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Yo

Ms. Jenny M. Johansen

Nuclear Regulatory Commission
Nuclear Materials Safety Section B
631 Park Avenue

King of Prussia, Pennsylvania 19406

Att: Mail Control No. 03754

Dear Ms Johansen:

Regarding your letter dated May 30, 1985, the following additional
information is submitted in support of Cadema's reagent kit
distribution authorization:

1.

NDA 19,180 for Antimony Trisulfide Colloid (Lymph-Scan)

is not as yet approved by the FDA. The FDA assigns a

NDA number when a firm submits and they receive an NDA
application. The original IND number is then deleted

and the new NDA number is used in all future correspondence.
The original sponsor of this drug was Union Carbide Corp.
which sold its Medical Division to Medi Physics/Cintichem.
In February 1982, the drug was transferred to Cadema
Medical under a royalty arrangement. (Attachment 1. is a
copy of the letter from the FDA giving IND approval for
studies using this kit).

Attachment 2. is a letter from the FDA stating that we may
proceed with the Red Blood Cell Kit.

Attachment 3 contains pages 2, 3, 4, and 5 of the

October 15, 1984, letter from the FDA regarding our
Pentatate Sodium (DTPA) kit. The kit is still under

IND 24, 406 until further clinical studies are accumulated.

Attachment 4 is the cover letter regarding Cadema's response

to the chemistry questions contained in the Albumin Colloid
Reagent Kit application. We continue to wait for FDA written
approval to resume clinicals. In a recent phone conversation
(June 11, 1985) with Mr. Robert West, Consumer Safety Officer
for the FDA's Division of Oncology and Radiopharmaceuticals,

he stated that Cadema may continue the Albumin Colloid clinicals.
He does not know when we will receive written approval. For
confirmation of this conversation, you may call him at:

(301) 443-4260.
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6.

Included in the original appendices were labels and artwork
of labels to be placed on the vial and the shielded lead
container. ASC, RBC, and Albumin Colloid labels were attached.
Artwork for the DTPA label was also included. Two of these
investigational preparation labels containing the words,
"Caution Radioactive Material," are provided for each vial in
a kit. One label is to be attached to the vial; the other

to the lead shield. At our next printing, we will modify

the package inserts to specify the use of these lahels as
well as iterate the radiation safety instructions as outlined
in Attachment 5.

The outer box label and package insert will contain the
licensing statement as stated in 10 CFR 32.73 (a) (5) (i 1)

and will contain the radiation safety procedures for processing
the kit. These changes will b: made at the next label and
package insert reorder point or within 9 months, whichever is
shorter. Attachment 5 shows drafts of both the licensing state-
ment and the radiation safeny instructions for each product that
will be incorporated with the outer labels and package inserts.

If you have any further questions, please call me at: 1-800-422-3362.

Very truly yours,

CADEMA MEDICAL PRODUCTS, INC.

Cr s 'A/ M‘“x f(.' é’flAfM{
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M. E. Bordoni
President

MEB / pmw
Enclosures
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Food and Drug Administration
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IND 12,003
AUG 6 1984

Cadema Medical Products, Inc.
P.0. Box 250
Middletown, New York 10940

Attention: M. E. Bordoni
President

Dear Mr. Bordoni:

Please refer to the Notice of Claimed Investigational Exemption for a New
Drug (IND 12,003) submitted pursuant to section 505 (i) of the Federal
Food, Drug, and Cosmetic Act for the diagnostic radiopharmaceutical
Technetium Tc 99m Red Blood Cell Labeling Kit. The Notice was originally
submitted to this Administration by the Brookhaven National Laboratory of
the Associated Universities, Inc. :

We acknowledge the receipt of your amendment dated July 17, 1984 which

provides for a transfer of the sponsorship of IND 12,003 from Brookhaven
Laboratories to Cadema Medical Products, Inc.

In order to complete the transfer, please provide the following additional
material:

1. We await the letter from Ms. Margaret Bogossian, Patent Counsel
for Brookhaven National Laboratory, stating that all rights have
been assigned or transferred to the new sponsor.

You have submitted a FDA Form 1571. However, the form which was
submitted was unsigned. We enclose another form for you to
complete, sign, and return.

We note that there will be no change in the manufacturing and
controls of the kit at this time. The kit will continue to be
manufactured by Brookhaven National Laboratories but will be
distributed by Cadema Medical Products, Inc. beginning in

1984. Please submit copies of the labeling which you
intend to affix to the finished drug product for our review
before initiating distribution.

