _ 

22 to be followed . To say you are;'"going to have to 

23 follow certain practices :GMP:-wise~is almost like a 

24 : , .. . ' Cl ass,III simply'becau.se there .are,probl 
, . 

ems that we 

2. :5..` ... .: di.scovere.d . ..over the 60 Years` _an:.d evezi . .in . . . .ur . . 

_ , 
_ ~ ~ . .. . . .,_ . . . . .__ : ., . 

.. . .. . 
._ .. _, .. :. MILLER .12EP0 , RTING CbMPM; IriC : 

. 
, . . .. . . . . : . . .- ,. . : : : : 73 .5 8th . Street, ,. . .._ _ . : . . . . . . . . . _. ,. Wasliingtcin, D C 20003;-28'62 

. . . . . . . . , . . . . : , . . ,., . 



With your wi'sdom, I understand .that you` 
, ... ,..: . . ; , .. ..y , . . . .. .. :_, . . .__ . . ._ . ., . . ,. . . . would apply. the same 'criteria to new products that 

. . . . would came abqut . I~sa_
. . 
y th,

.
;at 

. . 
with heaxt p;o 

, . 
undirig 

becau.s .e t:hat .'mean's that any ̀ coinpetitor. can come 

along and st'art steal. :in,g my -market share, , as-some 
., . ., , , . . . . of . . :�my ixidust,ry colleagues . ha.,ve already doiie, but 

that is ok:a . ,, Y ; .it opens up t.h:e door. _for new . and .~mor.e. . 

irinov:ative'pr~oducts.:that would meet the .same needs . 
. . _ . ; . : . .. . .._ . ...,~ : . . . . . I am .confide nt that would also ~ ease .` tatp ~ ~he 

requirements by us, to come. .,up- differe.nt 

applications ;. :o,f our own :product, whethe.,r ,it ., be.. _ _ . 

_ . .. .,.....� . ..~ ..~ . . . ._..w ~ _; ..~..: .. ,. : . :, . . ..._ NJILT~ER . .32$pORTIDTG C~ML~~ Cr, r IN . 
7354 ;th. `Street, 5 ~ ~ . . . . 

Washington,,, D C 206600~,.-2802 ,. , x . . , . . , . . 
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:1 , ; bovine thrombin that, i.s curr~.e~ntly .a . b'ig issu~e-~or 

2 _ . , . . . . , . . . . . , . . . . . whether it is 

3 _ . . . , _ .. .. . . _ ~.. . . drug that would be' 

4 clearly use:d a t for° . :many' yit~trs"<'b f your surgical 
5 careers . Thank you ; . _ . 

. , 
, . . DR . . WHAY.,EN: ~'Thank 

. 
you . Any other. pitblic 

7 members who wish to address' the panel? 

8 . . . . . . . . . .._ . . . __ . . . . . ._ . .. . . . ., . . .. . . .. . . . . . [No . response]_ . .. 

Very well, ,.now that the, panel has 

1.0 discussed ..the. FDA quest ions:and our:delibe,rat~o,ns . 

i1. , .: ... seem, complete and the publz'c has had an opportunity 

12,. to . ..comment, I would lik: .e :to ask the FDA if, .they 

' 
i3 

. . . . , . 
have any additional comments: . 

. _ . . . : _ : . . .,.�, ...~.. . _ ... .~ . . . . DR 'W"r,~ �. .. ...w W.b ~. _.._ .._..~_ .. . ._ . ._~ . TEN ~o. . . . . . , . . 
_ , . 

_ .. 
. 

, 15 DR . WjALEN e Thank_ ., you , : . .. Is there anyone . 

16 � . . from .the absorbable h:emristat'ic agent and :dressing 

~17 industry that_would like :to"make any final- 
1g . comments.? : Dr, Paulson? _ . 

_ . .. . . . . . . . _. . . . ... .. . _ : .. . . _ . . . DR . PALTLSON :
. 
7-915 . 

. ~ ~ .. . . . . ., . . . . . , DR . W~TAT~EN 
: . . ._ 

Ms-: Bobak,; .:. . 

21 No 
.. .~ ... . . B O . . , ... ... . ..~. . _w ..... ... .. .. .. . . M S 

. , . . . 
2 .2 y : . . . ., . . . . . : . : . , . , . . DR . WHALE.N

. . 

. . _ MS . O'GRADY-: A_gain fo.r .the record, Ju3ith 

24` ' O' Grady for Integr:a L;ifeSc.i,ence,;s' . :Corpcirati:on =:My 

. 25 _ , :, : : -< . .. . ,.. .,. : . . . 
final camment"'is, . .in ~ega,rd to my proposal for the 

, . . . ...~~ . ... . . ._.. ., :, .. ..~ . . .: . . . MILL ER..~REPORT;YNG Co"t~(PANY ; T14C.. . . . . : :, 
: 

. . . 
_ , . . . , . . . : . . _. . . .__ .. . : : . _ 735 ._8"th~. Street, S .. B . 

, , 
. . . . .:_ . . . .. . . . . . . Washirigton, : D C ;"2dd03`=20P2 : : . ' ` ( .202) 546-6656 `r- , ,.. . , . : : . . . . - : : . . . . 
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l .& 

.. ., 

, . . , , . 

1 . . . ., , . . . : , . . . . . 
it .is very achie~v~able, to h.ave" a . 

: 
- uid 

. 
an ce do.cument . 

._ .s ,. . . . . ., . :_,:. , . ., .._ ~ ... . . . . 
as ..part of _the

. . . . : . : :. :. .. 
r,ec.laif~ic.at lion ; a~nd al "~ t~hose ~ 

l items listed, even .though it Mays s0un'd very 
,. .. : : . _ _ . ~ . , . . , . 

