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October 27, 1976

CHARLES L. KROLL, Sc.D., director

requlatory operations

Nuclear Regulatory Commigssion
wWashington, 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 contain-
ing in vitro products to persons generally licensed pursuant to

10 CFR § 31.11, to provide for an additional product, Angiotensin -
T Immutope Kit; each prepackaged unit does not exceed 10 micro-
curies of Iodine-125.

Copies of the printed labeling components which contain the infor-
mation 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 package,
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 foward to
your approving this supplement.

Sincerely,

&

‘C. L. Kroll

/cl
Att *

44444

COPIES SENT T0 OFF. GF ™
INSPECTION AND EXFORCE MENT
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CAUTION : o o Modolopes® *
?,Q‘b T - F.ilp.
lnt‘ AOAé:-nva ; e 2 \M\

* Angiotensin | IMMUTO:PVE Kit o

P For/n vitro Diagnostic Use « WARNING: NDT FOR INJECTION
'Nol tar In(emel or External Use in Humans or Animals
Contalns sufficient material for 200 tubes . See enclosed dlrectrons

" CONTENTS: -

1 bottle (200 ml)‘“IANGIDTENSIN ] BUFFER <1.? /zC!/bottle .
6 vials (2 ml ea.) ANGIOTENSIN:] STANDARD (1 each of 0 pg. 50 pg, 100 pg 300 pg, and

- 500 pg/25 ul, respectively)

-1 vial (10 m!) ANGIOTENSIN | ANTISERUM o _
© ] vial (2 ml) ANGIQTENSIN | GONTROL S ;
" 1 vial (210 tabs.) ANGIOTENSIN ADSQRBENT CHARCQAL TABLETS i : N
1 vial (5 m!) ANGIOTENSIN | PLASMA BUFFER (pH 7.4} S e
1 vidl (2 ml) DIMERCAPROL SOLUTION .
1 vial (330 mp) S-HYDROXYQUINOLINE SULFATE

sro £ KIT BELOW ~159 C* QN RECEIPT ANGIQTENSIN | CONTROL AND ANTISERUM CAN !

: MOVED AND STORED INF EEZER BELOW ~15° G BALANCE OF KIT MAY BE ) i

o REF MGERATED BETWEEN 20> 8%C 1 :
o RADIOACTIVE MATERIAL; Gamma radiation at surface of parcel Iess than 10 mllhroentgens g o
“for 24 hours— Na significant Alpha, Beta or Neutron radiation L :

" E. R. Squibb & Sons Inc Prmceton N.J. 08540 - R .
Madein USA A : C8076/09402 -

Shipper Label for Kit
(Expiration Date and Lot No. are Imprinted at the Time of Manufacture)

i 31"5' | \k\ :

s ANGIGTENSIN | auma e

Approx 0.005 pg Anglotensin 1.per 200 ml

" For usg with: ]\ng:o)ensm ] IMMUTOPE‘V Kit™ - o . ;
FOfE{h'W{ID'DIagnOSUC Use + See enclosed directions- | :
mmmmmmmmbmmmmmwm : _

Store bigtwaen 20-§° € - : ’ v ‘ I

" RADIOACTIVE MATERIAL: Gamma radiation at surfacc of parcel lf;ss than 10 milli- -
] roentgens Ior 24 hours~— No significant Alphg, Beta or Neutrgsi fadiation ’

L Total Act.: <l‘7 mlcrocurges o As of - NoonE.S.T. ;
" LOTNO; ' ' EXP. DATE:
ER Squibb & Sons, Inc,, Princeton, N.J. 08540 Made in U SA. +£B072/09404

Shipper Label for Buffer
(Shipper is also Labeled with Sticker Label M7678)
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SQUIEB Store hql?mgn 2‘?-[80 c xa&g:- !

200 m o List 09402

| g ANGIUTENSIN | BUFFER

Approx. 0.008 g Anflotensln I per 200 il
HrﬁvvameskUm S%dwmﬂmsl
otal - g s ‘ -‘Noon !
Acl <l 7 mlcrocunas pf ES.T.
Lot . EXP. e j
ATE S :

=NO: .
. B R Qqulbb & 8ons, Inc.. . - N o
. Princolon N.J. 08540 Made in U SA. . C6122/09402'

Bottle Label

Not for Internal or External * - '
Use in Humans or Animals
M7678

Pressure Sensitive Sticker'Label For Each Bottle

r ——e S r,w B T T LS.