Please submit a specific commitment that distribution of the
product as manufactured in your facilities will not be initiated
until the proper manufacturing and controls information has been
submitted and accepted by this Division.




Page 2 IND 12,003

5. Please submit your estimated target date for the submission of
your New Drug Application (NDA) for the product. As provided in
the new drug regulations, clinical trials should not be unduly
prolonged. The data accumulated by the extensive 1ist of
investigators you have provided should prove adequate to evaluate

the safety and effectiveness of the product and an NDA should be
submitted promptly.

Sincerely yours,

John F. Palmer, M.D.

Acting Director

Division of Oncology and
Radiopharmaceutical Drug Products
0ffice of Drug Research and Review
Center for Drugs and Biologics

Enclosure



August 10, 1984

Mr. Robert West

Consumer Safety Officer

Division of Oncology

and Radiopharmaceutical Drug Products
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re: BNL IND # 12003 FOR A RED BLOOD CELL LABELING KIT
Dear Mr. West:

The following are the responses to the Division's questions regarding the RBC
Kit as stated in a letter dated August 6, 1984.

1. QUESTION: We await the letter from Ms. Margaret Bogossian,
Patent Counsel for Brookhaven National Laboratory
stating that all rights have been assigned or trans-
ferred to the new sponsor. '

l. RESPONSE: As of this writing, the Division should have received
the letter from Brookhaven Patent Counsel stating all
rights have been assigned to Cadema Medical (attached
as Appendix I is my copy of Brookhaven's letter to you).

2. QUESTION: You have submitted a FDA Form 1571. However, the form
which was submitted was unsigned. We enclose another
form for you to complete, sign and return.

2. RESPONSE: Attached in Appendix II is a signed FDA Form 1571.

3. QUESTION: We note that there will be no change in the manufacturing
and controls of the kit at this time. The kit will con-
tinue to be manufactured by Brookhaven National Labora-
tories but will be distributed by Cadema Medical Products,
Inc., beginning in September 1984. Please submit copies
of the labeling which you intend to affix to the finished
drug product for our review before initiating distribution.

3. RESPONSE: Appendix III contains Cadema's drug product labels for your
review.

Cadema Meadical Products, Inc.

P.O. Box 250, Middletown, New York 10940
914/343-7474



 Mr. Robert West (2)

August 10, 1984

4. QUESTION: Please submit a specific commitment that distribution of the
product as manufactured in your facilities will not be
initiated until the proper manufacturing and controls
information has been submitted and accepted by this Division.

4. RESPONSE: Cadema will not distribute the RBC Kit if manufactured in
our own facilities until the pProper manufacturing and control
information has been submitted and accepted by the Division.

5. QUESTION: Please submit your estimated target date for your New Drug
Application (NDA) for the product. As provided in the new
drug regulations, clinical trials should not be unduly pro-
longed. The data accumulated by the extensive list of in-
vestigators you have provided should prove adequate to
evaluate the safety and effectiveness of the product and an
NDA should be submitted promptly.

5. RESPONSE: Cadema has targeted January 1, 1985, as the date to file the
New Drug Application. At present we are working with Brook-
haven Labs to determine the status and quality of their

. clinical trials. Based on the results of this review and
input from the Division, a determination will be made regarding

final clinical disposition(see letter to investigators in
Appendix 1IV).

Thank you for your prompt and helpful reply to Cadema's RBC submission.

Very truly yours,

CADEMA MEDICAL PRODUCTS, INC.

Paunie 2 ot

M. E. Bordoni

MEB /paw
Enclosures
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IND 24,406

Please supply data which demonstrates that only 3 millicuries out
of the total of 30 millicuries of drug administered are deposited
in the lung and that the biological half-life is one hour in
humans for the aerosol study. If this data is not available, the
dosimetry values should be recalculated based on a dose of 30

zi}ligg;ies of drug accumulating in the lung (100%) and a 6 hour
alf-life.

The device described dors not appear to have a "large particle
trap" as outlined in Joplin's article, The bacterial filter
described in the Venti-Scan advertisement is said to trap exhaled
air only.

The clinical protocols are improperly described and should be
rewritten. For example, the word "in" should be deleted under
high probability (page 80) and "with X-ray of chest showing no
pulmonary lesion" inserted. In addition, please define clearly
the first sentence following Tow probability. As it currently
reads, it is supposed to be an abnormal X-ray finding.

Please state what types, other than "diffuse and focal",may be
detected on page 81 under high probability.