`thoroug:h, are a'l~I `p~a~t -'of o~her. . : guid ' c'6 "" 
., _ . . . 

an" documents . 
, , . . :. . . .. . 

tha't FDA has. issued . fo~ products. that need,,s_pecial 
, .. .,, . . . . . . . . . . .. . . . . _, ., 

controls becaixs~e . : the . produ:c~ts on-*" .t, . marke.t are 
_ . . . . . . . . . . . . . .. 

t 
. . . ., , . _._ . : . . . 

safe and . effecti:ve ...... ; art_d -snie w
: 
: .an t . .to 'e' n" e t ha any 

, 17 proceed to ;the ,campletion of the clasei~Eication 

18 questionnair~e and supplemental data she°et Again, ' 

9 Ms . Shulman, the 
_ 

coorda.:nator from 
_ . . .. :. 

the Office of 

20 Device Evaluati.on Classificaticin .. . . ;,.., , . . .. _, , .. :. . . _, 
arid ._ 
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1 quest ionnai.re a~.d_,.s,uppl.e,me`ntal data: sheet., and this 
.. _ , . . . :: 2 wil.;1. constitute'the pa:nel's final recommend,ation ..to 

. . . .., , .w . : . ., ._, ._.~ . .... . , . . . . . . .._ _ 3 . . the; .FDA : Are there. . : .a:ny . questions by any . a.f
..
.the 

4. . 

5. 

! pan'el members on,-how ..-we are"next ..to, proc-e-ed? 

,; :.~ . . .~ . ., . _~ .. : : . . :. . : __, . . _ DR' ..-MI1~LZR ;`, M airman,just want to 

! be clear, how, , this .proc~~-s~~ -,--will -occur . If we vote 

to make it a .Class I .I., then,we leave.-the fo.rmation 
_ . : . . ._ . ., . . . : . 

bas
.
.ic

. 
a _ll

. of the guidanc.e document_ , to, .:t,he FDA
. 

and 
, 

y 

our., job is over? How do,es t.hat . .war,k?. _ ' 
. . .., .. . . . . . . . DR . . WITTE3~7 : - Well , af~ter 

_ . 
you 

_ 
.a~1 l ,,make your , 

19
. 

20 

_. . . . . : _,.. . _ r.ecomme:ndatian, cve will talk it`.' 

; _, . . 
lIf you make a recamtrtO'4da:t ion .. f or . C1. a s s '11 % . .and we 

decide :.ta move forward wi.th . that, then we - would' 

write up a guidance document- and 
_ . . : . ~ : . . 

put out 
, . . .:.. : . . : .- 

a .notice 

I .. of . : .proposed reclassification and,p. .u.blish that.iri 
.. . the ; Federal Register r and on the ,web, along wi _ th 

. _ 
the 

. . .., ., . ._ _. ., . .. .. , . . . , . . _ .. ; 
dra.ft guidance ' docum-erit .~ Then, ~ af'ter we . re.cez~ve : ; 

the comments back, we evalua.;te h' ,,,,.e, and 

dec,ide what our-`next step is" which, in ,gen~e.ral, 
_. i would' be to theri mov'e ari to : rec .l,a.ssify but~ it i 

1 epends . on what kind 
_ of,...-.input we _-get . But : in. 

_ . _ , . . .1 
. the 

22 general course, ..,'of events _ . .w~_ :`wouldnt 'bring it ac:k7 . . ::' . 

to this -panel .' 

DR . .NiI.ZLER : . . ._ ,Tf . the 
. . 

guidance", 
. . ., , . : 

' 

for some -rea-scsri': .found to. `be 
. . . . . 

.not ,satisfact,o~ry, 
! 

there 

MILLER -REPORTING 
735 '_8th Street, S 'E , . . _. . . .. . . , , Washington, D . C . 20001`-2802' 

;.(202) 546-6666_ 
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1 8 . 

l 9
. : 

20 

gus,dance document? . 
I 

. .. . .,x_. . . .. .<. ._.. Y ._. . :, . . .,_ . ... . . .. .~ . . 
DR, . ~+~IHAL`E1V` :. . . .~ .~,., :'c~ori~ t believe we havethe 

right to .res:erv.e t here, do we., Dr . Witteini?" 

..: ._ . . , . : , ., . . . . . . . , . 
DR. . WITTE'N :-.' ' "We11, you ~an' cer'tai`nly 

. 
recammen-d that it stay in Cla~s III,,and make the 

comment that you would be .happy,.tb. .revi,sit,`,thi ,s 

issue . sometime in the futuk:e :_ . . .Or, . . . . You' c,a.,n 
._ .. : .., _ . . .: . . ... . _ . . ._ . .~.. . . . . . . . . . .. ... . _ . .. ; . ~ recommend that it is Cr.ass . I2, one- or the other . 

, . 
DR . WHALEN : - "If we r

. 
ecom;merid that it is 

Class II, thexi we ar.e en.trusting a body other than 

this commzttee to create the: :guidance document to 
, their . . . .s.ati . .s .facti.o.n . . .and not our.s . 

DR .. WITT;EN :' -That is correct, Of course, 
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_ 160 
. . . . . ;: ' :'.d ,. y.. .:. .:... . . . . 

MS . . SHYI'LMAN : ri~ar3~orie Shu.lmari : ~ You also 
, 

could .r .ecom.~iCend that : we do .bring it to th,e panel 

for comment as a rec'otnrri'e'n.dat ion before issuance ., 

DR . trIKALENi ~°°~'F7ith a :: vote to change to 
, . . . . . . . . . , . . : . . . . . 

Class II? Is tliat what you are°°s_tatixig? 

.~w..,. Ms . . 
ST~"L7~M~.N;.. 1oo`k~xng at' 1Var~cy gor."~ 

~_r ._. .~ ... .~. 

1help . 
, _. . .. ._ . : ~ ., ._ . . .. . . _ 

DR . VHAtEN : : : The qu'esti,o.n I am .,;raiszng is 
_, . . . . . 

