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REQUEST FOR TECHNICAL ASSISTANCE

DATE: APRIL 4. 1997

T0: DON COOL , Director. Division of Industrial and
s u 4 Medical Nuclear Safety. NMSSA 1/br g }& W

FROM: CASSANDRA FRAZIER , Acting Chief. Nuclear Materials Safety
Branch Region III

'

LICENSEE: CLEVELAND CLINIC FOUNDATION LICENSE NO. 34-00466 01

X Control No. 302384 (enclosed)

Letter dated (enclosed)

Suggested change in licensing procedure (enclosed)

Other (see remarks)

Problem / Issue: THE LICENSEE HAS SUBMITTED A REQUEST FOR AUTHORIZATION TO
USE PH0SPHOROUS 32 FOR INTRAVASCULAR US1 AS A CARDIAC STENT. SPECIFICALLY.
THEY ARE REQUESTING THE POSSESSION AND USE OF THE FISCHELL IS0 STENT WITH
DELIVERY SYSTEM. THE DE.l LCE_JS MANUFACTURED BY IS0 STENT.INC. AND HAS BEEN
EVALUATED AND AN " INVESTIGATIONAL DEVICE EXEMPTION " (IDE) HAS BEEN APPROVED
3Y THE FDA (IDE # 960087). THE LICENSEE'S REQUEST AND PROCEDURES ARE ATTACHED
FOR YOUR REVIEW.

Action Required: PLEASE EVALUATE AND PROVIDE COMMENTS.

Alternatives Considered: THE REGION USED THE CRITERIA OUTLINED IN A TAR
COMPLETED FOR BORGESS MEDICAL CENTER DATED SEPTEMBER 27. 1996 FOR OUR REVIEW.
I!E LICENSEE HAS PROPOSED ALTERNATIVE AUTHORIZED USER CRITERIA (35.930 OR
35.940.) WHICH WE FIND ACCEPTABLE.

Recommended Alternative: THE TAR RESPONSE FOR BORGESS MEDICAL CENTER
INSTRUCTED THE REGION TO ADD A LE.NGTHY PARAGRAPH TO THE LICfNSE. WE WOULD
LIKE T0_ PROPOSE AN ALTERNATIVE. ADD THE P 32 STENTS AS A SEPARATE LINE ITEM
!LNDER ITEMS 6. 7.1. AND 9. OF THE LICENSE (WE COULD SPECIFY FORM. ACTIVITY
EER STENT. TOTAL ACTIVITY POSSESSED, AND SPECIFIC USE_IN THIS PART OF THE
UCENSI). THE PROCEDURES FOR USE WOULD BE INCLUDED IN THE " TIE-DOWN"
CONDITION, THIS WOULD ELIMINATE THE NEED FOR THE LENGTHY PARAGRAPH ORIGINALLY
PROPOSED AND REMAINS CONSISTENT WITH OUR CURRENT LICENSING PROCEDURES.

Remarks: WE HAVE_ INCLUDED THE LICENSEE'S ORIGINAL RE0 VEST A COPY OF OUR
C_0NVERSATION RECORD FOR ADDITIONAL INFORMATION AND THEIR RESPONSE. WE REQUEST

THAT YOU EVALUATE THIS TAR FOR GENERIC USE.

Regional Reviewer: PATTY PELKE. (PJP2)
Reviewer Code: R6
Reviewer Phone No. (630) 829 9868

cc: R.J. Caniano

PDR DO K 0300 49
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' March 24,1997 -
i

Ucense No.: 34-00466-01
ControlNumber 02384

i
'

Item 2 Training
(1

e

The training that will be provided to personnel involved in the placement of the Isostent is
!outlined in AM*Ameat 2.

~

3|3

ItesW 3 Special Equipment
!
!

The IsoStent will be supplied with a clear plastic radiation shield attached with a Touhy. !
Borst over the distal end of the stent delivery catheter and covers the sten: so as to
minimize radiation exposure to the patient and health care workers. The distal end of the j
radiation shield is designed to fit into the Touhy-Borst of guiding catheter "Y" adapter. j
No other special equipment will be required. I

When necessary, additional shielding will be provided.,

'

Item 4 Personnel Monitoring
,

,

[ ' According to the manufacturer, the shielding supplied with the Isostent will reduce the
L radiation exposure from the P-32 to a value approximately equal to background radiation.

The cardiologists who will place the Isostent in the pat *ent will be provided with radiation
j monitoring fmger badges. The cardiologists who perform the procedure are required to
4

wear whole body monitoring badges and ring badges. The finger badges and whole body
monitoring badges are not required for other personnel participat'ng in the procedure. The

;,

|
7 whole body radiation monitoring badges are required for personnel in the room when the i

angiographic unit is used during the procedure. |
|

-Item 5 Rules for Safe Use

The rules for safe handling are outline by the manufacturer's package insert (Attachement-'

1).: The manufacturer's instmetion shall be followed. In addition: i

,

a) Each Isostent shall be secured from any unauthorized removal or use,;
i

:b)-In the, event that an Isostent dirlodges from the shield, remote handling tools shall be '

used to handled the Isostent.

' c) The Isostent shall never be cut, bent or any other deformation that may damage the ). integrity of the Isostent.

d) Each Isostent source shall be accounted for at all times. ;
e) Radiation Safety shall be notified ofany abnormal event to ensure that the appropriate

,

|

corrective actions are implemented and, proper procedures are followed to record and
report the event.