T bplﬁe(zc09 m; 'zinANGIOTENSINIBUFFER
] NGIQTENSINISTANDARD AR

A Iﬁhnslu I |MMUT9PE K" List09d02 ° {\each of 0 100 pg, 200 p.
rmg i Bjggnostie Use » WARNING: NOT FOR ,mecnom 33? 50.;*“';;! A%é%)é" 5351,5 [esectivel),
E| é{%'%a’é'! ) ANGmwNS;N § X&LORBF;NT CHARCOAL

6 VlalS( mi éa.

g flntwm of Exmnal Use.in Mumpns or Anlmals
i

H suﬂ,clent material for EﬂO tubes .
ORE XiY BELO Y1 18°°€ " Bge enclq;ed diregliorns’

! a 55 mf) SrGIOTENSIN 1 LAS{yIA BUFFER (PN 7. 4) P
E. ﬁ Sqqlbbq‘ ons, Inc Pnnoeton NJ 08640 . .VI 2 ml) DIME RCAPR% : [ ) &
Made in 1) S A . C61)3/09402 vial (330 mg) 8-HYDROX QUIN LINE SULFATE i - "

\_H,._. e i ST R A s LA

Carrier Label for Kit
(Expiration Date and Lot No. are Imprinted at the Time of Manufacture)

.
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SQUEBB

ANGIOTENSIN 1 IMMUTOPE R it

FOR QUANTITATIVE MEASUREMENT OF
PLASMA RENIN ACTIVITY BY RADIOIMMUNOASSAY

For IN VITRO Diagnostic Use
For Professional Use Only

Wity of rad
echniques.

(pressed in
milliliter

of hypertensd
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ity, spe

determination of playy
bioassay procedure.
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emp]oyed in\the test and- redu
The half-1¥e of 1251 is 60 doxs.
of x-rays and ga
respect1ve1y

adioimmunoas
ng. /m] /hr.

to be estab11shed



] and a reproducibility
of # R . . wdioi procedure. By
A is not as pres ‘ , the
bioassay and\radioi ay results _ \Ji 1e over -the

secandary 1dosteron1sm, the mallgn Rt phase of h~yertens1on, a ~-1n some
1 hypertensmn-l2 »19722° In‘qddition to the above, it hds

R 1nc1ud1ng ~<azox1de res- pine,

')
therapy w1 h methy]dopg\\L ~-dopa, and g 3

(2 m1. each;
Antiserum (1

- of <1.%
200 pg, ¢
of Angiote
Tablets (21
one vial of
Sulfate (330 m

).

" In addition td the complete
Angiotensin I Standakd, Angiotensi
purchased individually.

1251 Amyjotensin I BufXer,
Control can

it described adgve,

WARNINGS
For Tn Vitro Diagnostic Use; For Professional Use Only.

Note: This radicactive material may be received, acquired, possessed,

and used only by physicians, clinical Taboratories or hospitals and

only for 4n'vitro clinical or laboratory tests not involving internal

or external administration of the material or-the radiation therefrom

to human beings or animals. 1Its receipt, acquisition, possession, use,
and transfer are subject to the regulations and a general license of the
U.S. Nuclear Regulatory Commission or of a State with which the Commission
has entered into an agreement for the exercise of regulatory authority.

E.R. Squibb & Sons, Inc. 8&301




than 200 18i).

* PRECAUTIONS

The by-product material should be stored in the original shipping container
or in a container providing equ1va1ent radiation protection until used. -

. Observe 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 radicactive material
used has a relatively short physical half-life, contaminated 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 .
mater1a] for radiocactivity and store until the decay can no longer be measured.