'if we vote.- :that it is :goin.g' .to :be Class IT today 

!the: die is c .ast and that . rec'ommeridat.fion. w:il.l , go . 

for.ward . Maybe . you can -show . it, � to us or maybe you 

won't but we wi .ll . ..have e voted to make this' Class II._ . 

today . 

, . : . .. . . , . .; .,. .. .~w ~ . . _ .~.. .~ ., ... . .. : ... . . .. � , . M5 . SHULMAN : C'orr.ecyou wi~ ~1 recom.~nend 
: 

, 

it to be Class II . j 

. . w ., , ... . .. , . . . ;. . . 
DR . WHALEN.

.. . . 
Is

..
.-that .- xigh:t? 

: ' 

, . .. . . 
DR : CHANG . ~ Ta -clarify- the quest~'ion, ~ even 

. 
if the pariel .had these 10 p'8 about not 

. : _ . : ., . 
seeing a . final; gu:idance document .and sa.id ; -well, 'we 

are ; so wo`r~ried about 
. 

~ whe~ther . , ., : it" wa.Il be 
~. � . . :. .= adequate~ or 

not that we warit to leave ~.t at I2'I, if -. 11 _ 
FD~A" ~fe:s 

. . . ..~._ 
MTLLEF2 F2EpORTING CONIl'~1~7Y', 

7 35'8th,Otree15"; . . _. . _ . . . . . . . . : . .._ ..., ., . . � 
Washington.; D.`C .~ ~0~0~03=2802`" ~ " '° : 

(202) 546-66~66:., - .:~: 
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` ` ' ' I . _ 
recommendation to us and we will. take your 

2 , recommendation back and ,consider it and try to, you 

3 
. 

know, do the right thing .. . . _ _ 

4 ,. DR . WHALEN ". . Ms .~ . Pluhowsk,i , . a riy~ ~ input? 
_ " . ._.: ...,.. .,.~..: . ~,.:. _ m .a, yt .w..,.:.F,.. .;.x ..r- :_w.~.,... . . � ,. . .. :a .' ~~ . .~�. . ~ ~ _.. ..... . . .: MS . PLUHOWS`KI a 1~1°a.ncyP~., u~ows,ki, panel. 

6 coordinator .i:ri .the Office of Device Evalua.t .iorz . If 

7 you: feel tha.t _you carin.ot . .give us a ;.~rec~o'titme`rida,tion . 

_ 8 _ __ . . , . today becaus~e ;-:there _isn't, for :example, a guidance 

9 document and o.ne af the key special, controls is 

TO unavailable to. you, you could requ:e:st that we bring 

11 this bac.k to you at another time : In other words, 

12 . . table the recommendation today and we could come . 

13 back at another, time . . 
, 

14 . . DR . MC..CAULEY : I have* a question . 

15 . . . . . . , . . 
DR . .:.WHALEN .._ 'Dr .' 

McCdull 
e.y? , . . : . . . 

16 . . ... 
DR . MCCAULEY, ̀. . . . . ..It one . makes a 

1 7 ' recommeridation., tha,t, it stays in Class III . prcivided 

18 
, 

an adequate guidance docuirierit is developed, does, 

19 _ . th_: . .. ,, 
at guidarice document have to come ba.ckto this 

20 committee or .can that gu,.idance . .document be drafted 

, 21, by the FDA and industry, and with . _approval, 

' 22_ automatically switch it to a Cl ass .TI? Is that 

23 reasonable? 

_ 24 
. MS . . PLU.H4WS.KI . . . 

. " . . . " 
really understand 

25 that question .- 

. REPORING '"COMPANY, ~tNC' " " . . : . .. _ . . .. .. . . ., MILLER : 
' 
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4 DR . WITTEN : No . 

5 DR . MCCAVLEY : 

b- MS . PLUHOWSKI : No, it does not . . . But when . . . : 

, -. 7 i.t . .is. .avail.a.ble . .in. a-- draft . fo:rm, when we . are 

8 getting comments, of course, the.p,anel can be. 

9 invited to . a,ls.o, :,.mak'e conime.nts o,n t.,he.,.,.guidance 

io 

ll 

12 

. , . . . . ., ..,. : . : . .. . document . 

DR . KRAUSE': Ekcuse me_; Naricy, on question 

seven . it . says, is, there suff,ic_ien.t inf.o.rmati . .on _-t.o . . 

establish special controls to provide reasonable 

assurance of safety and effective? If yes, check 

the special coritr:ol needed to provide such 

reasonable assurance for_ Class ..II,. . . Coul_d,n,'t . the_ 

panel, under.. ?,other" say,; yes, ;a guidance doc7a.m.ent. 

agreed on by this panel as being appropriate? 

Couldn't that be their .recommendation, and wouldn't 

that then: ,r,equire that it, c .ome back . to t,h,is panel 

for their review?_ . , 

MS . PLUHOW$KI : Yes, that ..could b, 

recommendation, that .th.e_ .gui..danc.e_ . .docum .e,nt .,_be . . . , � 

developed and .'that the panel be .part of ;t.he .. .revie_w, 

of that guidanc.e .,document, but it is still A, 

MILLER REPORTING COMPANY, .I.NC . . . . . . . . 
735 8th 5tree~, S' :~ `- 
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l . recommendation. . 

'2 DR . WHALEN : . Ar,e : .there, .�oth_e;rpanel members : 

3 who have proced..uxal=:''quest ..iori.s ;? � . ::Ye:s, Dr : Dubler?-

4 DR . . DUB.LE.R . : . . . . Put 

5 this off, to . come back. . to ., t~h.e_ panel at anothe.r .ti-me, 

6 the understanding being that -this gu.i:daric~e docu.ment 
. 

7 would,, by then b,e~: .in.. _exist ,e,nce, ` is that a vote . we 

8 . . ; take bef.ore., we .d:o . .. .t.hese spec if ic's?' . 