:
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March 24,1997 -
i

License No.: 34-00466-01
ControlNumber 023S4

.

1

' Item 6 Emergency Procedure i

|See Attachment-3.

|

Item 7 Inventory Procedures !

See Attachment-4 l

)
iItem 8 Modified Quality Management Program
|See Attachment 5
i

Item 9 Other Procedures
The existing ordering, package receipt, and waste disposal procedures will be followed
when applicable to Isostent for Restenosis Intervention Study (IRIS).

As we discussed on March 13,1997, the P-32 isostent dosage is exempt from measuring
with a dose calibrator (10CFR35.53), because the Isostent contains less than 2 Ci of the
beta emitter P-32, and is provided as an " unit dosage" from the manufacturer.

Your assistance in facilitating a timely review of the request is most appreciated. Please do not
hesitate to contact me for additional information with regard to these requests. I can be
contacted at (216)-444-6645 or by e-mail on the internet at ZHUX@CESMTP.CCF.ORG.

Sincerely, '

s
XiaoweiZhu, M.S. DABMP
Radiation Safety Officer

n
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ISOSTENTS FOR RESTENOSIS INTERVENTION STUDY (IRIS)

.

,

FISCHELLS ISOSTENTm with delivery system
.

PRODUCT CODE.'S: PS120
PSIt$35

_

Directions for Use: '"'''"""'8
-

adCLUS100t CRITERIA FOft WinI0LuldG PATIENTS
The htplantaban of the MSC4 ELL 160$ TENT shouW be perforened
only lly shysiaene see see esserienced in stendeed Palmee Schete
elevd sytplanlohert

Peasses och sysosomete serenery artery diseene who es etyhis .

ter helleen engeoplemty may he samfleaf in the leeSeere 4er
Restenacio httensenisen steady (IRIS) If Smy meet 38 of fle inessesn A earei,g einge,y seem eheute tie on eten6-try wnM sterft
e enne ofshc fus seasocol '% _ ^ _ _ . is being peftermed.

Oneo #ie physlalan has detes,vuned niet sevesculeneation is
twierwied for the ponent, the steenstre tenernoces y the sesent i*

The Pl8CHELL 1806 TENT sa plweed eterse 1er one procedvesnot ents,ed Irne the study siciude PTCA geslooft C M- only. De est reglerdee
sleesne P.8 esoneng (non.eadieseshe), sisemonel rni m. or
typass ensegefy er the stonesed wescol(s)

nose seens moy contest radd=aandaf'aa weh a limbed she'f We se

EltcLus40N CetttaraA the devices most he used Deheeen the DO NOT LASE BEFORE
paTE ofid tne 90 sect use. AFTER DATE rieled on the pectiege

patense endet be esch.ded frorn the ineStents for Restenose
inservefwort Stugy (llttS) If tney rneet acy of the IRt$ protocol C.,ning catheters seed enust howe numen anses wNeh are suiuele to

esciueen creerie. accommodate trw intseduction of tne SF stent denvery system. %s
requires e guide catheter size of et least GF Gnesmal carneter a'

14ARRieNtGS o.ase). when osmeenes are si the body, manipuistien should ondy -
be perienned under S =;- with redeogreptsc equ9 ment that

Use af this esveue comes the esecosted riehe of subacute
thromboeie, en escess of vasoAer complicatene and/or e6eedin9
evenes, ead en ineresees ioneta of heepnel seer whea camead Eresseswe msnpulation may cause dolodement of the steat from

,

tem comer nascon.
|wish bessen angsoplesey. Judiaeus seiseen of potents to focose

eue devue resor shen beteen engioplesW is strenefy advised 1

no e#0T petsINeLATE TheC BA1.1.OON CATHCTEft Trua could

intaction secondary to cor:teminetson of the starit may lead to cause Pfematuse espanoon and dislodgment of 950 etent from the
betoon, if any sessetence a emmentered while advancing theevene,seis, peewdoenewyerrt er ruewre Trar metal e4ent m*V

cause o speefn, destet ervestitetio#I. thrernbus, or could migrate shestn e stenstbelleen ensembly to the site of the pgyicusly seleted I

from Wie site of orgtent desyn the eftenal lumen. 8h== genon, Wie essembly may he drawn tnrough the guide catnoter and
increaucer shooth and the procedure esorted.

erutsfung of the artery may cause rephas and We giveesening
1 tdoeshng. Hooover, no instance of coronary edenet r.splure or sterft
; merasen from the see of arr'peent was esperted in recetit stuses of Tric sheath should not he weguirawn vntd the operator le ready to
! the nem redioecewe Palmet.schata etent. aapend the stent. Ira the event of medvertent advancernitat of tf'e

sheath, the entbe speesm should be vemoved from the pahent and
A8dislested Adverse Evenen oneshce system enauld be ututsed der twelment "Snueging" of the ;

stond on einevoeclerotic pieque et t's ofterial lumen may occur !! the '

} Teus 1 esas the entisseelse acherse fonctstineassepecesens tDf stent e advenood weht i the protectne sheeft leading to en
-

nacaEu. mosTENrs (p.s isosTENrs) which rnust i,e erneed inabiler to pleos the elent a the intended treatment site.
! en Die IRIS Canesechen paneert f"aren: .

