Dat e: March 10, 1995

From Director, Center for Biologics Evaluation and
Resear ch

Subj ect: Revision of FDA Menorandum of August 27, 1982:
Requi renments for Infrequent Plasmapheresis Donors

To: Al'l Registered Bl ood and Source Pl asnma
Est abl i shnent s

. I NTRODUCTI ON

The Center for Biologics Evaluation and Research (CBER) is
updating its existing guidance relating to plasma coll ection
by automat ed apheresis. CBER believes that the donor
suitability and protection procedures should take into
consideration the frequency of donation as well as the total
vol une of plasma collected over a period of tine, namely one
year. In its August 27, 1982, nenorandum "Requirenents for

| nf requent Pl asmapheresis Donors", FDA notified manufacturers
that it would review supplenents to Source Plasma |icense
applications requesting Source Plasma collections every 8
weeks, or less frequently, w thout a physical exam nation or
pl asma or serumprotein tests. FDA' s approval of the

suppl enent requesting a variance to 21 CFR 640. 63 and 640. 65
was nmade in accordance with FDA regul ations provided in 21 CFR
640. 120 (fornmerly 21 CFR 640.75). In a public neeting on June
21,1994, the FDA Bl ood Products Advisory Conmttee agreed that
t he maxi num perm ssable volune limts addressed bel ow and

coll ected at four week intervals would not conpron se donor
safety. These volunes are consistent with those currently

al l oned for platel etpheresis donors.



The recommendations in this nmenorandum apply to all Blood and
Source Pl asma Establishnents engaged in the collection of

pl asma by apheresis both for transfusion (i.e. Fresh Frozen
Plasma) and for further manufacturing (i.e. Source Plasm), as
well as plasma included in a platel et pheresis product. These
pl asma products are the only ones permtted by autonmated

col l ection. This menorandum supersedes the reconmendati ons of
t he August 27, 1982, nenorandum "Requirenents for |nfrequent
Pl asmapheresi s Donors", which defined infrequent

pl asmapheresis as every 8 weeks or less frequently. This
menor andum defi nes i nfrequent plasmapheresis as every 4 weeks
or less frequently.

I'1. RECOMVENDATI ONS

A.  Plasmapheresi s Donors

1. Plasma (Source Plasnma, Fresh Frozen Pl asma) may be
col l ected from heal thy, non-imunized i ndividual s
who donate every four weeks, or |less frequently,
i.e. infrequent donors, provided that such donors
nmeet all physical and history
requi renent s/ recommendati ons for donors of Whole
Bl ood, other than donation frequency, and have a
m ni mum wei ght of 110 pounds.

2. The maxi mum al | owabl e pl asma vol une (excl udi ng
anti coagul ant) collected annually would be 12.0
liters (14.4 liters for donors wei ghing nore than
175 pounds). Vol unmes per donation should not exceed
those outlined in the Novenber 4, 1992 nenorandum "
Volunme Limts for Automated Col | ecti on of Source
Pl asma" unl ess a variation has been approved by
CBER in a license application or supplenent.

3. The Standard Operating Procedures shoul d include
procedures to ensure that the donor is not
participating sinmultaneously in other blood or
pl asma col | ecti on programnms, or has not been a
frequent (nore often than every 4 weeks) apheresis
donor.

4. Collection froma plasmapheresi s donor who returns
in less than 4 weeks or who donates nore than the
maxi mum annual vol unmes, described in I1.A 2,
whi chever cones first, should follow all Source
Plasma regul ations in 21 CFR 640.61 through 21 CFR



640. 65; the donor should have a nedical exam nation
and plasma or serumprotein tests before being
accepted for another donation. If Fresh Frozen
Plasma is collected, the infectious disease test
requi renents and recomrendati ons for Whol e Bl ood
woul d al so apply.

B. Pl atel et pheresis Donors

1. Platel etpheresis collections may currently be
performed every 48 hours (two procedures within a 7
day period) with a maxi mum of 24 collections per
year, as stated in the October 7, 1988, nmenorandum
"Revised Guideline for the Collection of Platelets,
Pheresis", provided that all such donors neet al
physi cal and history requirenents/reconmendati ons
for donors of Wol e Bl ood, other than donation
frequency, and, in addition, have a platel et count
greater than 150, 000/ ul .