9 , DR . VJ"ITTEN : I th,ink ,Nancy Pluhaws.ki is . . . . 
: . ., .__ 

lq recommending that you all could choose' to table_ 

11 responding to this recl,assi.fication.:,questionnaire . . 

12 DR . DUBLER :~ So, that vote on., tabling 

would then, ~ .make. . these . . spe'cif ics .not . r,eleva,nt, t_o , . 

today' s disc:ussi,on?; 

DR . WHALEN ". Right . . T .h.ave to_ .int.e.rject 

one thing before . we proceed, and if it is 

inaPI?roPriate I will. . . apologize .but .this .is ..m.y last . I' 

meeting so you can' .t f ire. .. me, i . : . . . . . . ., . . . _. . 

[Laughter], 

What 1 have he :ard_ ...t. .Q,d,ay from all the 

I manuf acturers and . fr.om ., a.12, . the , panel members and _ 

from FDA is that: we .`:are ; looking 'at a class o£ 

agents whi.ch . are . extrem;ely e1fective, which are 

extraordinarily .safe, which have :been ..us:ed annually 

in millions ,of_ . instance_s wi,th,,a,lmost nath,zng going 

+iI NtTLLM 12EPOIZZ'zi7G ,. COC~IPANX, .IN'C ... _ 
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wrong, and:, with. .all .,due. ,re:spect : to.,. : th.e. . .excelle,nt .. . . . 

representatives that. w,e . ha,ve fr,am, i.ndust,ry, the 

reason -we have ~e~pres`sed such ._extraordinary 

4 consternation is that they have ba:sically said it 

5 is that . .wonderful, because . .�w,.ema,ke �i�t and. �maybe 

5 nobody else can_ do,a:s we.ll,,and you could say that 

7 about anything : You coul.d .s.ay that . about any 

8 . . product that we : us.e -in Qur.,.,hospital or in our 
, 

9 office any single day . I am pe'rsona:Tly ;amazed .at . 

10 the degree of. puzzlement that we ..h:av,e ab;out.,this s _ 

_ ill reclassification . So,, again . if that is out of 

12 1ine, you won' .t see me at. another panel ever . 

1.3 [ L a.u.g h t e r l : . 
, 

14 . MS . BROWN .. . . I do _h,aye .,a question .- 

` 15 Question number-,nine, says for a device recommended_. 

16 far reclassification, into,_ Clas .s_,,.II, should the 

-37` recommended regulatory performance, standard . . ..be in 

18 . place before . the reclassi£ic.at ..i.on �.takes,effect . ., ._ 

19 So, that is one of the questions that is .here . . . . 

2 0 DR . WHALE.1tT . : . . ._Ms : Shulm,an? . 

21 

22 

_23 

24 

_ 2 5 

MS . SHULMAN : Performance .,,standard ~ ., ., is_� . . , 

recognized bry'rti1e-making ; what we are talking 

I about is .a .guidance .d,ocument ,whsch; �is , �a,ct,ua,~:ly 

under question : seven, under "other :" 

MS . BROWN : Oh, okay . 

MILLER REPQFFTI23G .COMPANY; INC : . : . . _ . 
735. .8th St~reet, . .S :E: . . . . 
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DR . CHOTI : Why not a performanc~;_,_s,tan.d.ar;d, . 

rather than a'. �guid.ance : document?.. , . � .I ..know_ you don ' .t 

,want that . _ 

MS . SHULMAN ; It is t.hrough rule-rnak.ing . 

, . , You ,c_ert:a.in.ly can 5 It is more diff.icult to, cre.ate 

' S vote for a perfor*manqe,stand-a,,r,,d,, . .iAp..t .e,.4d, but, it is 

' 7 not as easily changed for comment, and it -can't 

8 evolve like .a .. . . ..gui.dan,c.e do' cu,ment can.:. : 

` 9 DR ~ .WITTEN . I : . : .thi,nk � there. .s.s__,_only one . 

10 we have one mandatory performance standard tor,-FDA . 

11 devices . .,That _is for e,lectrical mul.ato.rs. ; 

12 DR . WHA,LEN : Dr . . . ; Dub.le.r? . ., 

13 DR . DUBLER : I ;also have , ., .a funny, feeling 
: 

34 about this whole dis.cussio.n, an.d the piece that T 

15 think is ,mi;ssing~ i.s .I, t:hink we al.l . acknowledge. that ' 

1.6 industry has a -conflict in arguing what s.h.ould . 

17 happen- ~wi.th the_ � ..class�if_ica:tion. .~ :bec:ause, in fact, 

18 for the people who vaulted over .the :PMA ; they are 
. . . . . . . 

- 19 in pretty good shape and they can protect their . . 

20 turf . But I . Would l.i.k .e .t.o a:rgue that. regulators 

ai 

22 . 

23 

' 24 

: . . . 25 . 

also have a .bit,,of ,.a confl,ict . ��.of . . .interest,. ~because, 

in fact, there is. huge ;pressure mot .to regulate as 

much as we have be for.e . _ D_eregula.t,ion and . smoothing 

things' at the, FDA.-is_ . not . . . an. unknown, d_iscuyssion, in _ . . ._ : ., .. . 

lWash,ington .. So, I think, t,hat. the,. . FDA . .,ha,s ; .,a.ts own,. � . .__ 

MILLER REPORTING�.~COMPANY, INC . 
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_ : 1 set of interests, in. this, d._iscussion 

. p, ; 2 And, r tt it th.znk.ing . t really 

3 works ..and if, i.t '.'ain't" br_oke d,on't_ .fix, i. :t.,.. . So . I 

4- grant you that they really are safe and they do a 

5- really good job, and I think ,fo.r ..me the_ . :guestion is 

6 how do we . en.sure . : .that tha.t., r,-p-main.s � ,, 

- ; 7 given this : .sort :.o.f. . . w.hat, . ca,l.led� _..quality 

8 slide--I am not quite sure what, the . 