DO NOT APPLY f 4eoATIve Petessustf YO THE CATe1ETER
|; Table 1. Andcaposed Adverse Evenen PRIOft TO PLACFMENT OF THE ETENT ACROSS THE LESION

(si poem (to) Presensed Angina AND RETRACTicti 0F THE SHEATH. This may cause poemmura
deiedgment of se egent *em the corrier bedece.(2)CAmG (1t) .; n r.

; ni noveconsielinfarcree i12)* ' + Acaments'

(4) Stent Throsnbetis (13)Vasculer C . . - _ .; ne e omosed resemmended tissuon innenen pressure vee of en
-

1

(S) assein C, : .- (td) 3eens Delivery Federes inneten assvees with a meneaneter is sesammended sharing Wie etent '

to) enernes oiseeason (1s) Scent magreservemeesomeon deswe,y gooandure. Stosas should be seed to assure fur nnatset
(7) Speem (14)VTAlF men the veneet osa. Stent wee conteet should Ipe vorWied through<

(4) Deled Embou (17) Brechyserqfie Recueme esubne anyegraphy and ;& rWe oltrasound. When seemed
49) 5dde Sennah closure Pacemester opp,epriene gmher eineesten of the scent uwy be eerfomeo uomp e,

1

larger daemotor bedeon seeister and/or a beeson catheter capable I

it. . r a.s.oree evene. of higher psessuse indesert

i' Any enhece dance veest not isted in TatJe t must be teperled to
leeSeest uslWwn 34 hours of the event Anheugh the egent detwery besloon 00tnoter is stron0 erough to

eenpend she stent wathout suptuso, straumfomnsist war of the semer
betoon Ilists to We stent and pfler to cernplete exper'nson of the

Leeel PN;DQ20s.7 '
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esent couW cauer she beseen to tocame issre.eg to sie seent, Meery syssem is 127 uit The euh=Je d.enarter of the system 1.

! seguming esepeal somoveL in case of rustwo of the helson, k SF.
+ should be weihdreen med. if necessary a new beheen eelheter

enchenged over Ihe guesewee to complete esponsion of the stent. Teen 2.tapenced omnt N4 -

Stefit inner Diemelet Stefit LAngth
i ame sh wies swo. insene.d 6, e a ene , nonce treewma == a ' a ='a $51 a**r

empt sesel, h Wie etent that hos er m0re olente efe used in a 35 snrn 14.7 mm
'

amen weaser. the meest lesion shouw he senneed amt, saammed by
secreme of Wie presdmal tenien. Steeting in th6 orde' alpresten the Elleve Phyetotopr. Adler eepenesori of tne sient by complete irfRetori
need to erees Ine presimal mient to place vie dietet stunt and '' 3h' ''' vier bessen, the smerosclerotic piacque e cornpmesed

'

soeusse tne esioness per semissuing se praeme seent. "e*m*18* $8'oessed media sna adventitielloyere of the saery h
1 meef mesti is incogersted in the arterial web en risointrmer cens

testen versneaste a panesely trneennend essme. esse eheuel he tenen to and emient owr the strum to A _ 4 cowerthe inneri eseuse the piedeoere is pieced wthm to hamam and not between surface of tie stent _ 7 .. ' anrief studies have shoum stat
I se etent and the vessel Ogieswies, inedwortant deiodgment of Ihe non radiendswe instet mesh ohnte are cosphant eseemwEstml a
j stent may sceas teseeig to mappregnete posesening er the stent. one M in We, and in # wee @ an deem h W ee9nery
; anenes. t: -- etiameti at autopsy hoo fvioriths postimplant
'

eseensee menenminee 6,negang gesan seveals that e emiter endotheliehrshon accurs toileweg stent
treipienlebenin husisee

i
A magnetic meanense imaging scan shouw not me petoemed until
its moisnend stent has been ( a -_ , oneseenassed (eight 'a """' ==e* a'a* * '*d**a d" '"* ***** * ** *

] weehe), ei seder to trenimize the resk of mqpaten of the seent under the MW "ISOSTEE stents wem co npietet endomeashcf
j e sereng sessenstie dead. N eterd mey emuse s ^7 m #9 4 ***lC8-

in Mf5 emme ahes to dieseson of the magnetic Esti,
,

l
CutcCAL PROCEDURE

<

MCE N Mothed. The placement of the stent m a riatnre coronary artery
i should be done fedowine standard parc,itaneous translummel

aprenery arqpaplasty procedures..

i The devine a encieeed h a eterile package. It consists of a belloorb
emperideble intrecoronary stent premeurned onto the belloca of a Dg W

1
4

i dehwe'y OMheter lhe stent /telleen assembly is covered with an
I truegrat asiasm. The utent le prwirtoed on tieN00n Gothseers wah This bisermonesi is sirovised as a suioe ano is not intended to estate i

; 3 snm (P$r.t* #0p and 3 $ fnm (PSI 1535) esmeter holloors. In the medtal prashoe For hemer see docussion in
i CM Anal the stents mit contam the redinisetcos psioephorous 32 WUtNINGS) Prothromben tones and Pe$at Thrornbopleate T>ne
i embosided beneem the surfans of the sneest Phosphorous 32 s a M and Pm zwes one powet counts snouna se cerameo et
'

pure hele emeng radioisotope win hafide of 14.3 days and hospeel ednuesca in enfer to establish patient case 6ne leweis j

'namenurn soie energy o' t.1 naev
Prior To Stent enplercation.

h eheath is intended to p*sted the einrd/haanaq asse ntWy and epinn (non=enteric coelt:0, non-Duflered) * $29mg po 4d e*
<

Wie coronary weasef as Wie saent fs being silvenced to the le>cn ee n0W5 pnorlo procedum
ee. - redopaline e250 rng po tHd a 0 6 nov s prer to procedure

(admetieter startmg 48 hours prer to proceduee wheaewer.

