
E. R. Squibb & Sons, Inc.

P.O. Box 191
New Brunswick, New Jersey 08903
201-545-1300

SQUIBB

CHARLES L. KROLL, Sc.D., director

regulatory operations

Nuclear Regulatory Commission
Washington, D. C. 20555

Attention:

Gentlemen:

Mr. Nathan Bassin
Radioisotopes Licensing Branch

We hereby wish to supplement our specific license 29-00139-05G,
which provides for the distribution of Iodine-125 containing
in vitro products to persons generally licensed pursuant to 10

CFR § J1.11, to provide for an additional product, Digoxin
CLASP RIA Kit; each prepackaged unit does not exceed 10
microcuries of Iodine-125.

Copies of the printed labeling components which contain the in-
formation required under § 32.71 (c)(1) and (2), (d), and (e) are
enclosed. For the purposes of this supplemental application,
only those portions of the brochure, which accompanies the pack-
age, containing information pertinent to 9 32.71 (d) and (e) are
being submitted for review; these are outlined in the attached
brochure.

We trust that this information will be adequate and look forward
to your approving this supplement.

Sincerely,

/lc
-Enclosure
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SQUIBB LOGO
Revised

(TM)
Digoxin CLASP RIA Kit

For Quantitative Measurement of Serum or
Plasma Digoxin Levels by Radioimmunoassay

For IN VITRO Diagnostic Use
For Professional Use Only
DETERN!NATION OFSERUM O".LASM •A4IOXIN'UVELS B

'ADIOIMMUNOASSAY\ " 6 0
Mlsuremcnt o•body con•iituents or •Lminister. compoknds by the
techi ue of radio nmunoassay-,pffers a bibanalytical, ool that combines
the exitrme sensiti of radioisotope rneth.Iology v,•th the exreme
specificity\qf immunolo "cal techniqbes. The pro edure rec•tires a specific

ntibody, a rbjiolabcled a en, a pure"kample of tfile antigen'to serve as-a,
rence stan'ird, and a cans of se"paration of~free anti' n from"

antb dy-bound a igen. The p cedure follb.s the basicprincip/eV sat-
uratio nalysis, wh&t there is co petition between labeled'and unlab6eed
antigen a fixed nurri of antibodybinding sues. As the cmrcentra iO

•of unlabec antigen (the ubstance, aiýXally being'oeasured) ihcyeases.-\
Jibs of the ad radiomlbeie'&antieen wiflf e bound to the antiboýy.Ž.hen

eqbiibrium has b nreached i'he antigen-a libody reaction, the free hQd
boun n, omponents the mixturre separteand the relative amounof each"re determin by measu the radio .ivity of th"-&eparated

\componenlThe absolI quantity of labeled an.t n in the sahsple be-
analyzed deter-mine compann, the assay r Its to a standard

c prepared th known a nts of the u abeled antig-

I the goxi CLASP IA t, an 'bod to *ox
aise. in N Zea nd wht e ra its y admini . atiI,

of igox cou ýed to human serum lbum'iP) se-yes s
the ecif ant od urifi d digo igen la ed
't I se es a the ele antig , an purr ied

di Min s use as a efere ce st dard. The peci ic
ti dy digo n is inke to t assa test ube

to ac1 ita sepa ation f fre digo *n fr ant body-
boun d n. In isso id-ph e sys m, t_ ant'
o~dy-b und igo0n wil remai on e wal of t e N

tec tub , ad th free igoxi will e rem ed, en
the ncub e ipou d fro the est t e. D oxin
level are pr sed nan rams ng, 1 9 g)

digoxin er m li.te s or p sa g/ml).
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RATI LEroýcs b r mmnoe mc ement of sc'rqn or plast levels of ,xin by ra jinmunoas-
sa as prov to be a vaatsable adjun n the cli. [diagnosis fdigoxin
toxic Sic esve w.rulto o digoxin IS iajor fact in the
develop ent of t " city, and there is some onstancy t yocardiur-to-

m dig nratios, etemlinatidn ofserum niýoxin conc tration can•
of 1pinthe agnosis digoxin inmbx(cation.1 "