IMPORTANT OTE: The\commonly used bagterlgs at1c-agept,

PREPARRTION AND SYORAGE OF \TEST.REAGEMS

8-Hydrodyquinoline \Sulfate S{lution: A d 5 ml. of distilled water to the v
containing 8- Hydroxfgs1n011n sulfate (3 0 mg.) and hake gently \to dissolve\.

the solid Store iN-the DarRat 2 - g8°

‘The Angiotensin I Antiserum and Angiotensin. I Control must bL stored at -15°¢C.
The other cemponents of the kit may be stored at either 2 - 8°C or -15°C,
whichever is more convenient.

LLECTION BLOOD SAMPLES FOR ANALYSIS

Blood should be\gollected in R cold tube cyptaining EDT B-D Vacuta\ner tube,

1aven3b(?stoppor, Catalog # 47K, 4739, 471 (disodium edxtate), or 4784, 4759,

4727 (tr otassium’ agetatL) may be used TheNplood >ample~ shou1d be s orﬂd
nder refﬁ}gggft1on, a\d cent*1fud‘d in the co

uésgy is not sgnducted

be frozen untifNysed. \ \ » AN X N
N o o .
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" RADI

Materialg Needed

with the Angio

in_theNdngiotensimMJI IMMUTOPK Kit should\be storeN in their okiginal conf\iners,
with theNpr original\¢losure. Yo not trander these\reagents to\other conta{ners
or change Xhe closured\ suppliedN\yith the v?ﬁds.

charcoal ta
not allowed %




its-counting tube,
effect complete

transfer oNthe sdpernétant
of the two\tubes be touched

transfer of. the ligujd.

To {§Si11tate axcuracy in t
it is.recommended\that the ri

\Reaqents from 1nd1v1d\\\ kita shou

not be inté&mixed with reagexts from other -
ki ts N .

Procedure for Ingubat1on of’-1a sma Samp?g§ to Genera

Lan

1. To 1 oml. of 1asma colledted in the ' : |
11ter (ul ) of \gzdroxyqu1n ine Sulfat So]ut1on ard 10 ul1. of Dimekgaprol

\ so]ut1oh\\fnd mix Q:}y, but t Q:z:ghly
2. Transfer 0.5 ml. of tha above mixtuy '

Angiotens1n *P]asma Buffgr to this 1

Angiotensin I

~3. Incubate the unb“fered p]asma (res1duaT--lasma remaining in Step\#1) at 4°¢C
\\, for 2 hougf L \ ‘ i

4, Incubate the- buffered‘a\

tens1n
agmp]e.

Not If th\\gncubated S

\\\\¥:sed '\
\Rad 1mmunoassay§Proceduﬁé\

rocedur;\ﬁgfcr1bed\hglow is ba‘gd on the*aerformancﬁ\of dup11cat analyses
.sayed.. 'é_d ent1re -»ocedure be N

remaining’
Four additi
0 be assayed)
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5& Add 25 uk, of the cThyical samp]e ncubated at 4°N\to Tubes 15 and 16,
AN and 25 ul.Npf the clind a] samp]e TRgubated at 37°CN\to Tubes 17 and 18.
AN |
‘ \

. The comp051t10n of t'Qx18 tubes

\\ \ ;Q\;ummarized%,
\ N Tube # N \\\Sample Ad s )

] nd 2 : 25 wl. 0 pg. St
3 gng 4 $\%E 25 u}% 50 pg. Std.
5 and\6 N, 25 ul. W00 pg. Std.
7 and N 25 u1. 209, Pg. Std.

9 and 10"% ©N@25 ul. 300°pg. Std.
1 and 12  2§1. 500 pd, Std.

© 13%and 14 \x\‘ ~ 25°1. Al Contiql

N 15 and 16 W\ 25 u¥} 4° ¢ Clin. “gample

\ 17 and\]8 . 25 w1379 Clin. mp]e
N AN N
E\ Add 50 N of Ang10¢ens1n I Kﬁ iserum to 2N
N 1ncubate i refr1geraxpr (4°C) Fqr 24 + 2 hoy

\\\\ 7. D”ngng the incwbation péxiod, measuke the rad{éact1V1ty in Xwo tubes
to 0 %%J radioactivity (TOTALFKOUNFS) for \gubsequent

N ta1n a value for tot
use ingthe ca1ci$§§§§n of 7\§ound NotgEQ This_medgurement mud{ be
\\\ made;prmor to the addition ofsthe Anaiot s1n i Adso%@ent Charcd&l

