Collection of Platelets Pheresis (10/7/88)
DATE: 7 Cctober 1988
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SUBJECT: Revised Guideline for the Collection of Platelets,
Pheresi s

TO Facilities Preparing Platel ets, Pheresis

In August, 1981, the Food and Drug Administration issued a
guideline for the collection of Platelets, Pheresis. Since that
time, we have received comment on the guideline, new

i nstrunmentati on has appeared, and consi derabl e experience with
pl atel et collection and storage has been accumul ated. All of
these factors were considered when the revised guideline was
proposed and distributed for comrent in March, 1984. The
conments recei ved were di scussed along with the proposed
revisions at a public neeting held in Bethesda, MD, on May 22,
1984. The nost significant changes that resulted are expl ai ned
in the guideline introduction.

Since then, new instrunentati on and separation techni ques have
been approved and additional testing for disease transm ssion
potential have been proposed and included in donor screening.

I nformed consent forms have been nodified to include this testing
as well as donor self-exclusion policies. These changes have
been reflected in the current revision of the guideline. It
shoul d be noted, however, that a guideline establishes principles
of general applicability and does not include advice on
particular situations. A guideline is not a |egal requirenent,
but a person may rely upon a guideline with assurance that it is
acceptable to the FDA (21 CFR 10.80). When different procedures
or standards are chosen, a person may, but is not required to,

di scuss the matter in advance with FDA

Paul D. Parkman, M D
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REVI SED GUI DELI NE FOR COLLECTI ON OF PLATELETS, PHERESI S

| NTRODUCTI ON

The first edition of this guideline appeared in August, 1981.
Since that tinme, we have received comments on the guideline, new
i nstrunmentati on has appeared, and consi derabl e experience with
coll ection and storage has been accurul ated. All of these
factors were consi dered when the revi sed gui deline was proposed
and distributed for conment in March, 1984. Coments were
recei ved and di scussed along with the proposed revisions at a
public neeting held in Bethesda, MD on May 22, 1984.

This process has resulted in the current version of the
gui del i ne that incorporates many changes as conpared to the
March, 1984 version. The following is a partial list of such
changes. Included in this |list are items that were the subject
of many comrents, as well as sonme for which we do not believe a
cl ear consensus yet exists.

1. The outline format has been revised so that reference can
be made to uni que paragraphs.

2. (1.B) Donor deferral interval after aspirin ingestion
Publ i shed data support the contention that a 36 hour interval is
sufficient to yield platelets with satisfactory function. The
Ameri can Associ ation of Bl ood Banks (AABB) requires a 3 day
interval. The present version of the guideline reflects this
uncertainty with nore flexible |Ianguage.

3. (l.E) The suggested nmaxi mum nunber of collections froma
donor in one year has been increased to 24. The nagnitude of the
potential risks, especially |ynphocyte depletion, is still

uncl ear. However, newer collection techniques decrease these

ri sks, and experience has revealed no clinically apparent adverse
side effects. Further study in this area is needed

4. (I.F) Tests for disease transm ssion (STS, HBsAg and HV
anti body testing) and ABO and Rh groups need be performed only
once at the begi nning of a 30-day period of donation by a



dedi cated donor for a single recipient. There was not a clear
consensus on this point anong those who offered coments. The
policy proposal reflects the fact that this portion of the
guideline is to be applied only in certain specific clinical
situations. W believe that the risk-benefit analysis in such
situations supports this exenption fromroutinely applied
requirenents.

5.(1.H) Platel etpheresis donor deferral after whole bl ood
donati on previously had been recommended at 8 weeks to refl ect
the potential danger of losing a significant nunber of red bl ood
cells during the pheresis procedure. Newer instruments now limt
the potential red blood cell loss and, therefore, the guideline
has been made nore fl exible.

6. The reconmended total volunme of collected platel etpheresis
product is limted to 500 nL (600 nL for donors 175 Ib), rather
than the 1,000 nL limitation listed in the AABB Standards.