Me urement f ser m lasma digbxin by radhnmunoass ,has the
-,dvanta ofspee and simplicity over thiNoriginally'bed double-isotope

d ~ative Lhod has lhe dvantages btysimplicit and speci ty

over ioassay thods.\ 6 Rb meth
has yic ed resk tht a ig reement w.ith results dbtained by

adioimin oassay,kut requi a day to tamn results, ersus one our re-
* red for ra i mmu ssay.5

e u 1i tio of lid-phase echn ogy\
ea si ii ,kes he s6 ara\ion p oceduze

an red ~es -te nip ati s ass ciat d
ith he est Ipoc ure.

The igo .n C P IA u. u izes
lab e ox eni in ieu

label oxintha semp in many the pro dures de ribed in
the ratue. he use o r rther an H o the pr lems ass iated
with pie pr araion availabi. of liqui :sintilion o ng

\eupe In add* n, the us of inteirna ounting saqdards t'o rreeo
"=enh oeiated`.ith the .'ance of'%riable quaitties o e ig-
m tsr her"lobin6 is voided W. the 1"'1'bel. The ha -life •o s e a iX m
60. ay:s. ays in a complex ishion wiih- rm -io
x-rays d gamma ays who', radiatio energies 'a 27.4 ke.nd 3R Y
ke, .es tively. Th energi are wel ithin t o c biiof modem lid cryst a roa Ila ion et ee . ncmission" amma eeors er o e a
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OXIN C'ýEMICAL A34DB.IOLOG'11SL PROPER S
Che icalPropetties: Digo•,. s a pure giycoside obtainc from the leaves
of Di 'lis lana•.Like all diac glyc oIdes, digoxin onsists of a
teroidal rtiopk or ag ione, and lycosidic'lntrtion, consis g of three

itoxose s ar residues. Digoxin is rmcd uporr'artial hydrol,,s of the
nat 'ly occu g Lanato~sN C found ia Digitalis "a~zata. it differ. rom
digitoi by the p sence of a)-, extra hydr ',yI group a'te C-12 posion.
Because this stru ral differe ýe, digoxiniows iere .d polarity anh\
decreased id solubi , resultin in a miark• difference " the phar-

cokinetics the two c pounds.
e pharmac gic activ of cardia glycosides s containe xclu-

si ely the steroi l 'agIyo or genin oI .on of t -molecule.. he
sugars p s itr.ic aciviY but they e the ph acologic
vty 0t" ycone se ý"ral times, esumably .Kincreasing lubility or

e-aneing thability of th'drug to p etrate cell .Nmbranes. •.e phar-
mae ogically ive aglycon.,portion o tle digoxin rqolecule, de~id ofthe su r residues is referred tas digoxi•cnin, and is he radiolaJed

compone of the Dlg xin C.LAS1 RIA Ki
iological operties: igoxin is wNl absorbed otm the ga. rointestinal

tr t, with ap oximately 0 percent ol.kn oral dos being eventually ab-
sorb . Follow oral adm* istration, pea serum lev are found'ot one
to two urs. Absotion is no iminished b lfod or fas'iqe g althougte

ape of e curve de ed by se r levels has omewhat Ier and mohw
e in d e d p . Y2 i g . h .

en? a co-worke administ d tritium lab led diSoxin human.subjec and fou a more o ' ess const t relationshpN _,een iss and
serum Ic Is Con ntrations ofdioxin - e always higkest in the h&•1tQ•

]lowed b iver an idney. Tht>,atio betwe i heart and se'rtm concentra .N
zio was rathe constant t 30:1 ." ThIrelationsh'ibetween tissl, and serum
conc tration the faly uniforn serum. eoentration ov several
hours d~ing the p t-absorlsve phase,R rovides th basis for the inical
use of sc digoxin etermin .ons?.