A "teck out" congponent a emached to me both end of the possabe)
i esm=eemisaeem eseemedy. Ytes carwonent womesins em shomm in
i the genect poedson in solesen b #ie antheter during heetten and DurMg Slord Wen *
! aduencement of Wie eevics ewenagh me yesouluture, R also psevente . Hopenna 10.00015.000 unes IV bolus depending on patefit

penestioe settessen of pie shoem weelit. then as needed to mainisin ACY abewe 300 scoones

A esser piosee yeshes,en shold is seteched twish a hhy-l'aret creer enemnetely Ator SeentImphritetson
| Wie estaf end of Wie stent delivery catheter and cavers the olent se Heperm o Oncentnue

se to mhbelse sodeohen espesu*e to the patient end heem care
! wentes.1he detal end of the rediaten enseed is designed to te neo Ib"*'ning in-Heepliel Phase, j

#e T.rA: et the paeng motheter "Y"adepter. - A*pris (sonenteric coated, non.bufh: red) e Conteve 325mg
90 (IEL

The rtSCHEt1150ETEPff weh delvery system does not prowse -Tsaopefeie 2So rns po but
les demi spo leyecdes er psonsure measusement with me guapemiro Haperm e Fonewes esiesch amoval (preferstriy 4 6 hours
in potatet because sia pefymer ess''ng of the inner tpnen es not 'o#88Ing 4 f ~^ of **ent implantnan) esnd essas nas
oisented to tehstand kitemet pftesures greater tier. 290 pet g hommsamma pne hope'in 5,000 unis subouteneously q 12h for
shener isgeesissue eso seigehed, only enenuelirisessens isch o B ee er M Seems.
hoger synnge theuld tio esempted, assi esig w ten gie gusaunee ese

wwwreest t.eng Term Post 4: eat-
Ase r*a laea-*reene emetes, non-bvnered) - 325m,q po and .a

Ylw rieminor lenget of we seent le 15 mrrt The sapnt cenelefe of two C. , .

7 mm ang e gments eneweded by a 1 mm heid0s er aranhag Tlciopilline e 250 mg po bade for 4 weeks

~

The bndse tenadetes g ^r . of the stent though the coronery,

enseemr to seier insieme. m store fee teen posshad to emese
inetp,eroes tem the soneene are edges. The usante langui of she

Leba!Pti.0020s ? espe e2 of 3
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Psunsereuen er sw Sturet Dudhury Speserie seerd insomst Gemeter eheued meu:n es seghtly esosed pw enar uf,

'

the setesenced weseef demeter AB efforts should be taken to
corshsey sissed the esses dehuery synesvi peakese der demece to esauve that the seent is not under dested. For the protocol to 15e
Wie seanie herreef. Remous the slowsoe freen t'io peestege end tiras it IRIS trief as atente should be esteeted tedh N16revescuter ultrecound,

i in eten's salue. De fio( sumsve the cieer plastic sediellen eneis QWS) after high preneure begeert biReteen. Further eserit egensiert
; Wiet 4 peWeened over the storit et tne massel ernd of the cetnoter would se stoiceeed in eiese cases in wesen the seent le 1) not fuey

appened b Sie vessel tent, eeWor 2) stent symmetry is'esemed
DO 8807 PRC.AndFLATF Tws aALLOON CATHETER This ames ensapenas, smuser at tous enest ones.eace nel seus as not,I seuse premseure espensen and speisdemost of the eteet pem the espapnosely tage amassesed 46 ogscast safeseems seynent(s).

1 kegeen

CeseptomenesPressense
t DO NOT APPLY WEGATIW PftES$URE TO THE CATHETER
i pe490R TO Pt.ACEMEntf CF THtt STpri ACAOSS TM LESE 0N Fonowin0 anysgeaphe and fWS esa#rme6en of cor iplete satt j

i

, Aac RETRACTION OF Tif SHEATH. Ties may cause peernating edegunas sesnt supensson, somewe the coronary gunfew.re, beNoon
{ deledgment ef 9te sterd torn ste comer heeson colheter and guiding cathotr 0 weigh the sneath estroducer. The
i fousenng shesen semeest techreque etey matemsee one nok of access
'

neede ofincrednersees of the Seent Delhery System site comphcetsene. In the seent of access saa sempecetons
;4

unresound guided esapseases of emes ;n-- m,m: reay
)j Utdesag sundo#d proceduves for bedeen angsspisoty, en keeducer nedene the need fet heWher Wesopy

2 sleestn (a mewtiven of SF la recuses) inth a side ann adopter is
pissed in the temoral or brechal ottery end flushed weh sehne. Deconhnue hoperin fotoweg the end of the procedure. When the
unser S w sentrol, the eeduded eres is gency pasted edh ACT is less theri 150-140 seconds, verneve the sheaths Cypcany