Col l ection of plasma by-products (Source Plasna, Fresh Frozen

pl asma, etc) from pl atel etpheresis procedures will be considered
upon recei pt of anmendnments to establishnment and product
applications. W have reviewed data that support renmpval of tota
vol unes | arger than recomrended by the current guideline. Such
data shoul d be obtained on an anbul atory donor population in the
setting of typical collection facilities. |In addition, such

pl asma obt ai ned by pl atel et pheresis procedures shall be collected
as prescribed in 21CFR 640. 62 640. 64 (except that paragraph
(c)(3) of 640.64 shall not apply), and 640. 65.

7. (IV.E) Sterility testing need be done only during
establ i shnent of the technique.

8. (IV.F) Quality control testing (pH and platelet count) may
be done on units at the tinme of issue. Many comments addressed
the fact that units of product rarely reach the outdate tinme, and
testing at the maxi num storage time would be inpractical and not
representative

9. (IV.Q Platelet content of each unit should be determ ned,
but the value nmay be kept in records and need not go on the
container |label. Platelet counts on sanples nay therefore be
done after the units have been issued

10. (V.) Labeling is revised to conformw th the Quidelines for
Uni form Label i ng of Bl ood Products, devel oped by the American

Bl ood Commi ssion Labeling Subcommittee. The product nane,

Pl atelets, Pheresis, is the designation contained in those

gui del i nes and adopted by the FDA in the final rule for Uniform
Label i ng of Bl ood Products.
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UPDATED OCTOBER 1988

This Food and Drug Adm nistration (FDA) guideline applies to al
regi stered blood collecting facilities which prepare Pl atel ets,
Pheresi s by nechanical neans using a currently approved

i nstrument.

. DONOR SELECTI ON

A

The sane general criteria used to select donors for
whol e bl ood apply to donors selected for pheresis
procedures. These include the health history,
tenperature, pulse, blood pressure, and weight. In
addition, a henoglobin or hematocrit should De
determ ned. All AIDS rel ated deferral procedures
shal | be foll owed.

Persons who have recently ingested nedication
containing aspirin, especially within 36 hours, may
not be suitable donors for Platelets, Pheresis.

I f pheresis procedures are performed at the sane
frequency and interval allowed for whole blood, the
donor shoul d neet the whole blood suitability
criteria. No additional |aboratory testing is
required for this frequency and interval.

I f pheresis procedures are to be perforned at a
greater frequency or shorter interval than all owed
for whole blood, then,in addition to neeting the
whol e bl ood donor suitability criteria, a blood
sanpl e should be drawn fromthe donor prior to the
start of the initial plateletpheresis procedure. A
pl atel et count should be performed and the results
reviewed prior to the donor's undergoi ng each
subsequent procedure. Counts obtained after the
previ ous procedure nmay serve this purpose. The

pl atel et count should be greater than 150, 000/ uL.
Donors whose counts are | ess than those stated above
shoul d be deferred until the counts have returned to
nor nmal .

A donor should not generally undergo a total of nore
than 24 pl atel et pheresis procedures during a cal endar
year. Wth intervals of 48 hours between procedures,
a donor should not undergo nore than two procedures
within a seven day period

Pl atel ets, Pheresis collected repeatedly froma
singl e donor and intended for a single recipient,
i.e., dedicated or fam |y donor, nmay be collected as
often as necessary for a period not to exceed 30 days



(21 CFR 606. 110) .

The donor shoul d be exam ned as for whol e bl ood
donation prior to each platel etpheresis in order to
ascertain his/her health status. The testing of the
dedi cat ed donor for disease transm ssion potential,
i.e., serological test for syphilis (STS), hepatitis
testing (HBsAg), HIV antibody testing, and ABO and Rh
groupi ng, need be done only once at the begi nning of
t he donation period. Oher recomendations as

descri bed under Processing and Testing apply to every
unit of Platelets, Pheresis collected froma single
donor intended for a single recipient.