There is e contr 'ersy asa'c the natuiýr of the bin ng (sffecific
no cifie), b1 it is gen.ally acce ed that di xin forms ,omplex with
the ma me rane-bou enzym Na2, K.ATP-ase. has been
shown at all car c glycos es inhib ATP-ase tivity. in c diac and

er tiss •, and th, concent'•tions ca -ing inhibitiýn are in range
kn wn to use a po 'five inol pic effe t As wi•I other caWiaegly ides, di xin acts pi iarily on he heart, ( I) incre'e the fore f
systoli ontract (2) slo0 onductiol'n d leng.ten theirefrbtory perio
hrough AV no and bund of His; aih(3) alte vardiacvagactivity.

Digoxin excretex argely I nanged in e urine. oss in the s ol ac-
unts for a 1•o I pCre t of a sin dose, ," h virtual all Of this cing

d d from bil Of clint -I importae is the d ect relat.t ship betw •n
f1onrular fIltratio rate an fe cleara e of digo in. Patie • with renax
upait nt have a sti ificantl rolonge serum ha -life and 'tnd to ac-
cumulate •e drug. AnL hric su •cts exhib' a very I , serum alf-life
and have m kedly increa.d cxre n ia the ool, appi ntly rep rent-
ing a seconda adaptive me anisnm limiting fl• progres ye accum a-
tion of digoxin i uch patients.



CWi CAL APPLICATIONS
.'iTe climn'eu use ol di ii iiis "lod its ýcomnponc ,lycosides ,iskcompanied
by a disiressuýly hilig prc va chic ot fx ic ntahlct,15 e lih n•i serlious
.of which arc arrt&ihiias and distiurbance o coiduciilti. Many "act(ir•,con-
tnb~utIe Ii th dv mient of digitalil. ,toxicity. with IO~aps (lie moiist i I
portaqt factor bcing , accuiiultation o SXcessive amniun •of digitalisth : " ' " ' " d .n:th" n

the ~l•y~dnd in tht my ardiumn in parhicuir,' Since (here i. -degrce of
correlatio, Letwccn serum .r (d tissue levels o'di.ox in, the nicas ninewt of
scrunm digox levels provide. useful inforfriatij in the diagnosisý fdi-o•xin toxicity.•view of thei i•ltiple factors go h ding insdividiia ,-

Sl se to cardiac g. cosides. howe •r, it niust be stre•. Led that scrum di•,
goxineasurements .uld he viewe., just one of ia important fac- L

tor s to b cighed in a co cplx clinical ser,. I
•Thcmea renent of sert digoxin ecve s in conjunction w•. careful

's•nvestigation •adherence to esscribed mediclion schedules, s• also
b'en of value in dctecting patient. •who fail to coila~ with the presce ed•

dos~~d'- regme. i. ..... dif i

ties from nume of a .. atories. using vera! differentchniques,
reflect substanti agreement co eming serum op'Lasma digoxin. vels in

xltients receiving Xtu41 doses of tfti~drug. Belier e?'- I conducted aqro-•
s tive study of 93 onsecutive patts admitted to medical servicmr t
their.mstitution, to descbe the prevalece. and epidemiogy of cardiacf
digitalis oxicity, and to c elate serum c diicntrations of shdoxin (mea-l "

sured by r a~ioimmunoassay)" kith clinical an~d. biochemical da. Fifteenpercent of the (atients surveyed ,wre taking dig t odis on adm ission.th d of
Std23 percenucrc definitely toic, and 6 percentpo, ibly toxic. de-

tet.ned by seriagrectrocardiogranns. There ow'as a digni icantly gren
prevlesnce-of advane heart disease,'f.derlying atrialBf11 rillaionn.- ano-
rexia,aute or chronic lmonaiy diseas,\aend renal failuc in toxic pa-
tients, ver nontoxic patiets. Mortality w us more than twicn.s high in
the toxic groimversus the i noi xic group. Themcan serum digxin con-
prentration in*tho patients was "33-- 1.6 (tk -S D\.ng/minl , whercts. he