; e 0.01e* essenery ;1 once the anoise is emessener a 4 s hows peas,reenduse) {elsedeld betese engespleely pengehee is petposted W peh tie
lenien grier to stent hiipienteBon. Cam 1should be tehen not to swer. Apoly geoin peesure for 15 to 30 mimnes as necessary. fonewed by,

sidste See testen, m enfer to minevure the potengel ter beacon e C clemp or tesnostop for 12 hourts A psessure boedece may be
engepinety fetatesi compEastons. The lesion may be intentenet'y appied and the peGent shondd serreen Set et bed for a maristnum of

j i.nder diessed. f'envanng e was e anengo (se nearsee y). Wie be'Isen 4-a haves.
ene=pesty casemr is weiesen. iosano tee :w.se s,e posemand

i normes the lesien. Fosswing sheash somowel and ecosse see hemestess tegn
! heparin 5,000 unas subcuteneously att2h x 3 4 doses
! Verdy the posteen of the sheath over the olent. L' ject saine teough'

e= sheeth to p.ses v. system end to tesmeses sheah wewrewer Asper:n and era.esaw should es eeniinued, se eeuwe for the tirne
' Push teio detal end of the redenost eteld esto the Td,-i..; periode descreed Patents takin0 sciopedine shou'd have e
|; seester Seed to the ausede cottator, then Wohlen the Tuohy-Gorst coreplete blood count drewrt et 2 and 4 weeks after sterung that

D secas the todasten shold. seest loosen the Tuony-seret on the mediceton to monsor for any signe of neutropense. This med.caten
redsstion shiehl omf sWwenee the sheetfted stonatelleen asserrev showid be discontinued k ; :: - ". If the white blood ceu count-

evet the 0 014* andaempe who inao she geWiesg catheter and then to tetts to 43,0o0 andair g 50% ofinessline weiwes.
ine site of the ,;- r 'r diisted lesen After esfwancement of te
see<4 datisery eyetem ismove the lodr aut devue tarn the tieck+nd THE FISCHELL ISOSTENT WITH DEUVERY SYSTEM IS,

of the stent deftwory system and loosen as Tuohy 4krat valve. PROVIDED STERILE. DO 8807 FEstE1HLJEF
,

unoer noemecepec noseawasen, ine snoem a puned esca espos2r=: Prescono under one or mom or she sonowing u a retents st.
i me scrit et sie lesen site. The refeneaue morners of the betoc. 4,733.466, d,739,782:4,776,337; 6,102.417;5,195.964.5.059.166

assheese shoued hreclust etw psoideusly sp6sted besion to emeuse others eendine,

proper pes *ennis of the stent Astedt biflorian devios and 3rdlate
ine essees to et coast s etmospheres of pressue but de not seemed PALMA 1-SCHATZ la e tredamerk of Johnson & Jonnson

; one tenease sveneman inflatten recommendation (see totHe Delow). keerweanooner systems co.
'

f506 TENT as a trademerk of looSterit. loc.
J Tende 3. Mesimum Aaramosesidad bdistion Prese4ere

h4animum Steetlangth et'
P#eeud Selleen Mecommanded Heminal REFERENCES
Caes Demeter treteson Proteuve Demewt3

PSI.1S30 3.0 m m a atm tit rewn 1 P'schmen. D.L. Sowege. M.R. Leon, M S.. Schatz, RA Ens. S..,

P58.t&35 3.5 even 7 sen 141mm Clemen. M.W, Hirohiedd. .I W .1messein. P. Reary. S , Waker.,

C M.. Gohlbesg. S.. Tate of Laesen Reteled Side Beanches efter

Weef sheentehen showAs be med en hnnene pouper empens.on coronery Stenene JAcC1e03;22:te414.
Fluorescopic vssuekoden sluring stent espanelon should be used in 2. Palmaa. J. C.. Winerter. A S Garce, E, et et, T.epensable

,
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Attachment -2 -Training NRC License No. 34-00466-01

Control 02384 (CCF"24/97)

Training Guidelines for Radiation Safety
'

i

All individuals who will be involved in the placement of Fischell Isostent study shall
.

;

attend the training to address issues as' outline in this ' guideline. The training will be '

provided by Radiation Safety, and Cardiology staff.

!
1. Radiation Principais

a) The units of radioactivity, occupational radiation exposure limits. Some aspects of !
natural radioactivity and background radiation. !

.

1

b) The specific attributes ofphosphorous-32. Dose to tissue from the Isostent.

2. Device Training

a) Size and appearance of the Isostent and shield.

Each stent will be crimped onto a balloon angioplasty catheter, covered with a sheath
and a sheath and a 1 inch diameter clear plastic radiation shield will be locked over the
distal section of the catheter containing the Isostent.

!

,

l

b) Inventory and preventing ofunauthorized removal ]~

Review inventory requirements specifically applicable to the storage, use and return of
the Isostent. Each Isostent shall be stored and used in the areas secured or attended from

: unauthorized removal.

3. Device Safe Han' ling and Use of Shielding
-

d

The Directions for Use which describe the handling methods for the Isostent delivery
system will be included in each stent package. The training review the section below

>

which specifically refers to the steps associated with the radiation shield:

Verify the position of the sheath our the stent. Inject saline through the sheath to
purge the system and to facilitate sheath withdrawal. Push the dista! end of the
radiation shield into the Tuohy-Borst adapterfitted to the guiding catheter, then i

tighten the Tuohy-Borst to secure the radiation shield Next, loosen the Tuohy-Borst on
the radiation shield and admnce the sheathed stent / balloon assembly over the 0.0H"

\
exchange wire into the guiding catheter and then to the site of the previously dilated
leston. After advancement of the stent delivery system remove the lock-out devicefrom

;
the back-end of the stent deliwry system andloosen its Tuohy-Borst valve. ;

|
'

-Also,

.

