Red Bl ood Cell | nmmunization Prograns (12/16/92)

Dat e: Decenber 16, 1992

From Director, Center for Biologics Evaluation and
Resear ch

Subj ect : Revi si on of October 7, 1988 Menorandum Concerni ng Red
Bl ood Cell | mrunization Prograns

To: Al'l Licensed Establishments Perforning Red Bl ood Cel

| muni zati on
| ntroduction

In the Decenber 5, 1990 Food and Drug Admi ni stration (FDA)

menor andum concer ni ng revi sed recommendati ons for the prevention
of HIV-1 transm ssion by blood and bl ood products, FDA
recormended an extension of the donor deferral period for

reci pients of transfusible products fromsix to twelve nonths 1/.
This change reflected the potentially long incubation period
prior to seroconversion in persons infected with the hepatitis C
virus. FDA now incorporates the sanme twelve nonth deferral period
revision into the FDA's reconmendati ons applicable to donors and
reci pients of red blood cells (RBC) for inmunization as part of
Source Pl asma prograns.

The revi sed procedures described bel ow are consistent with other
Public Health Service initiatives to ensure that adequate
precautions are taken to protect recipients of organs and tissues
2/ . These recomendati ons supersede FDA' s 1988 menorandum 3/,
update parts of the published guidance for imrmunization prograns
for Source Plasma donors 4/ and describe in nore detail the

i nformati on which should be provided to the Center for Biologics
Eval uati on and Research when seeking approval for Source Pl asna
i cense application amendnents to i nclude RBC i mmuni zation
prograns. Establishrments engaged in i munization progranms shoul d
al so be in conpliance with FDA's npbst recent recomendati on on
prevention of H V transmission including testing for anti-H V-2
by

June 1, 1992 5/.

1/ FDA menorandumto all registered blood establishnments, Dec.
5, 1990, "Revised Reconmendations for the Prevention of Human

| mmunodefici ency Virus (H V) Transm ssion by Bl ood and Bl ood
Products-Sections |, Parts A & B only".

2/ At this date the nost recent PHS recomendati ons on
prevention of hepatitis by donor screening appear in MWR 1991;
40: 1-17. The current recommendations for prevention of HV
transm ssi on were published April 23, 1992. The nost recent PHS
recomendati ons for prevention of H'V transm ssion from donated
organ tissues and senmen appear in MMR s 10/88, 2/88, 5/87 and
5/ 85.



3/ As previously described in FDA nenorandum of Cct. 7, 1988
"Recommendat i ons for Changeover From Use of Fresh | mmuni zi ng Red
Blood Cells to Use of Frozen |Imrunizing Red Blood Cells Stored a
M ni mum of Six Months Prior to Use".

Frozen Storage

FDA has previously recommended that red bl ood cells intended for

i muni zation be frozen and stored for six nmonths to permt donor
retesting before red cell use 3/. FDA now reconmends that the
frozen storage period for donor's cells be extended to 12 nonths.
In progranms currently using fresh cells or cells that have been
stored frozen only six nmonths, it is acceptable to continue use
of cells froma RBC donor previously used for a particul ar

reci pient while the 12 nonth evaluation is concurrently
docunmented. No red cells froma new donor should be used before a
12 month eval uati on period has el apsed.

Sel ection of Safe Red Cell Donors for |munization Prograns

Donors who supply RBC for imuni zation should be tested for

i nfectious disease markers including HBsAg, anti-H V-1,

anti-H V-2, anti-HTLV-1, a serologic test for syphilis (STS),
anti-HBc and anti-HCV. FDA has further reconmended that

nmul ti-antigen tests for HCV should be used 6/. A test for al anine
am notransferase (ALT) is another criterion for |icense approval
Al'l other requirenents applicable to donors of red blood cells
for transfusion nust al so be net.

To mninmze the potential for transm ssion of unexpected

i nfectious disease in RBC i muni zation prograns, FDA has al ways
limted the use of a new donor's cells to inmunization of no nore
than three recipients during an initial evaluation period of six
nont hs. Throughout this period of evaluation, nonthly testing for
HBsAg, anti-H'V, anti-HCV, anti-HBc, anti-HTLV-1, ALT and
syphilis (STS) has been perfornmed on both donors of RBC for

i muni zation and recipients of those cells. Consistent with the
12 month deferral period for blood recipients, FDA now recomrends
that all new donors and recipients of red cells for inmmunization
be evaluated for a 12 nonth period. Recipients, as well as
donors, should now also be nonitored for anti-H V-2. Furthernore,
the three initial recipients should not have been previously
transfused or imunized because the RBC donor qualification
procedure nmay be unnecessarily conpromised if the recipients have
previously received bl ood or blood product transfusion or

i muni zations. The requirenent for frozen storage will permt

del ayed use of RBC fromretested donors. Bi-nmonthly anti-HCV
testing of RBC donors and recipients is recomended because of
potential transient detection of signs of infection. Initial and
twel ve nmonth testing for all other infectious disease nmarkers
listed above should be perfornmed on RBC donors and recipients. |If
the RBC donor or recipient is concurrently a donor of Source

Pl asma during the 12 nonths of frozen storage or subsequent



eval uation, the results of all the routine |aboratory tests
shoul d al so becone a part of this record.