9 it .may sound, l .i.ke . it is _kin.d of,, a i1_ly discussion, 

:1.0 . but .I think it ..ha .s some, inteT,.e.s.t-ing and hard 

11 elements to it . _ 

DR . WHALEN : . Start~ing with questi. on- number 

is 

19 

20 

21 

22 

23 

: 24 

2 .5 
. . 

` 

one, Ms . Shulman? . 

MS . SHULMAN . Question ., number,, one, is the 

device life-:.su.staining or life-supporting?. ' 

DR . WH.ALEN ; D r. , . . D.e.Me t.s ?_ . . .. . . . . . _ . ., . . .... 

DR . DEMETS ; I. ho..n..e,stly .dora.'t know how to . 

answer that . It is cert.ainly important . I guess 

it_is, I don't know . 

DR, WHALEN:: You sa~r yes? . Dr . Chang? 

DR . GHANG : . . . Yes . . � 

DR . WHALEN .: Dr .. . _Miller? ... 

DR . MILLE.R . : . . Ye.s . . . . : . 

DR . . WHA.LEN : Pr- Ne . .w.burger? 

DR . NEWBt7RGER.: Tel S . . , . _ . , 

MILLER : REPORTING_ . COM~, INC . 
735 Sth StreetS.:E . . : : . . � . . 
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DR. : . W.HALEN : . I.).r. :. Chot:.?~?. . . . . _ _ : _. . .. . .~_ . .-_ .. . . .. . . . . . . . ., 

DR . C.H.QTI . ;. . . Y,e_s..~ . .. .._ : . .. : .. : . . . . . . . ~ :. . . : . 

DR .. 

DR . DUBI;ER ". . - , Yes.. . . . 

WHALEN : Dr ., . MqCa.u,ley? 

DR . NICCAUL.FY. .:., 
. Yes . . .- . . . . . . . 

MS . SHUL.MAN," . O.kay, the first one, is yes . 

Number � two, is,the . device for a ,use ; which is, of 

substantial . importance .-in preventing impairment of 

human-.health..' . . � . . . . . . 

L7R . GTHALEN : Dr . _ .Cha,.ng? 

DR. . CHANT:. Ye,s ..,_ : .. , . . . . . . . :_ . . ._ . . ._ . . . . . 

DR . WHALEN : Dr . Miller? . 

DR . MILLER : Yes . .. . . 

' DR . WHALEN : Dr_ _ N;e.wb.u.rger? 

DR . NEWBURGER. : Y,e.s " . . .... ._ . . . . ._ . . . 

DR . W:HALEN : '.Dr .. . _.C.ho.~ .i, .,?_,. . . . . .. . . . . . . . . . . 

' DR . CH.OTI : Yell s. . , . _..: . _. . . 

DR . WHALEN : Dr : Dubier?_ . 

DR . DUELER :' Yes . _ . 

DR. . UTHALEN : Dr . . . ._. McCauley? 

DR . _ 1KCCAU,L.EX~. . . ~'~`~.~. _ , . . . . . . _ . 
. . . , 

DR . vJHALEN : And Dr DeMe~t,s °? ,. � ., 

DR . DEMETS : Yes_. 

MS . SHULMAN : Numb,er �,t_hree , d.o-es the . . 

MIVLER.REP.ORTING :COMPANY ; INC : 
7:35: 4th,Street . S .:E, . . . 
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12 

22 

device present a,:,;;~s`ot~nt-ial unre:asonable__, r_isk of��.~,_ . 

illnes.s . or ..injury.? 

DR . WHALEN : 

DR . MILLER ; . No,.. . _ . , . . . . 

- DR . W:HALEN. : . 
. 

. .,D.r, . ._ 
. 
, ,New,burger'?. 

DR . NEWBURGER : 

DR 
.; . . W'HALEN : Dr . .Y Chot i? _, . ,. ._ . _ 

DR . CHOTi : No_ ., 

DR . WHALEN :,, ,Dr . ,Dubler_?,. � _,. 

, ~ DR . DUBLER : No. . . , 

DR . DE .M,ETS : . . . ...No, ". ._ . . .:, . . 

DR . WHALEN :. And Dr . ..C11.a.ng? 

DR . CHANG : No . 

MS . SHULMAN : The. . third . .one 

fou:r, did you answer-yes to .any . ..of . .the abo.ve_ three 

questions? The answer_ :. ;i,s _yes., and we go to 

question to 

establish special. .cont .rol.s t.o provide r&a.so.r'ia.Ib'lO . . 

ass.urance. ;, of s�a.fe:ty and, e..f.fe.ctive,?_ . . So ; the first 

part of that, question is can we;est.abl,ish,special 

controls? ,If the ans,w_e.r ye.s we _.wil,1 to what 

the special controls _will b_e,_ . 

MILLER REPORTING.;,COM$ANY, INC 
?35 8th Str,eet, S .E 

Washington, D . C . . 2000-3 -2 -$.P2 . . . . 
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1 DR . WHALEN : Arid t.here�_ ;i s�jt_he ru.b ~ Dr . 

'2 Mille.r? .. ._ . . . ., 

3 DR : KILLER. :' 
. . 

Ye.s . .. _. . _. . 

4 DR . . WHALEN : . .. .Dr ., Ne,wburger? . . . . . 

DR . NEWBLTRG.ER : Y;e;s , 
. 
other: ._ , . 

6. . DR . WHALEN : D.r .. Chot_.~.. .. _, 

7 . . DR. . CHO.,.TI . : _ . . .Yes . . . . . ., : .. _ . . 

8 DR . WHALE~I ;._ , ,Ar, . D;ublez? 

- 9 Yes . . . 
. . . _ DR . DUELER : 

10. . DR . WHALEN ". _,Dr . . .M,cCau1_ey? 
. 

`l 1 DR . 
_ . 