4Y

,

.-ee r w _ - _- .m .e.e. +w .-e - .- , - -w y- g- -<.e: wr et u |



._ . _ ___ _ __ _ _ _ _ _ _ _ _ . _ _ __ .. _ .

-

-

.; -

. . . 9 9.

-
.

Make sure to advance the delivery system forward into the body following looseninge

of the shield Tuohy-Borst.
,

>

Do not remove the radiation shield from the stent at any time before the ' delivery |
e

catheter is advanced into the body. If the radiation shield accidentally come loose and
the distal end of the delivery system becomes unshielded, slide the shield back over the,

stent's location and tighten the Tuohy-Borst Stting on the shield to lock the shield
down.

Do not examine the stent itself outside the radiation shield at any time.*

2

e - If the stent delivery system has been advanced into the body, but for some reason the
'

. Isostent cannot be delivered, pull back the stent delivery catheter until the stent is inside ;

the radiation shield, lock down the shield by tightening the shield Tuohy-Borst, return i

the device to its package and return the opened package 'to Radiation Safety for
disposal.

If the stent comes off of the catheter due to stent embolization, the investigator*
;

should retrieve the stent using standard techniques. Once the stent is retrieved it should"

be placed inside of the radiation shield if possible and if not Radiation Safety should be
contacted to provide an appropriate disposal container.-

All personnel should avoid any direct handling of the bare stent with their fingers if*

possible. If not possible, the wearing of surgical gloves will reduce the direct contact
dose rate for a 1 uCi P32 stent to less than 100 mrem per minute.

4. Patient Control,

!

5. Principles of Quality Management Program;

6. Emergency Response3

7. Applicable Institutional Policies
,

f

4

- I

.

.

2
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March 24,1997 -
License No.: 34-00466-01

: Control Number 02384

Attachment -3 Emergency Procedures

A. In the event oflosing the Isostent during the procedure
i

a) Notify persons in the area that loss ofIsostent has occurred.
b) ' Do not allow any one to leave the immediate area.
c) Notify Radiation Safety immediately,
d) Radiation Safety will survey everyone who was in the room, with a sensitive survey

. . meter before anyone leaves the area !

! e) The area will remain closed until the Isostent is found or the entire area is' surveyed
with a sensitive survey meter by Radiation Safety.

.

.

f) Immediately notify the Radiation Safety Officer to facilitate proper investigation, I

records and reports.
.

! B. In the event of medical emergency
"

I

A cardiac surgery team MUST be on stand-by while the Isostent implantation is being
performed. j,

i i

a) In the event of a medical emergency, the Isostent should be retrieved whenever
p medically possible from the patient,

b)' The Radiation Safety Officer and the authorized user physician shall be ' formed ;
i m

immediately to facilitate proper investigation, record keeping and report filing.

|

|

|
l

l

,

I

'

e
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Attachment 4 Inventory Procedure

The Isostent 'will be delivered to Radiation' Safety and stored in Radiation Safety.
'

j ' Radiation Safety shall initiate an inventory record to document the serial nurnber, date
received, radioactivity of each Isostent (on calibration date) received, and total number of

.

t.

un-expired Isostents in storage at the date ofreceipt.

Prior to the procedure, Radiation Safety will deliver the Isostents to the designated room,
at the anticipated procedure time. Radiation Safety staff shall record the removal of the
Isostent from Radiation Safety to the procedure room. The number ofIsostents, delivered

;_ to the procedure room, the identification of each Isostent and radioactivity of each
' Isostent shall be recorded by the Radiation Safety staff and verified by a second trained
individual from theIsostent study.

>

Before the Isostent is implanted, the Cardiologist shall verify Isostents delivered, and
'

select the proper size of the Isostent.
,

After the Isostent is implanted, the cardiologist or the authorized user physician shall
record the actual Isostent implanted in the patient treatment record. Radiation Safety shall
update the Isostent inventory record and return the unused Isostents to Radiation Safety.e

.

Radiation Safety will penodically check the Isostent inventory. All expired Isostents will ;
, . be removed for storage-for-decay. The Isostent inventory will be updated after each

|| removal of the expired Isostents. !
-

i

4.

;

I

)
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Attachment 5 - Quality Management Program

The Cleveland Clinic Foundation

Quality Management P ogram - P-32 FischellIsostent

1. A Written Directive will be prepared before administration

The Authorized user physician shall indicate the radionuclide, number ofIsostents, and a range of
the Isostent strength (in radioactivity) for the specific patient on Isostent for Restenosis
Intervention Study Record (IRIS Record).

'

Written revisien to the written directive may be made prior to administration of the treatment.
The authorized user physician must sign and date the rt;dsion of the written directive. Oral
revisions are acceptable, if a delaying to provide for a written revision willjeopardize the patient's
health due to emergent nature of the patient's medical condition. Changes resulting from an oral,

revision shall be noted in the patient's record humediately and revised written directive shall be
signed by the authorized user physician and dated within 48 working hours.

4

!
2. The patient's identity will be verified by more than one method prior to administration.