2 leecl, n the dtoxic group "" and 1.0 _e± cniog/,ut (p<O.O0c-. de-
degi of overlap bet en the two gran ps was somewifiatgreater than re-N
portedvki other investigrs, and was a r(ibuaed to the prspective naturen .
of the stu and the long te intetral (ic., ,up to 48 hoursOb&etween the
last dose of pni.Mtalis and the aormane of thserum digoxin as tv. It was
tphasized the x because of the o verlap of serum.digitalis levels clini-
c ly toxic and no- o xic patients. e reliance on3t tese levels for the,-
terlion of theprlpnb e or absenceth f digtals toxwo te s not warranteth
Knowrbd ge of serum lycoside leve ' was found most. Useful whena.r
weighedi" " he entire cli context. th
fIn a previbst study, Smitfnd laber t1 rep"I ted a mean setm digoxin

lvdel of 3.7 ± ý (S D ) ng/n~ r for toxic paticss, and a mean 1.4 ±

0. Ng /ml for no -is patients. inety percent hipatients witho cvi-dene f toxicity had aerum digoxin"neentrations ofa. s ng/mI or s,
while 8l rerent ofth thoxic group holevels above ng/ml. Blo]e '
samples fr these patien wereobtained tween 8 and leours after the

•last doseot doxin. " \"
J•o-hnston et is• reported m n plasma digo*in levels of 0."9,,±-' 0.19* ng Irl for adequb ly digitalize"atients takingk5 isg of dipo*n per

et ng 0.5 mg pday had a meanlasma level of 23 h
0tferia for digitad

ftoxicity ha m ea n digoxi evles of 3.15 0.25 ngml the 0.25 mgo

',ay dosg. d .0±I. n m for th 0.5• mg !day do .ge. All but'w fite tof ptitsho ed some degr of renal insufflY eney. In
thisaludy, te be was drawn asbsay three h ns after the last italis

asdose. f oi.. ,.,
Johsto. et a15 r re rported o n lsa group of 93velI digi. taiz.d 9

\e2t uan 2i atients eons r o mean digoxinvel for the non-r
d patt s 00.4y-3..ng / ), while the

ftoxca groupg ý5 gp a had ca pealasma. lvel of 4.23 g l twaocue

that t0 mdifIfentepaents n n udigoxi tchIs in toxic an f ntoxie
patiens'ssgiia hwvr ti ere oelpping di ~xist.
It wa l nlddt th lo ,pcsold •withdr awn at Ist

g in level."• •

koic yl halmea urd seuoxi n levels agru of 3.1 adulngml th pa-.

nofa _- 1 S E) mI for

10 oticat i e nts d% a ea I1l f .±I. ng Iml for t .5m d gAlbtoi

aents ealacu*• f8 pr'Iwsrpr rd for the met 'ld in

nlon stic patietsa seruni dl xin le'vels 'low 2 ng lm 'while 86 percent o ie t tiC p i cnts had Ies s above 2 /l. Blood real plcs were I
tsdrw be e 5 a a d rw y ttrters afterr laset diglat dos.

Iarei c ril.Sitln laecosrvdttdspitec thce ultiple

Zeg abesnoto ltieii reportdioac i ros ofs to el digitis alysizde si-

nts an 2idc•.sihg cons s rerti oxin lees igori. tortoxcpa -.

conpatdwnti ni near y_ all . iilics piihl is. d to late: Il,
sttuy o a etp .c b e onl etxcep ng. Results Ii o lver I.0(X.

it sn teels in to iens withl xic tan-
dil nce ttw- i the n tox f Ia i. withouti xicity.

Thayien it atil tn despithote sir, i riaii deir overent can levlst.ow

Ithwats arh 'r nlueve i t he choke whICshoulda v wifferent wn astoi frut

Xi t s arti dig .tin They tlycn e that s met a digoxin

.w etIme-rdse1 x ees 1 ru othe 19adult pa.tr

lvlar otn meal Ic t lrftdn•e w I foter r I toxic

jaleitss itheinicsone xt
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REA N~TS

e Dig in CA P RIA 't is av lable i a
10 tube ckage.ý Each it conta s 5 via\ls
of •I Digo igenin lyoph ized, wth a tot 1
ativi of < 45 mic NC rie r vial nd con--
tal ing ffers, a cF.r~r r, an a prese -ative);.
6 via s of igoxin tanda (1 ml each,- 0 \g,

5 ng, 1.0 , 2.0 , 3.0 g, an S5.0 ng
wit a p serv ive); 0 Digo in Ant :ody
Coate Tub (wi a bin 'ng age t); an 1

al o igon Co 1ro1 (1 in eep
seý wiLh ap serv ive).

