Dat e: March 14, 1995

From Director, Center for Biologics Evaluation and
Resear ch

Subj ect: Revised Recommendations for Red Bl ood Cel
| muni zation Prograns for Source Plasnma Donors.

To: Al'l Licensed Establishnents Perform ng Red Bl ood
Cell I rnmmuni zations

| nt r oducti on

On August 14, 1974, the Food and Drug Adm ni stration (FDA)

i ssued a guideline recomrendi ng i nmuni zati on schedul es for
Source Pl asma donors participating in red bl ood cel

I mmuni zation prograns. FDA revised the guideline in June,
1980, with additional recommendati ons concerning red bl ood
cell donor criteria, volune and frequency of collections,

| aboratory tests, preparation of antigen, and record keepi ng.
Subsequently, the Center for Biologics Evaluation and Research
(CBER), FDA, issued a nmenorandum on Cctober 7, 1988, entitled
"Reconmmendati ons for Changeover from Use of Fresh | muni zi ng
Red Blood Cells to Use of Frozen Imunizing Cells Stored a

M ni mum of Six Months Prior to Use". This nmenorandum
recomended the use of imuni zing red blood cells stored for a
m ni mum of six nmonths prior to use to permt re-testing of red
bl ood cell donors for infectious diseases, including anti-HYV,
HBsAg, anti-HBc, and al ani ne am notransferase (ALT) testing.

A fol l owup nmenorandum dated Decenber 16, 1992, and entitled
"Revi sion of Cctober 7, 1988 Menorandum Concerni ng Red Bl ood
Cell Inmmunization Progranms”, recommended extending the frozen
storage period of red blood cells for immunization to twelve
nont hs.

Thi s menorandum al so recommended testing of the red bl ood cel
donor and inmuni zed recipients for Hepatitis C virus (HCV) by
a multi-antigen test.

The use of new, licensed, nulti-antigen assays that detect
anti body to HCV (anti-HCV), was addressed again in a FDA
menmorandumto all registered bl ood establishnments, dated
August 5, 1993, and entitled "Revised Recomendati ons for
Testing Wol e Bl ood, Bl ood Conmponents, Source Plasnma and
Source Leukocytes for Antibody to Hepatitis C Virus Encoded
Antigen (Anti-HCV)". The FDA now believes that the increased



sensitivity of the anti-HCV test wll permt donors and
i ntended recipients of red bl ood

cells for imunization to be tested on a | ess frequent basis
during the twelve nonth period after a possible exposure to
HCV. It should no | onger be necessary to test red bl ood cel
donors every two nonths for anti-HCV during the year before
initial recipient inmunization.

| mprovenents in the technol ogy of detecting markers for anti-
HCV have contributed to increased know edge in the biol ogy and
i mmunochem stry of HCV. Based on this nore recent know edge,
CBER is revising its recomendations for red bl ood cel

i mmuni zation prograns regarding suitability of red bl ood cel
donors for inmunization progranms. This nmenorandum super sedes
t he FDA nenorandum of Decenber 16, 1992, and serves as an
addendumto the June, 1980, "Guideline for the Immunization of
Source Plasma (Human) Donors with Bl ood Substances”.

Recommendati ons

Bl ood establishnents should test new donors who supply red

bl ood cells for imunization at the tine of donation for al
requi red and recommended i nfectious di sease tests, using

i censed assays for anti-H V-1, anti-H V-2, HBsAg, anti-HBc,
anti-HCV, and anti-HTLV-1. Donors should also be tested for
el evated | evel s of al ani ne am notransferase (ALT) and with a
serologic test for syphilis. Blood establishnents should
follow all other requirenments and reconmendati ons applicable
to donors of red blood cells for transfusion. If all the

| aboratory test results are acceptable, the donor's red bl ood
cells should be stored frozen for a m ninum period of twelve
nmont hs and shoul d not be used to i mmuni ze recipients during
this initial 12 nmonth period. After the twelve nonth period
has el apsed, the donor and up to three intended recipients
shoul d be tested for all of the above |isted infectious

di sease tests, elevated ALT levels, and with a serologic test
for syphilis. Red blood cell recipients should not have been
previously transfused in the past twelve nonths or have
participated in a red cell imunization programin the past
twelve nonths. If all of the tests are negative for both the
donor and the intended recipients, up to three recipients may
be i munized with the donor's red bl ood cells.

These initial recipients should be evaluated for a m ni mum
period of twelve nonths subsequent to red bl ood cel
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i mmuni zation by testing at 3, 6, 9, and 12 nont hs post

i mmuni zation for all required and recomended i nfectious

di sease tests. The red blood cell donor does not need to
undergo further infectious disease testing after i mrunization
of these first recipients, unless the infectious disease
testing is perforned to evaluate a new collection of red bl ood
cells. If all the laboratory results are negative over this
time period, the donor's frozen red blood cells are qualified
for routine use (see attachnment #1). If any of the test
results on the recipients are positive during this period, the
frozen red blood cells cannot be used to i muni ze any nore
reci pients unless the blood establishnment docunments that the

i mmuni zing red blood cells were not the cause of the positive
test result(s).

Red bl ood cell donors who have conpleted the two year
qualification period outlined above will be considered

pedi greed donors. Pedi greed donors donating red blood cells
for use in inmmnization prograns should be tested initially
for all required and recommended infectious disease tests.
Their red blood cells are then collected and stored frozen for
twelve nonths. At the end of this twelve nonth period, the
donor is re-tested for all required and recommended infectious
di sease tests. If all of the laboratory tests are negative,
the frozen red blood cells are qualified for routine use (see
attachnment #2).

If the red blood cell donor or inmunized recipient donates
Whol e Bl ood, bl ood conmponents, or Source Plasma during the
eval uation period, the results of the | aboratory tests done on
t hese col l ections should al so becone a part of the eval uation
record. Source Plasma collections from i nmunized pl asna donors
shoul d not be used until there is docunentation that all tests
for infectious diseases are negative, and the ALT level is
within normal limts. Red blood cell inmunizations should be
eval uated for devel opnent of unexpected anti body responses and
reports of these unexpected anti body responses shoul d be
avai l abl e for FDA review during inspections.

Li cense Suppl enent s

Bl ood establishnments wishing to i nplenent red cel

i mruni zati on prograns should file a product |icense
application or supplenent to collect Source Plasma from donors
to be imunized with red blood cells for each i munizi ng

| ocation of the establishnent. Blood establishments currently
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licensed for red cell imrunization progranms should submt
revised Standard Operating Procedures (SOP) for a red bl ood
cell imruni zation programthat incorporates these
recommendations to the Center for Biologics Evaluation and
Research (CBER) within sixty days of receipt of this

menor andum  After CBER approval of the revised SOPs, |icensed
manuf acturers may i nplenent the current recommendati ons
concerning red blood cell inmunization prograns.

Questions may be directed in witing to the D vision of Blood
Applications, Food and Drug Admi nistration, Center for

Bi ol ogi cs Eval uati on and Research, O fice of Blood Research
and Review, HFM 370, 1401 Rockville Pi ke, Rockville, NMD 20852-
1448. Questions may al so be directed by facsimle to the Bl ood
and Pl asma Branch, Division of Blood Applications (301-594-
6431) .

Kat hryn C. Zoon, Ph.D

At t achment s: 1. | muni zati on Fl ow Chart for New Donors
2. | mmuni zation Flow Chart for Pedigreed
Donor s