MCCAULE.Y . : . . . Yes . .,_ .... _ 

12 DR . WHALEN ". . Dr , .. DeMet..s ..? . . : . . . 

13 DR : ._ A? EMETS : . Ye s _ . 

DR . - WHALEN : . And . I3..r �, , Chang? 

15 DR . CHANG . : . .,Yes .,. ., 

MS . SHULMAN :: Theanswe,r ,to ,that, yes, 

. . 17 . . and it -is. _re,.comme nded to be reclassified in Class . . . . . ., ., . ~ .. . . ,. . . : .,r ... . .. . : . :.... ., . .,..F.... .z.,-;~,~.~. .,.v:.,..x.. ...x. .o.~..nea.u~.~r;u..iar;ra*ar.c:k; - . w. ..~a ..~ .r,..,~a~.., .ar:x~__~ :: .-�~.,.. 

18 II and . .n.ova ,:w,e wiZl_ .:na.me .the special ..control,s .. .t.ha;,t .. : . . . : 

19 you .feel . . On. the .. .l ..i .s.t. r guidance 

20 document .z,s . . .n .ot li.,st .ed_ ; it is .unde.r,"o,t,her" . 

21 - DR . WHALEN : Start_ing with . . Pr,_..Newbu.rger? 

22 DR . _NEWBURGER : : , . I _ .woul.,d include;, postinarket 

23 surveillance, p,erfoarmance .sta,nd_ards- I; � would w .., . 

24 include.every yt,hing ., 

Dr: : . McCauley~ DR . WHALEN : 

g . ; . MII,LEIZ- REPORTING, .CbMPANY ., . . INC . 
735 8th Street, S .E 

Washington . I~ .C .'J 200.03-28b2 
. ` (202) 546-6666 
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1 DR . MCCAULE,Y. : z think ~here is some 

2 confus;io�n, he.,.r,e� , �_I~ �_t.hink this qu.es ..tion asked. are 

3 there specific controls, availabl,e~ ;._We know, they 

4 can be developed but we, don '.t, .have . ; them.� act:ual,Iy 

5 . right .here at, the, present time . 

6 DR . WHALEN : ,L,et's retreat for a moment 

7 because, I, personally, was stagg.ere'd that that 

8 question ._went ;,s, .o . we1.,1 bu;t with ,my pre .] u.d.ice, about 

9 it I just let it .. s,l.i.de .. . But.`. w~. ...ne_ed�... to .go back a, . . . 

- 10 . step . There ~was . .can.fusYOn_ �,a.bout the,. . .question and . . 

11 . , whether there are. not o, we 

' 12 , . ._$efor�,e. ..� we,.;,red,o, that , need to .redo that . question .,, , 

13 question, is there any camment or question about 

' 
: 14 the. .. .implications: ..of it .by . . any- pane. .l member.? Dr. ._ . 

1.5 Dubler? 

16 DR . .DUBLER :_ Yes, I meant_-for, ,it .to st_ay 

1, 
, 

7 as, a Class . :II.x,_ now, but we also lost, t.his, . .,t,.abZ,ing 

1,8 motio;ri . w,hich_ I" ' , '.thought short. :ci,rcui,ted,, th,i.s vote : ._ � _, 

19 DR . WHALEN : The � ,mo~i,on. , to _ table .can �� 
, 

20 supersede, as I .,understand .it, . : .. : .W,e . .ru:n ... basi,c,ally 

21~ under parliamentary proc.edures ._ ..Befo" y procedures . . Be.fare we. � go 

22 ; : ahead ; and . .T .am:: .:just an outgoing chair. and .probably 

23 not quick enough, but is_ that correct? 

24 DR . WITTEN : Yes . 

25 
. 

to .t .a.ble can~,be ; DR . WHALEN : . So, a`motion, 

MILLER, i2EPORTSIJG; .COMPANY, INC . , ..., ... .._._ . _ 
735 8,tki Street, S : E . _ , . . . ._ .. 
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8
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I 

9 

10 

11 .I 

a . ..~ .,~ motion to DR . D.UBLER_: I, ... . . wrou1d, make -- -_--- 7-------- , ; . . . ~~ 

table, ., . . . . . 

DR . C^7HA.LEN : _ Is . ..there a secon,d for that 

motion? If , we, . ..don'._t .~ have ..a ..,:~secon.d, it dies . 

DR . MC.CA.ULEY :. ., Can . . we discu,ss. . i:t?. . . . _ .. ... . . . . . ... . . . . ., . .. . 

DR . WHA.LEN : . :1.s . . . . . . .. . . .. .. 

You can sec.ond it fo.r, .,dis.c~u.ssion and. .vote it down 

DR . MILLER : . . ._ ,I wa.l .l secon.d ,.it . 

DR . 

seconded . . Is t,h,ere, - .any di.s.cussion. . on ._t,he, ...mot,ion . .to . _ 

table? 
_ 

DR . DUBLER ;. Let, me just say, why I think 

it would be helpful . . . , i, . . don' t . .thinthere re . . .�is � . �. . . . . . . . . . 

di ..sagreement among the panel .- on. ., th.e, : . .fa:ct :,_that,,_th,e,s,e, 

are very safe, and it, good thing if. it 

_ x,ie.s � ,to en~er the market, ~ was : easier fo r., .n indust,. . _ ., .._ . . . . ,~.s .. .~.~, . . :<w .~~. ~,.. ._~. . . . . . . . 

and my perspective---I won't. _speak_ forthe. . panell I 

will speak for me, my pe .rspe,c;tive. is .that, .I want to : 

be cert.ain,th.at .;the. .quality measures are 

sufficiently preci.se 

pirin or better .,than asp.i effect,iv .e a,.s :as 

I think; th.a_t process needs a iit.tle bit,, of 

,support .given .all of t .h.e_competin.g .items on the . . 

agenda of theF.DA : . : . .S:o ., I would give it that. . .- 
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1 support b' ma%iri this a mat ;ter. ; where we would _ . .g ., . .. ~ v ._ . . .. ._ . , . . 