WARNINGS
For In Vitro Diagnostic Use. For Professional Use Only.

Note: This radioactive material may be received, acquired, possessed,
and used only by physicians, clinical laboratories or hospitals and only
for in vitro clinical or laboratory tests not involving internal or external
administration of the material or the radiation therefrom to human beings.
or animals. Its receipt, acquisition, possession. use, and transfer.are sub-
ject to the regulations and a general license of the U S Nuclear Regula-.
tory Commission or of a State with which the Commission has entered
into an agreement for the exercise of regulatory authority.

In vitro nical Ia ratory testiý with the 'ioxin RIA Kit re-
uires only"generalcense f'romc e U S Nu . ar Regulatoyommis-

n. The gený l licens s iss.ted to, y physician. linical labor ry, or
ho *tal who oh ins a vaated regist ed U S N Form 483..This
form uist be sub* ted in Sri icate to the S N R C. e possessor a
general •ense is so ct to th vonditions a limitations. nder 10 C
31.11. (A cific licen is avaifije from the S N R C quantities
Ilarger than2 micro ui esX

PRECAUTIONS
The by-product material should be stored in the original shipping container
or in a container providing equivalent radiation protection until used. Ob-
serve the following precautions in handling radioactive material: I) There
should be no pipetting by mouth; 2) There should be no smoking or eating
while radioactive materials are being handled: 3) Cover hands with rubber,
gloves during and wash thoroughly after handling radioactive materials;
4) Wipe up spills quickly and thoroughly-add the contaminated materials
to radioactive waste matter; 5) Solid waste can be stored until it decays. It
may be discarded in the customary manner, after removing labeling. When
the radioactive material used has a relatively short physical half-life, con-
taminated material may be stored in a specifically designated area in a
covered metal or plastic container conspicuously marked with a radiation
caution label. Monitor each piece of material for radioactivity and store
until the decay can no longer be measured.
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STORAGE
The Digoxin Standards, the lyophilized 125I Digox-
igenin, and the Digoxin Control must be stored
below -100 C. The Digoxin Antibody Coated Tubes
should be stored at 20 to 80 C.

V LLECTIO9 F BLOŽ SAMPL_ OR ANALYSIS
An.ropriate q ntry of bI od should ,collected frbqi a peripheral vein
using 'tandard blo collecti tube. The quirement fo. an anticoagu-
lant in the be will on wh er the test il be condul, don serum

lasma. d samples at are no rocessed the day theare col-
lee , should stored un refrigera 'n. Serum plagma satIcs
su oenif ayed w in 48 hou f sample .ection.,,

Th onsiderabt litet n the tim ct which the
blood samp hould bc d . n folowin th last do of digoxi with in-

als ranging m3 to48 rs bein re ned. Red 1 claims -. t an
t te I of 24 hour, rovided a st. dy stite co *tion that g the mos

liable r ection of the ýn cone r in t myocardiu and gave
good day day reprodue' lity. Mos ter investigwor.s usedc nt, 0l o

to 12 hours, with the genie consensus ing that an terval of at ast

e'od .olt n..aId

S rs houl allowed tor sru or plas a conentro "ons to reaeh
plate Regards f the time in val used, it -'strongly r.- m imended

f t -thc• interval hecorded ,c secimen iwn,,and t d'oxin

•tmei rv ,'• e i s\

evl e x sed in ng for ch eo time inev ti efe 'dnt
t'-che g~reateydianostMic 'uracy wil Le riedb e. blishing to e.
an nuxic lev~ 'a pclc'm nevl ame lvl dtm n

tcrvuls , ould beN us tor suobsciequii diagnlostic sit . es.
In-atit n to specili ig the time i nrval between ood ealleeti and

foSt l,ýdig i t dose, the 'it ient hkisoryv miul be thor hly scrutii .'d

mint red to the ticut in thie ekor two a mdiatelyfprio t) the di-
goxin a. ay. It is also 'miportant i ithasy ret'stt spe iy iusac
drug -iti sd (i.e. ixn. digito. '1, or digiai to avoid erio u
ass% results.