CHEMISTRY:

The description of your facilities in Middletown, New York does
not provide for a QC 1ab or equipment necessary to carry out the
bicdistribution or radiochemical purity test on the drug.

There is no statement from Envirotest regarding their
repsonsibility to carry out the indicated analytical procedures.

Based on the resumes presented in your IND and DMF, a number of
the personnel are employed at other places than your company, A
person responsihble for the quality control and release of the
drug is not clearly indicated.

No information is provided on the synthesis of the new drug
substance, sodium DTPA. Details of the synthesis, isolation,
purification, and i1dentification and quality control by your
supplier should be made available for review and support of your
Notice.



IND 24,406
Page 3
5. Specifications and tests for acceptance of the raw material

10.

11,

12.

13,

14,

sodium DTPA are inadequate. Requirements for assay should
provide values rather than plus or minus 5% of the value reported
on the label. It should be shown that the assay method has been
validated and that it is accurate, sensitive, specific and
reproducible., impurities should be determined and 1imits set for
acceptable raw material.

In the master Tog the conditions for freeze drying should be
specified and the criteria for a satisfactory dried product
should be indicated.

The commitment letters from Bell-More do not include their
testing the drug for clarity and particulates nor do they
indicate that samples will be sent directly to Dutchland for
pyrogen testing.

No information is provided on the composition of the Tompkins
closure for the packaged drug.

A specifiction of 80% radiochemical purity of the reconstituted
drug is not consistent with a minimum radiochemical purity of 90%
as specified for this drug in USP.

A specification for the moisture content of the packaged vial
should be proposed and then substantiated based on the proposed
stability studies.

The LAL endotoxin test should be considered in the controls for
the drug since the USP monograph includes this test.

Although the pH range specification of 3.8-7.0 is within the USP
range for this drug, it is recoomended that a tighter range be
considered as a specification since in the Master Record the drug
is manufactured to have a range of 4.0 +/- 0.2 in the bulk
solution, Based on the literature, the radioactive drug has
various structures depending on the pH and its biodistribution
will vary depending on the conditions under which it is prepared,

Since the drug is to be administered as an aerosol, controls
should be performed on the drug after it has been aerosolized
under the conditions proposed for use.

The specification for sodium DTPA of plus or minus 20% in the
packaged drug appears wider than necessary since in manufacturing
the range of this component is held to +5%, -0%.



IND 24,406
Page 4

15. The analytical methods should be validated to show accuracy,
sensitivity, specificity and reproducability.

16. Information should be provided on the standard EDTA used in
standardization of the zinc nitrate used in the sodium DTPA assay.

17. It should be shown that there is no interference in the stannous
assay due to the presence of the the DTPA in the drug. It has
been reported in the literature that DTPA from some sources
contains impurities that affect redox reactions.

The presentation of the procedure for the determination of total

tin on page 123 appears to have part of another procedure
included,

Although the method for the determination of the moisture content
of the vial of drug (p 125) does not have specifications, the QC

batch record on page 127 states the acceptance requirements that

each vial must be + 102 of the mean. This requirement should be
expressed in mg per vial, :

Your radiochemical purity method stated that the Rf value of the
bound Tc 99m will be 0.2, but USP states that the drug complex
remains at the point of application in the same system. Please
resoive this apparent contradiction,

The method for bioassay on page 130A is incomplete since it does
not indicate:

the site of administration

the age, sex, and weight of the mice to be used

how the mice are sacrificed.

the instrument(s) to be used for counting the organs for
radioactivity.

the justifiction for the specifications which differ from
those in USP,

There should be a test to assure a nitrogen atmosphere in the
vial of the packaged drug.

your stability testing protocol should provide for studies on
both the new drug substance, sodium DTPA, as well as the drug in
the package form and its reconstituted form. Although you have
stated that the sodium DTPA has a shelf life of two years, no
data is presented to substantiate this,




IND 24,406

Page 5

24,

Stability studies on the packaged drug should include a
determination of radiochemical purity and the presence of a
nitrogen atmosphere in the sealed vials in addition to those
proposed,

Tests on the reconstituted drug should be performed on samples
prepared from the packaged drug of various ages and demonstrate
that the reconstituted drug is suitable for use, as specified in
the directions in the package insert, a few minutes after
preparation, one hour after preparation for glomerular
filtration rate, and 6 hours after preparation at expiry.

An explanation should be provided as to your recommendation to
store the reconstituted drug at room temperature while the USP
monograph for this drug calls for storage at 2-8°C.