2. The total volune (excluding anticoagul ant) of al
bl ood products retained per platel etpheresis
procedure should not exceed 500 m (600 m for
donors wei ghing nore than 175 pounds) except as
specifically approved by CBER in a |icense
application or supplenent. The nmaxi mum vol une
col l ected annually should be 12.0 liters (14.4
liters for donors weighing nore than 175 pounds).

3. Any pl atel et pheresis donor who donates nore than
t hese maxi num annual vol unmes ( including plasna
"by-products”) should have a nedi cal exam nation
and plasma or serumprotein tests consistent with
21 CFR 640. 63 and 640. 65 before being accepted for
anot her donati on.

I11. LICENSING

A licensed establishnment desiring to include an infrequent
(every 4 weeks or less frequently) plasmapheresis collection
programat its facility nmust submt a supplenment to the
appl i cabl e product |icense application, requesting a variance
under 21 CFR 640.120. The suppl enent shoul d include a copy of
the Standard Operating Procedures (SOPs) that will be used for
t he infrequent plasmaphesis collection program Before
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i npl enenting these recomrendations, |icensed establishnents
must obtain CBER approval of the supplenent. A registered,
non-1licensed establishnment should request a variance under the
provi sions of 21 CFR 640.120, and submt a copy of the SOPs
that will be used.

Questions concerning plasnma collection my be directed in
witing to Director, Division of Blood Applications (HFM 370),
Food and Drug Adm nistration, Center for Biologics Eval uation
and Research, O fice of Blood Research and Review, 1401
Rockvill e Pi ke, Rockville, MD 20852-1448; FAX: (301) 594-6431.
Questions regarding platelet collection may be directed in
witing to Director, Division of Hematol ogy (HFM 330) at the
above address; FAX: (301) 402-2780.

Kat hryn C. Zoon, Ph.D
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04/ 11/ 94

05/ 14/ 94

05/ 23/ 94

06/ 29/ 94

07/ 20/ 94

topic initiated at Seni or Managenent Meeting
di scussion with Ofice of Conpliance counterpart

di scussion at CBER Bl ood Meeting; first draft
di stributed

di scussion wth Acting Ofice Director (OBRR)--E-
mai |

di scussi on at CBER Bl ood Meeting; PLASMAME. 2 draft
di stri buted

comments received by E-mail from HFM 330
i ncorporated into PLASVAME. 3

comments received from HFM 350 (Acting Division
Director, DBCP) incorporated into PLASMAME. 4

di scussi on at CBER Bl ood Meeting; PLASMAME. 4 draft
di stributed

coment s i ncorporated i nto PLASVMAME. 5

comments received from Ofice of Conpliance
coment s i ncorporated i nto PLASVMAME. 6

comments received fromOfice of General Counsel
coments i ncorporated i nto PLASMAME. 7

comments i ncorporated from H-M 370 (Acting Division
Director, DBA) and OGC i nto PLASMAME. 8

additi onal comments received from Ofice of General
Counsel

coments incorporated from OGC i nto PLASMAME. 9
comments from OGC i ncorporated i nto PLASVMAME. 10

revised to incorporate BPAC, June 21, suggestions
into i nto PLASMAME. 11

revised after discussion with J.Epstein into
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08/ 03/ 94

10/ 27/ 94

11/ 09/ 94

01/ 05/ 95

01/ 22/ 95

02/ 13/ 95

PLASMAME. 12; to J. WIlczek of OBRR Policy G oup

further revisions into PLASMAME. 13; to J. WIlczek
for distribution

revised after further discussion with J. Epstein
into PLASME. 14

revised to incorporate coments from J. Epstein and
B. Poindexter into PLASVAME. 15; faxed to J.
W czek

recei ved additional comments fromM GQustafson

received response fromS. Falter to M Custafson's
coment

recei ved response from OGC (D. Ml oney) by
tel ephone to M Gustafson's comment on 21 CFR
640. 120

revised i nto PLASMAME. 16, sent to M G@ust af son and
J. Wlczek

comment received fromM GQGustafson; revised into
PLASMAME. 17; given to J. WIlczek on 2/14/95