Tcc IS' no c uirement lha te Patient h it the fasting .tic at thie time
of administ ration o ' lie last di ox' dose or dU ig the interva riot to col-
lection of the blood sa Ale.

85645
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RADIOI UNOASSA EST PRO URE
Materials eeded

In dition to e reage s and ma rials sup ied
with t Digoxin TASPRIA its, the l!owing e ip-

ent is uired:
1. Well-ty gamma sc tillatio counter
2.- efrigerat
3. Fr zer
4. Cont lied temp ature wat bath (3 C)

Pipetto and tips or 1.0 ml d 50 pl
6. ontainer or radioa ive waste
7.. U al bench uipment i cluding ra s, gradu es,

and eakers o ppropriat sizes to commodate
the qu tities o reagents u d in this est

8. ormal s mne soluto n

Importan
t will ta, e approxi ately one our for th frozen

re ents to aw upon moval fr the carri

Repea d thawin and ref re ing of th Digoxin
S ndard a Digoxin ntrol do ot signi
can affec test resu s. The qoxin Sta dard "

and C ntrol sh ld be sto ed in their original
containeirs, withetheir origi'nal closur'ees. Do not
't ansfer these reagents to an6ther conta±'er or
.chNqe the aosure su ,lied with]Nthe vials.

Ass 'results will be n nlinear i there is
deviatio from the ecommen 50 p1 sa le size.

eagents om indiv" ual kits hould not e
inte ixed with reagents rom othe kits.

Use a ropriate adiation precautio in hand 'ng.,
i ntifyin and disc ding al radioacti material
sin minute mounts of adioact ity remai on corn-
onen used i the test.

Pro edure
The pocedu descri d below-i based o performanc
of dupicate alyses all samp s assay Read
entire p cedur before tarting tes
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Mark a ries of *goxin An*'body Coat Tubes
with the n ijers 1 t ough 16. -The first 2

bes are re red for he stand d curve,
tub 13 and 14 re requi d for th Digoxin
Contr Serum, an ubes 15 d 16 are equired
for the say of one linical pie.
dditional ubes shoul e used o-. each
a t•ional cl' ical sampl to be ass ed.

2. Add the ollowing uantities o• igoxin S adard
o the re •ective tub : Tubes 1 2 - 506 a •

of ng Stan ard; Tubes and 4 - 50Kix of
10.5 ngStandar&. Tubes 5 an 6 - 50 piof
1.0 ng Standard;,Kubes 7 and - 50 pi o

2.0 ng Ste4ard; Tuxes 9 and 10 - 50 p1 of
3.0 ng Stanrd; Tubes 1 and 12 - 50 )i of
5.0 g Standar

3. Add 50 )1 of Digoxi Control Tubes
and 14.

Add Pi1 of th clinical pie to es 15

• • • / goxin Co tent
Tub e•# Sale Added• ncg/ml)

and 5\ 1 5 •Std. \0.\
5 6• 50 pa .0 rig td. 1.0

11nd12_.0 5. n• Std. \.0 :
13a 1 0)a gxn ontrol See La• Assay

6. ae tresIts u •be r tinev b th. d to M
te other S of e ub-t• od•in.•\
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8. t the end the incu- tion per d, decant or
a irate the c tents of ch tube d discard
to r ioactive w , _._

9. Add 1 ml normal sali*e to each ube. De nt
o aspirate he saline wa solution nd discar
to dioactive aste.

10. Measure e radioactity remaini in the e ty
bes by co ting in a tandard well-type gamma

sci illation unter (discriminator settings
20 to 50 keV). btract baIckqround countsand
record nb, cpm ,(BOIbNp COUNTS) for each tube
the workshe t provided with each kt.

Results
Calculas the averag% BOUND COUNTS for the c-_pli-
cate samp s and recoŽ -average lues on the

rksheet.