Al though this drug is being used in an investigational stage, it
is recoomended that the labels and labeling contain the accepted
USAN name for the kit in addition to your proprietary name,
Please refer to USAN 1984, page 527 for the propér nomenclature
in item 1 of your Notice,

In part 7.5 (panes 62-70) of your Notice, if the exact structure
of the complex is unknown, the structure of the sodium DTPA could
be included in the description section of the package insert.

In the package insert described on page 65 of your Notice, the
procedure for the determination of the free pertechnetate appears
incomplete and further information should be provided for the
investigator. On page 70 of the same insert, the storage
temperature of the reconstituted drug should be indicated as well
as that for the packaged drug.

Under item 7.6 of the aerosol protocol, the drug preparation on
page 87 calls for the addition of up to 100 millicuries in 5 m
of solution to the vial which would yield a concentration of 20
millicuries per vial, while on page 88 the directions call for
adding 4 m1 of drug at a concentration of 10 millicuries per
milliliter to the nebulizer. The difference in concentration
should be explained.

Information should be presented on the validation of the system
used to measure the droplet size of the aerosol.
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You are responsible for compliance with the Federal Food, Drug, and
Cosmetic Act and Regulations, This includes the immediate reporting of any
alarming reactions, the agreement to provide for any significant changes to
your clinical protocol by means of an amendment, and the submission of a
progress report detailing the course of your study at intervals not to

exceed one year,

Sincerely yours,

TN LiSal

John F. Palmer, M.D.

Acting Director Divi‘ion of Oncology
and Radiopharmaceutical Drug Products
Office of Drug Research and Review
Center for Drugs and Biologics




November

John F. Palmer, M.D.

Acting Director, Division of Oncology
and Radiopharmaceutical Drug Products
Bureau of Drugs (HFD-150)

Rockville, MD 20857

Re: IND 22,683
Dear Dr. Palmer:

The attached is the response to the Chemistry questions
outlined in your letter of April 5, 1984 to Cadema Medical
Products, Inc. regarding Notice of Clinical Investigational
Exempticn for New Drug, (IND 22,683) Technetium Tc-99m Albu-
min Colloid Kit. We have changed the name of the drug to
conform to the applicable USAN name. The labels, Package

insert, and clinical protoceols have been revised with the new
nomenclature,

Enclosed as Exhibit I is the revised clinical ptotocol for
the Phase III studies.

We have answered the agency's questions with respect to the
chemistry questions and would appreciate a quick and affirma-

tive reply in order to continue our clinical studies.

Sincerely,

Alfred K. Thornton, Ph.D.
Chief Chemist

Cadema Medical Produets, I'ae.

P.O. Box 250, Middletown, New York 10940
914/343.7474
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10.

11,

12'

DTPA PREPARATION

FINAL DRUG FORM

Do not use with solutions of sodium pertechnetate Tc 99m
containing oxidizing agents.

Complete and affix the DTPA radiation warning label to the
reaction vial.

Swab the top of the DTPA vial closure with isopropyl alcohol
and let dry.

Use waterproof gloves during the preparation procedure.

Place the DTPA vial in a suitable lead shield that has a
fitted lead cap.

Using a shielded syringe, asepticaily inject 1.0-5.0 mL, up
to 100 millicuries, into the reaction vial. Relieve the
excess pressure in the vial by withdrawing an equal volume
of air.

With lead cap in place, mix the solution by shaking vigorously

for at least 30 seconds before use.

Complete and affix the radioactive contents (warning label)
to the vial shield.

Aseptically, using a shielded syringe, withdraw material for
use .

Assay radioactivity content of each patient dose prior to
administration.

Do not use more than one (l)hour after preparation for use in

estimating glomerular filtration rate.

Do not use more than six (6) hours after preparation.

Package Insert and Outer Box Label to also include statement:

The DTPA kit is approved for use by the U. S. NRC pursuant
to 35.14 and 35.110 Group 1II of 10 CFR Part 35.
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CAUTION: NEW DRUG Diagnostic/Sterile/Pyrogen-free
Limited by Federal Law to lnvestigation?l Use MULTI-DOSE
Albumin Colloid Kit (TemAC) CONTENTS:

Ster
Contains: Normal Serum Albumin (Human) prepared

by a8 manutacturer hicensed 10 do S by the Bureau of

I8 gics, ar found be nonreactive for hepatitis B

surface antigen (HB3Ag) by FDA required test

Contains: No bactenostatic preservative
Do not use after six hours from time of preparation

Store Kit at (15.30°C)

Read accompanying literature for recommended adult
dosage and preparation procedures before use 1 Package insert

Manufactured for
Store prepared drug at refrigerator temperature (2-8°C) CADEMA MEDICAL PRODUCTS. INC

MIDDLETOWN NY 10940

Only for intravenous use after reconstitution with R . o ¥ :
steriie. non pyroger oxidant free Sodium Pertech :
netate T¢-99m

The Albumin Colloid kit is approved

use by the U.S. NRC pursuant to 35.