2 .as k..._f,or., it tQ,_,!9~9 me back My and- it t able - _ . 

3 "y` understanding f.r,om, . the ...d,iscuss~~:an, w~as that it would 

4 mean that ..it_ wro_uld. .come �ba;ck, where a. . s. else 

5 we could do would, make i.t come ;~ back, . and have,. that . . 

5 opportunity for. the FDA, and. �,in'dustry to g :et its 

7 guidance together -and., try again., 

g ,c,Cau;17ey? DR . W.HALEN ~: D_r .* M 
, . 
9 DR . MCCAUL.EY :, B.as.ically the way I see 

10 this is .that : .I .thi.nk., it .�ought to remain a. C.1ass, . .I_I,I,.,. . 

' I1 device unti..:~an� _appropriate.guidance document_has. 

1.2 been developed by FDA and ,industry . I do not feel 

13 it needs t.o . . ..cc~me _ b,ack to the., ,panel for, a,ppraval of 
' 

- 14 that, docume.ntation .a,s _lon as t.hat doculmentatli.on � is_, . _ . .o ..g 

' 15 adequate for-the FDA . . wi,th . . ..the h.el.p .o .f industry ; I 

` 16 don't think .x.t ..rieeds. ., .to_, com,e ba,ck~..,to the panel . 

17- Once .that. _occur,s, T think it should be . cl:a,ssified,.,,,. 

18 as a II . 

19 MS . SHTJLMAN_,. : . something, 

20 reclassificat.ion w.oul,.d, be b.a,sed on__. .t,he,,,_speci.al 

21 controls, guidance_ .dQcum,en.t_._ ..S.o, it canriot. l?e. . . . .. . . .. . ._ . 

22 reclas .s.if.i.e.d uritil, . .a, .� guidance document , is . in place . 

23 DR : MC ..CAULEY.: Exactly . . 

24 DR . MILLFR ; . So, -voti,n.g to da,y- I . .atn sorry . 

25 DR . WHAL~N.: . ; ..,_Fixrther dzs,cus;si_o_n,~,of the . . . . .. . . ... 
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mot'i.on ori : the table?. ..:MH Dr�, 

DR . MILLER:.... Th_ank.., you . So, voting today 

to change to a Class, .. II, that,..,i.s exa.ctly what Dr . 

McCauley says? If .we say we vote to .ma.ke.. ,it . �Class 

II, what happens; : . is . wYiat Dr, . ., Mc_Caul�ey described, it 

stays in .Class ,III :_,unti.l the�. gu.idan.ce ..document.. ., is. ,_ ., 

created and approved by everybody,, and then itgets 

shifted to Class-.II... 

DR . . WH,AL .EN : Tha,t, . i,s �right, but . .Wp . Would 

not . necessari].,y have a, voice-�,in,_ wh,at_,:t,he� guidance 

document. .i .s, .- 

DR . . DU.B:L,4 R.:. ; Ancl, "approve:d :by everybody", 

, is the_ defin,ition . that _ :L, need, . .; : .:,Ap.proved .by 

everybody would mean? I ; fi,0d .;,my.self arguing for 

industry, which is .such,.a b,izar;r,e:_.pl.ace :.f or me to 

I be in that I . .-4m . _won.d,ering if . I . -have done ,~somet,hi.,ng 

wrong . But would . that mean .t.hat _:_in_dustry would, in 

fact, agree that the .production standards would 

remai.n .su.f_f ica.e,,r�it,l�y high to pro.t.ect .: :patients? 

DR . WHALE,N : . . It is-,impl.zedo Dr: : Wi,tt_en,? ._ ; ., . 

DR . . V3ITTEN : .,,Well, I am -a ,little_ co.nf,used ., . 

~1 because . ther.e aeso many que,s,ti.ons, but- as far as 

the .g.uidance documen;t ; . . .pr.ocess, if_ we, with industry 

input ; were . t ..o develop a guida.nce,,.d.ocu,merit, it goes 

an. the web f,a~_ . . .do* -MA .,.tho,s.e in,clude ., _af . 
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course, and in general, .are,;,.primarily industry 

comments, then we,. .evalua~. .e, . .t,hos,e comments, whatever 

they are, and respond to, them ; then if . w.e still. . 

thought it .shciu.ld be. Cl;,a_ss_ ��,II w,ith, .,; .a, guidance, we 

would co,me out ., wit,h� a ��.f,~nal � guidance document . We, 

certainly try to .reach .,harmony with. . ou.r. .. : ... 

con,sti.tu_erits, including industry and everyone else, 

would say "agree" may be toa .stran.g or too but I 

. 
optimistic a, wor.d_ .fr,pm ��t_ime..~,t,a ta.m~:s . : :. .u :: , _, .. .. :_ ..,~,~, .: ,, : ., . . . . . .. . . . . 

DR . . D, important . Is it 

your e_xpe.rie:nc;e, Dr . Wi.tten, that, when ..somethi.ng 

moves .from a .I:II, : t,o II there pretty much 

iconsensus. . t. .h.at Whal~_ . . ._gx,ists.~:as ., ..:a}~;guidance in the 

future rigorous? 

DR . WI .T.TEN : . , ,T.ha_t, ., i,s � . a .,judgment call. . . . 

There a �ren' t ._s,u:ch _,;a .,_.~huge number. of . products . that 

get reclassified f.r.om:, Clas,s �.w,II,I ass II so, that. . 

I can, really answer generally . I~wauld say there 

is a range' of . how much agre.eirient ther,e_ is about, . ,., , 

what .should . . .be , i,n,. .�, .a,, guida,nce .doc,ume.nt ., .; S,o.metime.s, ,,. , . 

it is quite clear. .t.o eve ,:ryone .certainly what shou,l,d 

be in there and someti.mes� ,tha,t .,;~s~,~not the case 

DR, WHALEN : _ Furtlher _d,iscuss,i.o,n , qn, th.e � _ ., . 