2.. Calcu te average /Bo for th duplicate samples
N~using t following formula. and ecord values on

the worksh et:• ~ ~AýRAG B.OUND OUNTS (set ,m) '

/BO• AVG, UDCOUNTS' "" ng St (net cpm• ",-'

Ex. %le: Bad round cpm:• 250 ' ..

Avg. UND COUNT (Clinical s ple) (gros cpm): 375
A vg. BO CDOUNTS ngS~td). (g sscpm): .5• ' 0

./B 375 - 0ratd

Pr arve antda Crab plot 'ng thea pl~iatedar •

quantity f Digoxin tandard ded. Ao tmple •. . "

Plo ing thi a ternate ipe of cuye..Te andardta
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urves sh6i n on thexworksheet re provdi -d for
g 'dance only, and should not be sed for c cu-
lat- g Digoxin evels i clinical mples.

4 For indi idual lab :atory q ,lity contr purposes
etermine e quantiby of Digo in in the bY.goxinr •

C trol Seru sample ('tubes 13 an 14) by re erring
Kato e Standar Curve prepared abo . The B/B 0

value ill correspond to thi\specifi quantity o
Digoxin ontained 0 the sample. The q entity
easured ould be iNreasonabl good agr~e ment

w. h the qu tity speci' ied on the Digoxin ntrol
Ser lab el . g xi

5. Determi the qua ity of Digoxin in th clinical
,Cur

ample byr eferring o the Stan ,ard Curve repared
ab ve. The /BO for e ch sample %w11 corre.ip.ond
to e specifi quantit of Digoxinrcontained
the s pie. Th Digoxin c,ncentration' in the
Digoxin tandards ias been adjusted to rect
for sampl dilution, and willaus providea

rect indi ation of igoxin concentration i- the
se m or plas• in term\of nanogratns per mill-
lite (ng/ml). is valu is read , ectly from-
the St( dard Curv with no further ca ulations
equired.

EXPECT VALUES

nce diff e ences in laborator technique and other
va ations i technica factors 11 affect adio-
immu. assay re its, it s recomme ed that e h
labora ry estab *sh its on range o nontoxic d
.oxic va es. USi the Di cxin CLASP IA Kit,t

lowing sults we e obtain by two i ependent
inv stigator studyin nontoxic nd toxic tients:

Mean igoxin L el Ran e of Value
Nontoxic atients (n ml) ml

117 patie ts 1.13 + .66 0 - 5
3 patient .07 ± 0. 8 0.3 - 2.

Toxic P~ ients

17 pati ts .91.± .03 2.7 .8
17 paien .58 0. 1 2.2 -85.0

.85645
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In'studies on the same patient samples, usi the char-
coal ,\separation ased Dig in IMMUTG E Kit, th nontoxic
and toZ4c levels re simil to thos reported ove,
but the goxin CLA; RIA Kit esults wre slightl

wer in t nontoxicatients d slightly~higher ina

th toxic pa ents. In*eneral, t solid-phase Digoxi
CLAS RIA Kit ovides bet r separa ion of no oxic
and to 'c patien than does he charc 1 based goxin
IMMUTOPE it.

PARA\METERS 0 THE TEST, ROCEDURE
The specificity\and sensivity of th test proodure

depend on the specific cha cteristics f the an'i-
serum pr UyidedI in sU indi , kit shipments. Wit
he antiserm provid* in the D, oxin CLASP\RIA Kit,

c ssreactivi.\ty with dqi toxin is\Ro more tha'6 per-
cen in the th'exapeutic range. Thiý\crossreactivity
will enerally be\ of little consequence, as plasma rom

•patient taking d' itoxin should not be assayed with
\he Digoxin CLASP RIA Kit. Th'e\ antibody Zrossreactivi

w h dihydrlodigoxin (.nonbioact'ive metabolite) at the
ser• 'levels eported 2  ill not s gnificantly alter
the tt resul Human •rum albumin in concen'--a-
tions todoes nt significxatly affect
est resu ts.

e sensitvity of e assay sstem is a fnction of
the a dity of.he speciic antise m employed n the

say s tem. sensitijty of th Digoxin CLA P
RI AKit b ed on t lowest \etectable uantity o
Digo in is .1 ng/ml. The afi'!nity cons nt for the
antise urn is .1 x 10 liters/~ le.