1

and 35.110 Group III of 10 CFR Part
>, =z




ALBUMIN COLLOID PREPARATION

FINAL DRUG FORM

1. Do not use with solutions of sodium pertechnetate Tc 99m
containing oxidizing agents.

2. Complete and affix the Albumin Colloid radiation warning label
to the reaction vial.

3. Swab the top of the Albumin Colloid vial closure with isopropyl
alcohol and let dry.

4. Use waterproof gloves during the preparation procedure.

5. Place the Albumin Colloid vial in a suitable lead shield that
has a fitted lead cap.

6. Using a shielded syringe, aseptically inject 1.0-5.0 mL, up
to 100 millicuries, into the reaction vial. Relieve the
excess pressure in the vial by withdrawing an equal volume of
air.

7. With lead cap in place, mix the solution by shaking vigorously
for at least 30 seconds before use.

8. Complete and affix the radioactive contents (warning label)
to the vial shield.

9. Aseptically, using a shielded syringe, withdraw material for
use.

10. Assay radioactivity content of each patient dose prior to
administration.

11. Do not use more than one (1) hours after preparation for use
in estimating glomerular filtration rate.

12. Do not use more than six (6) hours after preparation.

Package Insert and Outer Box Label to also include statement:

The Albumin Colloid kit is approved for use by the
U. S. NRC pursuant to 35.14 and 35.110 Group III of
10 CFR Part 35.
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10.

11,

12.

13.

14,

Complete and affix the pressure sensitive radioactive warning label
to the reaction vial.

Use waterproof gloves during the preparation procedure.

Place the reaction vial in a suitable lead shield that has a fitted
lead cap.

Aseptically swab rubber septum of shielded 10 cc. vial containing
0.2 mL of 0.5N Hydrochloric Acid.

Using a shielded syringe aseptically inject 0.5 mL of Sodium Pertechne-
tate Tc-99m in isotonic saline up to 15 mCi.

Maintaining aseptic technique, add the contents of syringe (labeled "A"),
Antimony Trisulfide Colloid preparation to the 10 cc. vial containing
the Technetium Tc-99m and 0.2 mL of 0.5N Hydrochloric Acid.

After placing lead cap on the reaction vial, shake the vial by hand
for three seconds.

Using forceps, remove vial from shield and immerse vial into a shielded
boiling water bath for 30 minutes.

Remove vial from water bath, place in lead shield cap and vent using a
10 cc. syringe with a 20-gauge needle. CAUTION,

Using aseptic technique, immediately inject the contents of the syringe
(labeled "B"), containing the Buffer Solution into the shielded vial.

Cool the shielded vial to room temperature for approximately 15 minutes.

It is recommended that with proper shielding and equipment, the final
formulation be tested for radiochemical purity (percent Technetium
Tc=99m binding) and each patient dose be visuallv inspected for foreign
matter. If the radiochemical purity is not adequate or foreign matter
is observed in the patient dose, it is recommended that the patient dose
be discarded. Do not use preparation after six hours. STORE PREPARED
DRUG AT ROOM TEMPERATURE.

Complete and affix the radioactive warning label to the vial shield.
It is recommended that the radioactivity content of each patient dose

be assayed prior to administration.

The DTPA reagent kit is approved for use by the U. S. NRC
pursuant to 35.14 and 35.110 Group III of 10 CFR Part 35.
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ANTIMONY SULFUR COLLOID
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SCHNETIUM Tc 99m ANTIMONY TRISULFIDE COLLOID KIT

contents

8 vials containing 0.2 mi of sterile 0.5 N Hydrochloric
scid. & syringes each containing 0.67 mg
Antimony as Trisulfide, 3.2 rnal Povidone, 1.0 mg
Potassium Tartrate, 1.2 mi Sterile Water. 5 syringes each
containing 24.7 mg Dibasic Sodium Phosphate, 2.7
Monobasic Sodium Phosphate, 0.5 mi Sterile Water,

procedure

1. Aseptically swab rubber septum of shielded 10 cc vial
containing 0.2 mi of 0.5N Hydrochloric Acid.

2. Aseptically inject 0.5 milliliters of Sodium
Pertechnetate Tc 99m* In isotonic saline up to
15 millicuries,

3. Maintaining aseptic technique, add the contents of
syringe labeled “A™ containing the Antimony
Trisultide Colloid praparation to the 10 cc vial con-
taining the Technetium Tc 99m and 0.2 milliliters of
0.5 normal Hydrochioric Acid.

