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E  R. Sq/u;Z & Sons, Inc. _ | | | SQUEBB

P.O. Box 191
New Brunswick, New Jersey 08903

. 201-5645-1300

CHARLES L. KROLL, Sc.D., director

requlatory operations
NuclearvRegulatory Ccommission
Washington, D. C. 20555

Attention: Mr. Nathan Bassin :
' Radioisotopes Licensing Branch

Gentlemen:

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 § %l 11, to provide for an additional product, Digoxin
CLASP RIA Kit; each prepackaged unit does not exceed 10
microcuries of Iodlne 125.

Copies of the prlnted labeling components which contain the in-
formation required under & 32.71 (e) (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 § 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,

-Enclosure . 4@ﬁ
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Revised
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Digoxin CLASP( ,) RIA Kit

For Quantitative Measurement of Serum or
Plasma Digoxin Levels by Radicimmunoassay

-For IN VITRO Diagnostic Use
For Professional Use Only
- DETERMINATION OFSERUM OR‘PLASMA‘%:ZH:J\LEVELS B
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CLINICAL APPLICATIONS
.The clinfoyl use of digitalisod its compones tlycosides is a¢companied
by a distressiggly high prevalgiice of toxic manildsutions, the mis serious
~of which are artythmias and distirbance of conducting. Many fuctdrs con-

tiiute to the develgpment of digitalinoxicity, with pirips the mosSq-
portast fuctor being g accumulation ofsgxeessive amounts of digitalis 1

the b()ll)(\;ind in the mydegrdium in particiiyr'® Since there ™wa degree of
correlatiometween scrum™d tissue levels ofdigoxin, the meastrement of

levels providewusetul information in the diagnosiSf di-
. view of the ngltiple factors Nng individualNe-
sc to cardizc Mycosides, howdwgr, it must be strdssed that serum di

s just one of madkimportant fac-
lex clinical sering.'! -
digoxin levelNin conjunction wih careful

Ninvestigation > escribed medidgtion schedules,
be¢n of value in

dosage regimen. 12"

Studies from™g_number of labaratories, using
reflect substantial agreement cotrcgming serum otplasma digoxin
i i il doses of thig drug. Beller et " conducted o

onsccutive patteqts admitted to wnedical servicedat
ogy of c,ardizk_

ir ¥gstitution, to desteibe the prevalenge and epidemid|
igitalisgxicity, and to cdgelate serum congentrations of igoxin (mea-
sured by radjoimmunoassay)Nvith clinical and, biochemical daw, Fifteen

percent of the\patients surveyed were taking digftalis on admissiony
ese, 23 percentyere definitely toxjc, and 6 percentpossibly toxic, a
termined by seria
prevalence of advancs( heart disease, bnderlying atrial fibrillation, ano-\.
rexia, adute or chronic pulmonary disease&and renal failursin toxic pa- -
tients, versss nontoxic patdgts. Mortality was more than twicas high in
xic group. The'mean serum digoxin con-
3+ .1.6 (=S D ng /ml, whett)xthe
toxic group wag 1.0 = 0.5 ng/mi (p<0.005). TK
en the tw:gXu{gs was somewhat greater than re-
ighgrs, and was atiibuted to the prospective nature
and the long itge interval (i.€% up to 48 hours)*bgtween the
igitalis and the pexformance of t%emm digoxin as$ay. It was
phasized thit because of theMyerlap of scruthdigitalis levels ihclini-

nce or absence™qf digitalis toxicit{ 15 not warrante
lycoside leveld
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a presekyative) ;)\
(1 mIN\each; O\ug,

N, Tu (Wi.\bKabin" Sat); and 1
| ial of\Digoxin Cohtro ,\s eep
serym with a ;}e\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, clinicai iaboratories or hospitals and only
for in vitro clinical or laboratory tests not involving internal or extemmal -
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 § Nuclear Regula-.
tory Commission or of a State with which the Commission has entered
into an agreement for the exercise of regulatory authority. L

. E.R. Squibb & Sons,.In-

with the Digoxin CLA RIA Kit ‘ref
g ommis- .
X iciannglinical labordpry, or -

PRECAUTIONS - i o : o
The by-product niateriat should be stored in the original shipping container
or in & containcr providing equivalent radiation protection until used. Ob-
serve the following precautions in handling radioactive material: 1) 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 matérial used has a relatively short physical half-life, con-
taminated material may be stored in a specifically designated area in a
coverced metal or plistic_ container conspicuously marked with a radiation " .
caution label. Monitor cach picce of material for radioactivity and store
* until the decay can no longer be measured. . '
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\PREPARA 'ON OF MEST REAGENTS

T;\\igsl\;}69x1q;::E\Sol<t§bn-
clex ion ™\

is obtained .\ The I Digo agenln olutien m§>\be
ored 2° to 8° C or frozenx>and érepared\fresh\

STORAGE .

The Digoxin Standards, the lvopnlllzed 1251 Digox-
igenin, and the Digoxin Control -must be stored -
below -10° C. The Digoxin Antlbody Coated Tubés SRR
should be stored at 2° to 8° C '

X lhu‘ npgut 3
cek or (wo h mgdmlcly prm 1o the di-
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11led
Pipetzsx\iéd tips
ontainerfor radioa

igoxin Sta dard,
andg C ntrol should be sto ed in thé\g or;g;nal ‘
contalners, w1th\the1r orlqrnal closures. Do not
ansfer %hese readénts to another contéiner or
.change the Slosure supplied with\the vials.
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. Mark‘;\ée\;v ' i i ibody Coated Tubes
with the n : \T\\?he first

to be assayed.
\
igoxj:\gtaadard

o the re ps;tive tubes: Tubes 1 d 2 - 50 o
of ng Standard; Tubes and 4 - 50N\l of A
0.5 Mg Standard; Tubes 5 and 6 - 50 pl of \\\\\\
1.0 ng_Standard:\Tubes 7 and - 50 ul o

2.0 ng Standard; Tabe§ 9 and 10~ 50 pl of
KN ard; Tubes
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ettings
round counts_and
record n cpm (BdBNQ;COUNTS) far each tube
the worksheet provided\with each kit.