: The patient's identity will be continned by the authorized user physician, or a cardiologist for the !
.

study, or a trained nurse, or a trained research coordinator for the study. ConSrmation will be by !
two of following: patient stating name; confuming with patient record the birth date, or address, or
social security number, or signature; check the patient name on the patient's ID bracelet, hospital ID
card, or patient's medical insurance card; comparison with a photograph of patient's face. The two

-

methods used will be documented on the checklist and initialed by the individual performing the
verificationin the(IRIS Record). :

;

i

3. Before the administration of the Isostent the removed shall be verified '

Pdor to' administration, the radionuclide, number of the Isostents and strengths of the Isostents
delivered to the procedure room will be verified by a second trahied individual (authorized user

, physician, or a cardiologist for the study, or a trained nurse, or a trained research coordinator for
the study). The verification will be recorded on the IRIS record.

;

- 4. All individuals will be instructed to seek guidance from the authodzed user physician for clarification
if they do not understand a written directive.

All personnel involve in implantation of the _Isostent are instmeted to seek guidance from the
authorized user physician signing the written directive if there are any questions or incomplete

.

} d'

..
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infonnation If the authorized user physician is not ima-Amly available, the treatment should not be q
initiated until clarification is received. ;

; .

5. Verify the Isostent to beimplanted before ad. 46.Gon -

'

Before the Isostent is implanted, the Cardiologist who perfonns the implantation shall verified that the

o radionuclide, number and strength of the Isostent.are in accordance to the written directive. The-
i

Cardiologist shall sign the IRIS record for the veri 6catiort - !
i

6. Veri 6 cation ofIsostent adequate expansion
,

The adequate expansion of the Isostent will be confirmed by diagnostic procedures (e.g. angiography)-

as determined by the Cardiologist or authorized user physician.
d

i 7. Record of adminstration:
'

"rv..ydy aAer the implantation, a record of actual loading information (radionuclide, site ofimplant,
and' activity of the Icostent, and that the Isostent a pentanent implantation) of the Isostent shall be
entered in the patient's chart by the authorized user physician or the cardiologist who performed i;

implantation. ; The authorized user physician shall review and enter the actual loading information to - -|; <

'the IRSI record, date and sign the record.'

]

!.-
8. Each administration shall be reviewed to ensure treatment was in accordance with the written
directive.

- Following completion of treatment, the adw&b. tion dose will be compared with that prescribed.
The authorized user physician shall sign and'date the IRIS indicating that the administration is in |

*

accordance with the prescriptions. Any unintended deviation will be noted in the IRIS Record.
Immediately report to. the Radiation Safety OfHeer (RSO) any deviations greater th +/- 10% to
permit proper investigation, reporting, documentation and follow up.

;

1

The Isostent study shall be reviewed by the RSO as per "The Cleveland Clinic Quality Management 1
,

'
Program; All Aspect ofQuality Management" as applicable.

i

.
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WINNIE ZHU. CLEVELAND CLINIC 216-444-5199

suuscr

AMENDMENT REQUEST DATED 2/25/97 (LN 34-00466-01, CN 02384)
i

suMunar.

I CONTACTED MS. ZHU TO DISCUSS THE INFORMATION PROVIDED IN THE 2/29/97 LTR.
I. INDICATED THAT WE WOULD NEED NO FURTHER INFORMATION REGARDING ITEMS 1. )AND 5. OF.THEIR LETTER. HOWEVER,'WE WILL NEED THE FOLLOWING ADDITIONAL j
INFORMATION.IN ORDER TO EVALUATE THE REQUESTS.IN ITEMS 2. AND 4. OF THE '

LETTER:

PLEASE PROVIDE THE FOLLOWING INFORMATION REGARDING THE FICHELL P-32 STENTS: 1
|

g 1. SPECIFY THE PHYSICAL FORM OF THE P-32 (ION IMPLANTED, PLATED, LIQUID, ' |
,

ETC) THAT'S USED IN THE STENT,.THE ACTIVITY PER STENT, AND THE TOTAL
|ACTIVITY THAT.YOU WILL' POSSESS. ALSO SPECIFY THE NAME OF THE STENT |MANUFACTURER;
J

1
'

2. TRAINING THAT WILL DE PROVIDED TO PERSONNEL INVOLVED IN THE PLACEMENT
OF THE STENT;

13. ANY SPECIAL EQUIPMENT THAT WILL BE REQUIRED FOR THE STENT PROGRAM (EG, )SPECIALIZED SHIELDING OR HANDLING EQUIPMENT);
I

4. PERSONNEL MONITORING;

5 .- RULES FOR THE SAFE USE OF THE STENTS. IT MAY BE HELPFUL IF YOU
PROVIDE A COPY OF THE PROTOCOL YOU WILL USE FOR THIS PROCEDURE;

6. EMERGENCY PROCEDURES;

:7. INVENTORY PROCEDURES; AND

8.- MODIFICATION OF YOUR QMP PROGRAM TO ADDRESS THIS PROCEDURE.
'

1

9. ALSO CONFIRM THAT THE. PROCEDURES YOU ALREADY HAVE ON. FILE FOR
ORDERING, PACKAGE RECEIPT, AND WASTE DISPOSAL WILL BE--FOLLOWED FOR
THIS APPLICATION.