Shake the shieided 10 cc vial by hand for three

seconds,

Using forceps, remove vial from shield and immerse

vial into a shielded boiling water bath for 30 minutes.
vial from water bath, piace in lead shield, and

ent using a 10 cc syringe with a 20 gauge needle.
CAUTIO:‘? i .

7. Using aseptic technique, immediately in/act the con-
tents of the syringe la “B" containing the Buffer
Solution (supplied) into the shielded vial.

8. Cool the shielded vial 1o room temperature (approx-
imately 15 minutes).

9. The preparation is now ready for use. Do not use after

hours.

Store prepared drug at room temperature (18-25°C).
*The material should be oxidant and additive-free.
Store kit at room temperiture (18-25°C).

Only for patient use atter reconstitution with additive and
oxidant-free Sodium Pertechnetate Tc 99m.

Read accompanying literature before preparation and
patient use,

Do not use preparation after 6 hours from the time of for-
mulation.,

CADEMA MEDICAL PRODUCTS, INC.
MIDDLETOWN, NY. 10940
Rev. LF150-1

Made in U.S.A, Date 4-83

The ASC kit is approved for use by the

U.S. NRC pursuant to 35.14 and 35.110

Group 111 of 10 CFR Part 35.
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RBC
PREPARATION

Procedure for preparing Tc-99m - labeled Red Blood Cells Using the BNL
Red Blood Cell Kit.

Use aseptic techniques throughout the procedure.

1.

2.

3.

10'

Complete and affix the RBC radiation warning label
to the reaction vial.

Use waterproof gloves during the preparation procedure.

Place the RBC vacutainer in a suitable lead shield that has a
fitted lead cap.

Using a shielded syringe, add 1-3 mL (smallest possible volume is
preferable) of saline Tc-99m pertechnetate to a shielded sterile
and pyrogen-free 10-15 mL pharmaceutical vial and assay. Store in
a lead shield (up tc 100 mCi) (see Note a).

Draw 4 mL of patient blood into a heparinized syringe and add to
kit (see note f). Up to 6 mL blood may be used if the hematocrit
is low.

Place a lead cap on the vacutainer lead shield prior to mixing the
contents by rotation.

Mix immediately to dissolve the freeze-dried solids in the blood and
gently rotate the tube for five minutes at room temperature.

Add | mL of a 4.4% EDTA (ethylenediamine tetraacetic acid, disodium
or calcium disodium salt) solution (see Note b). Draw an equal
volume of air to avoid pressure buildup in the tube.

Mix briefly in the capped lead shield by gently inverting about five
times, and centrifuge the tube upside down five minutes at

1300 x G (2900 RPM for 14 cm spin radius; full speed setting on
International Clinical Centrifuge Model CL 20928m).

Maintain the tube in the inveried ponition to avoid disturbing the
packed RBC's. Using a standard 20 G Sterile needle and a 2-3 mL
sterile shielded disposable syringe, withdraw 1.25-2.0 mL of RBC's
(depending on volume of whole blood used) and transfer to the
premeasured technetium prepared in (1). To remove the RBC's from

the upside-down vacutainer tube, make sure the plunger of the 3 mL
syringe is pushed all the way into the syringe barrel before puncturing
the vacutainer stopper - injection of air into the settled RBC's

will resuspend the cells. Once the needle has just penetrated the
vacutainer stopper, remove the RBC's in one smooth plunger withdrawal
movement - ejection of cells from the syringe back into the vacutainer
tube will resuspend the remaining cells and the operation cannot be
continued without recentrifugation (see Note c).



11.

12.

13.

Incubate the technetium-RBC mixture for ten minutes at
room temperature with gentle mixing.

Complete and affix the radioactive contents label to
the vial shield.

Assay and dilute appropriately prior to injection. Cell
separation and yield determination at this point (Note h)
consistently give 98 +7 yields. (see note d for preparation
of damaged cells for splenic studies).

The DTPA reagent kit is approved for use by the U. S.
NRC pursuant to 35.14 and 35.110 Group III of 10 CFR
Part 35.