-the average BOUND COUNTS for the™ -

‘ dupli- e
s and reco average\baigij\iithe .
Calculate average /Bo for thl duplicate sg@ples
using the following™formula and “xecord value§\:i\\ .

the'workéﬁ et: \\\\C _ : .
AWVERAGE BOUND \QUNTS {net

{Bo = AVG. BQUND COUNTS "O" ng St

tandard ,
des 1 through 12).

against
tandard ded. A

pi’ovided._or guidahce in « }Hﬁ
pe of cuxye. THE\SQandard AN
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urves shbwp on thevworksheet re provdid S

lating D1gox1n evels i cllnlcal

For indiwjidual lab tory q llty contr
etermine e quantity of Dlgo in in the Djygoxin
sample (tubes 13 a 14) by referring
Curve prepared above. The B/By
ill correspond to th specifi
ontained Q the sample. The quantity
reasonably_good agreement

Digoxin
easured
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the char-

“fﬁ\ptudies éh\QEE same\patient éémgles, usi
coalseparation i ' \ i
and toxic levels

The sSpecificity and sensitivity of th edure
dépengé\gn the specific chaxacteristics\of the :Et{;’,
" serum provided' in the individual kit shipments. Wi
he antiszi m proviaéq.in theuﬁigoxin CLASP RIA Kit,
ssreactivity with digitoxin ié\Qp more thah\§ per-
in the therapeutic range. Thié\prossreactivjty

, enerally Pe_of little consequence as plasma from
.patienﬁs\taking digitoxin should not be “assayed with

the Digoxin CLASP RIM Kit. The antibody crossreactivi x\\\

with dihydrfodigoxin (& nonbicactive metabolite) at the

ill not gignificantly,alter_‘

ser levels eportedzi j
the tegt results. Human serum albumin in concentga-
tions up to 70 mg{ml does not significagtly affect

lowest ‘detectable
The af igity constant for the
liters/mQle. ,

Digoxin CLASP RIA Kit

Suep—
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- Studies on the racgovery erHNQ;%um'of ,'ded-Digdxin"
have been copducted with the Digoxin CLASP RE. o

digitali
2-414, 19

Dohert“JE: Dig' ali m
Ann Inté}n\ged‘74: 787—78§>\{?71
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N s
et\al: Plasma dlgox1n ;

digitalized and toxic patié ts. Med J ustralla

19{3\\
§Qé digoxin
atients.

E. R. Squibb & Sons, Inc.

—— Princeton, N.J. 08540

Printed in U.S.A. Revisedj
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. CAUTION

Co ' - (Daisy) o - Medotopes®
The RADIDACTIVE o (symbol)®
Mark g
: MATERIAL

Digoxin CLASF™ RIA Kit
Squibb Digoxin Radiuimmunoassay Kit -
- For in v: vitro Diagnostic Usa * WARNING: NOT FOR INJECTION
“Not for Internal or External Use in Humans or Animals ,
Contains sufficient material for 100 tubes - See enclased directiona
CONTENTS: 195
5 vials I DIGOXIGENIN £ DO. hS mlcrocuries/vial : :
6 bottles (1 ml ea.) DIGOXIN STANDARD (1 each aof U ng, 0. 5 ng,

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

100 tubes DIGOXIN ANTIBDDY COATED TUBES

ON RECEIPT STORE DIGOXIN ANTIBDDY COATED TUEES HT 20 - B“nC
STORE BALANCE OF KIT BELDW ~10° C

E. R, Squibb & Sons, Inc. Princeton N.J. 08540
Made in U,S.A. g CB113/G1310

SHIPPER LABEL

Expiration Date and Lot No. are addad_at the time of manufacture



CAUTION |
(Daisy) '
Corp . Medotopes®
RADIQACTIVE @
Mark® MATERIAL (symbol)

Digoxin CLASP™ RIA. Kit

Squibb Digoxin Radioimmunoassay Hit

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 =10° C . See enclosed diresctions

CARRIER LABEL

CUNTENT:

'S vials 1251 DIGOXIGENIN

& 0,45 microcuries/vial :

6 bottles (1 ml ea,) CIGOXIN STANDARD
(1 each of O ng, 0.5 ng, 1.0 'ng,
2.0 ng, 3.0 ng and 5.0 n /m1)

1 bottle (1 ml) DIGOXIN CONTROL

E. R. 5Squibb & Sons, Inc., Princeton, N.J. OB'Mﬁ

Made in U.S.A. CSD&G/GIBlU

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



SH358

CAUTION
(Daisy) v
SQUIBB RADIDACTIVE MATERIAL

1251 pranxigenIN ‘tist Gl310

Far in vitro Dfégnostic Use + See direct;onsf

WARNING: NOT FOR INJECTION

Not for Internal or External Use in Humans or Animals

Reconstitute with 25 ml- distilled uater

Store below =-10° C. After reconstitution, store at 2° - 8° C or fruzan.
Do not use 7 days after reconstitutian.

Total As ) Noon

Act.: & 045 microcuriaa‘ of T : E.S.T,

Lot ' ~ EXP.

NO.: : DATE .

£. R. Sguibb & Sons, Inc., Princeton, N Je DBSAD '

Made in U.S.A. S 06208/51310 .
VIAL LABEL

Assay dat?, Lot‘Na, and Expiration Datse sre addsd at the time of ménufactu:e :