The-re oduci "lity of est resu s is basn on a
gre numbe of va ables, t the le t of whniv is
the a tention to det il exerc ed by th individu
erforng the ext. xercisiŽ\araonl errr qareason le egre\
0 care, eprodu ibilit of Digoxin CLASP RA Kit
res ts ha shown n mintrassay co fficient\Of
varia ion (C of up to 6.8\percent r a rang&of
Digoxin levels. An in rassa CV of u to 8.8 p
cent was serve for s les o er the s e range
concentrat ns.
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Studi' on the r overy fro serum of'a ded Digoxin
h e been c rducted. wi the Digo *ip CLASP~ Kit.

ove a wide ra .e of Dig xin concent ations.
recove es were sentially uantitati

The wash tep desc ed in St #9 of the rocedure
cane omitte if stric ttention given to mplete.
and re oducible emoval o the conte s of the tb e
in Step . To fa litate su removal the decanrak-

on techn ue, the o of thei v Ierted tub should be
to, hedwith. aper to 1 or tiss paper.
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CAUTION
(Daisy) MedotopesO

Corp. RADIOACTIVE (symbol)G
Mark® MATERIAL

Digoxin CLASPTm RIA Hit

Squibb Digoxin Radioimmunoassay Kit

For in vitro Diagnostic Use a WARNING: NOT FOR INJECTION

Not for Internal or External Use in Humans or Animals

Contains sufficient material for 100 tubes See enclosed directions

CONTENTS: 125
5 vials I DIGOXIGENIN <0.45 microcuries/vial
6 bottles (1 ml ea.) DIGOXIN STANDARD (1 each of 0 ng, 0.5 ng,

1.0 ng, 2.0 ng, 3.0 ng and 5.0 ng/ml.
1 bottle (I ml) DIGOXIN CONTROL -

100 tubes DIGOXIN ANTIBODY COATED TUBES

ON RECEIPT STORE DIGOXIN ANTIBODY COATED TUSES AT 21 - 81 C
STORE BALANCE OF KIT BELOW -lOO C

E. R. Squibb & Sons, Inc. Princeton, N.J. 08540
Made in U S.A. C8113/G1310

SHIPPER LABEL

Expiration Date and Lot No. are added at the time of manufacture
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CAULTION
(D~aisy)

RA~DIOACTIVJE
MA~TERIA~L

Medotopes®
(symbol)®

Digoxin CLASPTM RIAP Kit

Squibb Digoxin Radioimmunoassay Kit

For in vitro Diagnostic Use * WARNING: NOT FOR INJECTION

Not for Internal or External Use In Humans or Animals

Contains sufficient material for 100 tubes

STORE BELOW -100 C * See enclosed directions

CONTENTS-
5 vials 1251 DIGOXIGENIN

<0.45 microcuries/vial
6 bottles (1 ml ea.) DIGOXIN STANDARD

(l each of 0 ng, 0.5 ng, 1. Ong,
2.0 ng, 3.0 ng and 5.0 ng/ml)

1 bottle (I ml) DIGOXIN CONTROL

E. R. Squibb & Sons, Inc., Princeton, N.J. 08S
Made in U.S.A. C5046/G1310

CARRIER LABEL

Expiration Date and Lot No. are added at the time of manufacture



CAUTION
(Daisy)

FRADIOACTIVE MATERIALSQUIBB

1.251 DiGflxIGENIN List G1310

For in vitro Diagnostic Use See directions

WARNING: NOT FOR INJECTION

Not for Internal or External Use in Humans or Animals

Reconstitute with 25 ml distilled water

Store below -1.0 C. After reconstitution,
Do not use ? days after reconstitution.

store at 20 - 80 C or frozen.

Noon
E.S.T.

Total
Act.: 40.45 microcuries

LOT
NO.:

As
of

EXP.
DATE

E. R. Squibb & Sons, Inc., Princeton, (N.J. 08540
Made in U.S.A. C6208/G1310.

VIAL LABEL

Assay date, Lot No. and Expiration Date are added at the time of manufacture