.IN ORDER TO CONTINUE OUR REVIEW OF YOUR REQUEST TO USE THE HDR UNIT FOR
ENDOVASCULAR THERAPY, IT WILL BE NECESSARY FOR YOU TO PROVIDE _THE FOLLOWING

zINFORMATION:
1

1. PLEASE DEFINE / CLARIFY THE TERM."ENDOVASCULAR THERAPY";
4

2. SUBMIT A COMPLETE DESCRIPTION OF' THE PROTOCOL YOU WILL FOLLOW.FOR THIS !
. THERAPY AND, CLARIFY THAT.THIS USE WILL BE FOR RESEARCH PURPOSES;,

,

-.



1
-

I

, 3". CONFIRM THAT THE EARCH MEETS THE REQUIR OF 10 CFR PART 35,*

SECTION 35.6. IF THE RESEARCH FALLS OUTSIDE OF THESE REQUIREMENTS'
*

, ,

(E.G.,-NOT SPONSORED, REGULATED FUNDED, ETC. BY'A FEDERAL AGENCY _THAT.

HAS ADOPTED THE " FEDERAL POLICY FOR THE PROTECTION OF HUMAN
SUBJECTS"), PLEASE CONFIRM THAT YOU WILL OBTAIN " INFORMED CONSENT"
FROM THE RESEARCH SUBJECTS AND THAT.YOUR IRB WILL REVIEW AND APPROVE lTHE RESEARCH PROCEDURES;

l

3. THE HDR DEVICE IS NOT CURRENTLY REGISTERED FOR USE "ENDOVASCULARLY".
THE DEVICE REGISTRATION WILL NEED TO BE AMENDED TO INCLUDE THIS USE.

4

PLEASE PROVIDE A DESCRIPTION OF ANY UNIQUE EQUIPMENT OR APPLICATORS
THAT WILL BE USED FOR ENDOVASCULAR THERAPY. IF THIS USE WILL NOT
REQUIRE ANY NEW OR UNIQUE EQUIPMENT, PLEASE INDICATE THIS IN YOUR
RESPONSE.

4. CONFIRM THAT YOU WILL FOLLOW THE PROCEDURES CURRENTLY ON FILE FOR THE
USE OF THE DEVICE (OPERATION, SAFETY CHECKS, CALIBRATION, ETC. ) ;

5. DESCRIBE ANY ADDITIONAL TRAINING THAT WILL BE PROVIDED TO THE STAFF
(NURSES, TECHNOLOGISTS, ETC.) THAT WILL BE INVOLVED IN THIS PROCEDURE
AND CONFIRM THAT THE PHYSICIAN USERS WILL MEET THE QUALIFICATIONS OF
35.940. ALSO IDENTIFY ANY ADDITIONAL STAFF THAT MAY BE INVOLVED IN
THIS PROCEDURE.

ON ORDER TO CONTINUE OUR REVIEW OF YOUR REQUEST FOR "IN-VIVO" USE OF THE
RHENIUM WIRE (SUBITEM JJ. OF YOUR LICENSE), PLEASE PROVIDE THE FOLLOWING:

1. CONFIRM THAT THESE ARE "IN-VIVO" ANIMAL STUDIES, NOT HUMAN RESEARCH
STUDIES. ALSO CLARIFY THAT THESE ARE TEMPORARi NOT PERMANENT
IMPLANTS;

2. SUBMIT A DESCRIPTION OF THE STUDY AND INCLUDE MAXIMUM ACTIVITY PER
ANIMAL AND THE TYPES OF ANIMALS THAT WILL BE INVOLVED IN THIS
RESEARCH, (E.G., RABBITS, DOGS, COWS, ETC.);

3. DESCRIBE YOUR PROCEDURES FOR HANDLING THE WIRE. CLARIFY WHETHER THIS
IS PRECUT WIRE OR IF YOU WILL BE CUTTING THE WIRES. INCLUDE THE
MAXIMUM ACTIVITY PER WIRE AND THE ACTIVITY THAT WILL BE USED
ROUTINELY. IF YOU WILL BE CUTTING THE WIRE, INCLUDE YOUR PROCEDURES
AND ANY SPECIALIZED EQUIPMENT THAT WILL BE NECESSARY;

4. DESCRIBE THE RADIATION SAFETY PROCEDURES YOU HAVE ESTABLISHED FOR THIS
USE. INCLUDE THE SURVEYS, CONTAMINATION CONTROL, PERSONNEL
MONITORING, HANDLING EQUIPMENT, INVENTORY PROCEDURES, SHIELDING, AND
ANY ADDITIONAL INFORMATION WE MAY NEED TO EVALUATE YOUR REQUEST; AND J

5. A DESCRIPTION OF THE FACILITY WHERE THESE STUDIES WILL BE DONE AND A
DESCRIPTION OF THE FACILITIES USED TO HOUSE THE ANIMALS. ALSO INCLUDE
THE INSTRUCTIONS YOU PROVIDE TO ANIMAL CARETAKERS.

!
ACTION REQUIRED

PLEASE RESPOND IN DUPLICATE, WITHIN 30 DAYS, AND REFER TO CONTROL NO.
02384. REQUEST FOR P-32 STENTS AND HDR FOR ENDOVASCULAR USE WILL BE
FORWARDED TO OUR HQ STAFF AS A " TECHNICAL ASSISTANCE REQUEST", WHICH WILL
REQUIRE ADDITIONAL REVIEW TIME.

NAME OF PERSON DOCUMk.WTING CONVERSATION SIGNATUkE DATE- PATRICIA J. PELKE j
. | 3/14/97 {
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