“JabTets. ‘\\ ‘\\\§ AN \,
- 8. At tg§¥end o?xthe incuba igg perio add one Annxotens1n I Mdsorbent

Charceal Tablet<to all tub
Centri u\g the tuQes for 5 J\J

iscard the aQ\rcoa] ?Egldue to Féy
- ‘ygctiv1ty all the\?
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6550 - 298
TT1,750 = 25

2:\MCa1cula£§\Q¥erage % By d
verage valbgs on the wsEksheet

\\\\3. \::ébqre 3 Sziiﬁard Curve b"

against the quantity of Angio:
N, tubes (4,e., tubes\ th
\dep1cted\q\ '

~ Standard Clgyve shown 0«
and\should nog be used 1
“ sampTéEm~ AN
™
4, For 1ndTV1dua1 1a ratory qua~_
quantity 6f Angioteh ~
, and 14) by ﬁeferr1ng ;
“ %‘Bound will Eqrresponf-

contqgned in the sample. \Jhe quantf»\ measured'*
- good g{eement wi h the qu21t1ty spec1\1ed on the R
\ label. e .

l:term1ne\% e quantvt ) of::‘”’vw

N LN N
ancontains %60 pg. Al *
‘ontains 1 wgg Al .

X 0,022 N3.3 ng./m /hr.

(Sem1 Log)® ,
lculate B)BQ};;r each oi\the tubes*> i
SUPERNATANT COUNTX\ (net cpm)®

upernatant ounts (pati
. Supernan¥ Counts ("0"

t}samp]e) t cpm):
. Std.)(n&t cpm

— o
X3
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1 through
.standard curve de 1cted on thdworksheet f
the data. The sta\ﬁard curve
for guidagce on]y, and should not\pe used in
tensin 1 Teyels in 011}&\3] sa-7és_”

& PRA va]u-
Mcubation %
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PARANETERS OFATHE\JEST PROCEBNRE
The\pH of the 1

ubation medNum during the generation ofMingiotensin I
e on the amountN\of Angio-
%accepted-that ximum
geheration of Mngiotensin Y is achieved, at pH 5 .5 NG, 0, but some cyncern
een expressed as to wﬁ\ther Ang1ote sin I generation in this pHgange
) 11y due tonthe action &€ renin. Coa&rary to literature reports
pendence ‘\Angiotensi I generati the Angiotensin I IMMUTOP
it employns a pH 7.4 Quffer that Welds an Xﬁﬁ%&t@nS]n £%§§Q§:at1on rate -
that is esskptially eqi¥valent to that observe h pH 5.5 % 6.0 incuba-
\f?ghx The exact mechj3$§% by which The Angiotenme I Plasma Buffer exerts
jotensin 1 neration has not been :§£§bl1shed
The hig er 1eve1 f Angioten in I generatjon is of special value measuring
plasma h%ngn activity in pati s :

5

The spe01f1c1ty and sensitivi
egific chara \er1st1csaof the antigerum, and cy
antigen, provided, in the ™dividual K sh]pments“\
in the-fng1otens1ﬁ%1 IMMUTOPE Kit showswno measurable

N Théxsens1t1v ty of the ass

snds to a ﬁhﬁ of 0.2 né'\\]./hr ‘
i % d to be T.AX 1010 ]1t*-s/M01e.

c of care,
Nnt of

A very high degree f corre]a\(pn has bie
tained by“hicassay and & :
- determinations, using tbe' T,

- respectively.
procedure (e.g.,
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droxyquinoline
dition to EDTA, -
Wi (e.qg.,

]
g enzyme inkjbitors(i.e., 8

The AngioténSin conver

ure.

. « AN
RS, Cannon\PJ Laragh‘uH Renin ;:H\a]dosterone seckgtion

1. BuTi MB, Hll]m.,
in $§hézs influehged by changes in electrlyte balancéand blood volu
Circ Reés 27:953-968,1970 N Q\\g

\Giese J, orgensen My, an]sen MO et al: Plasma renin con ntration measu

and J Clin hab Invest 26:
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