4/ As found in the revised June, 1980 FDA guidelines for
i muni zation of Source Plasma (hunan) donors with bl ood
subst ances.

5/ As described in the FDA nermorandum of April 23, 1992, "Revised
Recommendati ons for the Prevention of Human | munodefici ency
Virus (H'V) Transm ssion by Bl ood and Bl ood Products".

6/ As described in the FDA nermorandum of April 23, 1992, "Revised
Recommendati ons for Testing Wol e Bl ood, Blood conponents, Source
Pl asma and Source Leukocytes for Antibody to Hepatitis C Virus
Encoded Antigen (Anti-HCV)".

Li cense Anendnents

If you have not initiated a frozen red blood cell programfor

del ayed use of red blood cells, you should either subnmit within
30 days a statenment and supporting documentation to your |icense
file requesting an exenption fromthe reconmended protocol, or
file an anmendment and initiate the necessary changes i medi ately.

Red bl ood cell inmunization prograns should be revised to reflect
t hese recommendati ons. Forward all operating procedures that have
been revised to conformw th these recomendati ons to CBER within
sixty days of receipt of this menorandum We are providing an
attachnent that includes a fornmat for response and a summary
listing of information to be submitted by new applicants for red
bl ood cell imrunization prograns. Manufacturers operating under
currently approved prograns should review the information they
have previously submitted to ensure there are no changes that
shoul d be reported.

Pl ease indicate the nunber of donors contributing red blood cells
for i munization and the nunber of imunized recipients in your
red blood cell/Source Plasma programin 1991 and 1992. You may

al so file your annual report of unexpected antibodies elicited by
i muni zation as outlined in the June 1980 gui deline 4 by
conpleting item 3 of the attachnment. Questions may be directed by
facsimle to the Division of Transfusion Science, Laboratory of

Bl ood Bank Practices (301-227-6431).

Kat hryn C. Zoon, Ph.D.
Attachnents:
1. Reference list of information that nust be included in a

subm ssion for review and approval of a red bl ood cel
i muni zation program



2.

Suggested format for reporting the use of frozen red bl ood
cel I's.

Kat hryn C, Zoon, Ph.D.
Director, CBER

Food and Drug Administration
8800 Rockvil e Pike

Bet hesda, MD 20892

ATTN: HFB- 240

Dear

1

Responding Facility: Li cense No.

Dr. Zoon:

In response to your recommendations for revisions to red
bl ood cell imrunization prograns, | affirmthat:

Qur program has adopted all of the FDA's recomrendati ons of
Cctober 7, 1988 and April 23, 1992, including the use of
only frozen, stored cells.

Dat e i npl enent ed:

Pl ease find attached our revised operating procedures for
CBER file, addressing these changes These procedures have
previously been approved by FDA and incorporate only
changes in direct response to the nost recent FDA nenoranda
concerning the 12 nonth storage period and anti-H V-2
testing.

Dat e previously approved:

Pl ease find attached our request for an exenption for not
adopting the reconmended protocol changes.

Included in our red cell programin 1991 and 1992 were
(pl ease indicate nunber):

Red cell donors

| mruni zed recipients

Li st by specificity any unexpected anti bodi es produced in
this programin 1991 and 1992 if not previously reported to
the FDA or indicate the date of report:

Facility Name

Addr ess




Responsi bl e Head: Nane

Tel ephone No.

Dat e of Response

Si gnature

Information to be Subnitted When Applying for a Red Bl ood Cel
| mmuni zation Program as Part of a Source Plasnma License.

1. Volume of antigen and route adninistered.
2. Interval between injections.

3 Criteria for discontinuing inmmnization: Primary series and
booster series.

4, Criteria for "successful" inmunization - acceptable titer
| evel s.

5. Criteria for evaluation of recipient response
6. Copy of inforned consent for imunizations.
7. Standard Operating Procedures for the follow ng itens:

a. ABO Rh groupi ng and any ot her phenotyping of red
bl ood celIs.

b. Detection and identification of unexpected
al | oanti bodi es and anti body titration.

C. I nfectious di sease testing.

d. Fol | ow-up of i muni zed donors to determ ne possible
transfusion transmtted di sease

e. Col l ection and preparation of RBC for imrunization.
f. RBC st orage and shi pnent.
g. RBC sterility testing and assi gnment of dating
peri od.
h. Thawi ng and degl ycerolization of RBC

i Eval uating and reporting the specificity of
uni nt ended anti bodies elicited by RBC i mmuni zati on.

j- Quality control of equipnent and reagents.

8. Nane of container and manufacturer of the fina
pyrogen-free, sterile container for RBC storage.



10.

If RBC for inmmunization are obtained from another |icensed
facility, or if any steps in the preparation of RBC (eg

gl ycerolization, freezing, storage, deglycerolization) are
performed by another facility, provide the name and address
of the facility.

If an outside testing facility is performng any of the
testing, provide the name and address of the | aboratory.
Include a letter fromthe |aboratory stating that it will
al l ow FDA i nspections and that the | aboratory procedures
are consistent with current FDA regul ations including 21
CFR 610.40(b) (3) and 610.45(b)], guidelines, and
reconmendati ons.