' tabl.e? `Dr DeMets? I) mo t i . ono n t.h e.:. -, ~ . . �. , . .. .. . w,w .,~, w. , . . .. . . .~ .. . , . u .~ . . . , . . 

don' ,t _want to prolong it DR . ~EMET.S, . : .. 
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cqnfit3ence in the ~'DA staff , ve a .lot of :_ but 

,2 . w.ith., input and ,fjeed.back, that we.; .would.,_get a good 

. . 
3 document. . .. But. �,what,troubles me is havin_g this ,~~ . . . . .. . . 

4 panel, or, at . le.a.st . ..my vote to .approve. som.ethi:n.g I 

5 haven.'_t . . s:een I .. . ..can, ~vote fox a .,pr.oces.s . . but ., I .h.ave, . :.. . . . . .. . . . . . . _ , . .,.. . . R . . ::; .. . ~. .,~..,~aw. . . 

_ _ , . . . 
6 difficulty, and I have. . . .b.e�en. . :bac,ked .�inta� , these 

7 ,;I me;an, would an,y IRB approve a corners .b.efore 

8 protoco.l, tha.t. . .wa_s: going to be__.writ~ten?. . . . . :.Thea an,swer._ . ... : . .. 

9, ;- is, of c.ou.r.s .e, no . Why do they i.risi.st on. .,.seei..n.g 

10 it? -They want . to see .the : .l,angua.ge . That i,s where 

1i I am .stuck . ~ .,,have, co;nf.idence .,~that,.ythis will came _, 

' 12 , out al1 . right p , but I don' t ., w,ayn,t ~ t,he . excuse ,to , be t . y r. 

13 that we yot_ed,far so.me ;hing , we haven' t se.en_ . 
- 

, 14 DR . WHALEN : I~ .j ust have : .to .* interject �, 
; 

15 again that I , find ironi.C ~,that we,, are, wo,rried 

16 that the,government is not,going . .to. regulate . this 

17_ enough . 

18 [Laughter] _ . 

g DR . . DEMETS, : . - .They might over-regulate it, 

20 for all I .know_, . . . . . .__ ._ . . .. .,. : . . . . . , . : , . . . . _ . . ., . .. ._ . .. 

21 DR . WHALEN : . .F.u~ther discussior~ on t~e 

2..2_ motion on _th.e.~ ..table?~ . .. ., : . . . . ._,. .. . 

23 DR . MILLER.. :. . ,_ T_,ques-s the specter of 

`24 putting something in . .a , bl .e.e.ding wound., . and .� have it. . 

2 5 not. clot f,g.r, 15 . ..,mi,nut,.es o,r ,r.evyer � cl.ot, . that 

: : MILLER RSPORTIN_G, COMPANX. . .:II3C. . . , . ... . . . . . . . 
_ 735 8th Streeti . S ..E . . . . . . . 
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terrifie.s, me . TIM PA se_: . . ~e_se_ People Iiave got..ten,_'.my . . .___. ., 

. 
_ 

2 
. . ., . . , . . . , . _ . ~ - . . . _ 
atte,rition, that the~re_, a.s_ en.ough sophis.tication ,in . . 

the proces.s Possible . . . ._Sa, .that -has 

` ' 4 shaken my certainty a little bit, in.. �,these ;t.h.ings . 

5 Maybe : there is. a.�~lot_ more. �,t,a_� making this: effe.c.ti,ve_ 

_ 
' . 
6 device, .than � I re,ali �z,end, and I agree with the 

7 comments� . ab,out .t.he guidance . .doCU_ment and ma,ybe we 

8 should . see that .. .:bef.o_xe _w�e move 

9 . DR . . .W,HALEN: ;, : Seei,ng no further . discu_s,s,ion, 
: 

10 we will call, the question, just by a show of hands. . 

11 Those . who a,re . in. ..._f,ayar .,_of , .tabli~ng this aC.tion, 

, 
, .. 

12 please:- raise. your hand . 

(Show, .of hands] 

1.4 DR .- -MC .CAU.LEY . : D,o . . w.e . .have. .,an ..a,lternat.,ive, 

15` to th.a.t? 

16 [Laughter] 

17 . -If, you defeat th_e, .. mo.ti_on. .. . . .. . . DR . . WHALE.I>T .: . . 

-18 there .are always alte .rn.ati_ve mo.tio,ns,, but . the 

19 motion we . .ar,e .,vot.ing on right now, which just 

20 carxied; ..by a majority of:-4-3--tho.se who are � _�,against 

21 : tabling, please . . raise ..your harids -. 

22 Dr . Witten, your advisory ..-committee has. _ 

23 voted 4-3 I . .can. .>take ,the.: : 

24 prerogat'ive .af the chair to,add 1:, 1 believe 

, 
' 2:5 . . it is because' ,tliey would 
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1 amplif icat'ionof. what. _ a .guidance . docum~ent would,_ � be_._ . � . 

2 before taking .any action_ f,o_r . .r_ .e,clas.s,i_fying the 

3 hem,ostat..ic .agents, 

Thank. you . 4. . DR . WI.TTEN.a 

5 DR . WHALEN-: That :canc].,ude.s , ou.r day' s 

6 activit.ies . I _w.o.u_ld_.lik~ t,a . 
,;:hank 

.eve,ryone . :who 

7 pre serited. . t.o ., . u;s ; and especially the committee �fox 

8 their, action . ..We . ar:e., .,adjourned<: .:fo,r-~ :the .day . 

. .: ' 
g' [Whereupon, the proceedings were recessed__ . 

10"'at 5 : .45 p .m ., to be resumed on T,ues_day, July 9, 

_ 11 
2002 at. 8 :00 . .4 .-m .. .l 

12 
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