Donors undergoi ng pl atel et pheresis procedures with
greater frequency than nentioned in paragraph |.E
who do not neet the criteria of I.F., will be

consi dered by the Center for Biologics Evaluation and
Research to be undergoi ng an investigationa
procedure. |If the product is to be shipped
interstate, an "lnvestigational New Drug Application"
must be filed. The conditions that should be met
prior to the performance of each investigationa
procedure are as foll ows:

There should be an investigational protoco
describing the information that will be
obt ai ned at each donation. At mininum white
bl ood cell count, differential, and platel et
count shoul d be perforned prior to each
donati on procedure. These data shoul d be

mai nt ai ned cunul atively for each donor and
revi ewed periodically by physician for any
adverse effect. The accurul ation of other data
(especially that pertaining to donor cellular
i Mmunity) is encourage.

The medi cal director or designated physician
should certify in witing that the need to
coll ect the conponent fromthis particul ar
donor to support a patient outweighs the
potential risks as they are known.

There should be an investigational procedure
consent formin addition to the routine

i nforned consent formto be signed by the donor
and a witness. The responsibl e physician
shoul d obtain this consent.

Any person who has donated 1 unit of whole blood or
who has | ost the equival ent anmpunt of whol e bl ood
(450 mL) during a pheresis procedure should not serve
as a pheresis donor for eight weeks if extracorporea
red blood cell volunme during the procedure is greater



than 100 nL. 1In the event of exceptions for

pl at el et pheresi s procedures, the responsible
physician should certify in witing the need to
collect this conmponent as described in paragraph
.G 2.

Maxi mum total red blood cell |oss (whole blood
donations, red blood cell |oss during pheresis, and
| aboratory sanpl es) for one cal endar year shoul d not
exceed the loss of red blood cells pernmitted by FDA
regul ati ons for whole bl ood coll ection.

Red bl ood cell |oss noted for pheresis procedures

t hat exceeds the frequency linmt stated for whole

bl ood in paragraph |.D. should be nonitored by neans
of a hematocrit determnation perfornmed on products
contai ning visibly apparent red bl ood cells.

Conpl ete and accurate donor records shoul d be

mai nt ai ned.

The total volunme (excluding anticoagul ant) of al

bl ood products retained per platel etpheresis
procedure should not exceed 500 nmL (600 niL for donors
wei ghing nore than 175 pounds. Collection of plasm
by- products (Source Plasma, Fresh Frozen Pl asma,

Pl asma, etc.) from pl atel et pheresis procedures

(resulting in a larger total volunme) will be
consi dered upon recei pt of amendnents to
establ i shnent and product applications. |n addition

pl asma obt ai ned by pl atel et pheresis shall be
collected as prescribed in 21 CFR 640. 62, 640.64
(except that (c)(3) of 640.64 shall not apply), and
640. 65.

The accunul ated | aboratory data for donors should be
noni tored by qualified personnel and reviewed every
four months by a licensed physician. The nini mum
accept abl e val ues should be included in the center's
protocol and exceptions to these criteria approved in
writing by the physician responsible for the pheresis
program A statenent shoul d be signed for exceptions
made where | aboratory values for a donor are at
variance with accepted standards.

Donors shoul d be questioned about adverse reactions
during or after previous pheresis or other blood
donations. The determination of suitability to serve
as a pheresis donor should take into account such
reactions. A notation about the noderate to severe
reacti ons should be made in the donor record file if
a reaction has any bearing on future donations and/or
applicable restrictions.

The pheresis instrunent enpl oyed shoul d be approved



by the Center for Biologics Evaluation and Research
(see appendi x) .

[1. I NFORVED CONSENT

The el ements of inforned consent as stated here are not
applicable to investigational procedures. Full consent should be
obt ai ned from new donors. On subsequent donations the signing of
sinpl e consent statenments will suffice. For investigational
procedures, the Investigational New Drug Application (IND)

i nforned consent requirenments (21 CFR 50.25) would apply.

A Appropriate consent shoul d be obtained by a physician
or an allied health person experienced in the
procedure to be perfornmed. A copy should be offered
to the person signing the form

B. In seeking informed consent, the follow ng
i nformati on shoul d be provi ded each donor:

1. A description of the procedures to be foll owed
shoul d be given in | anguage understandable to
t he donor.

2. A description of any reasonabl e foreseeabl e

ri sks or disconforts that may occur.
Information as to the side effects of the
procedure and the hazards of solutions and/or
drugs the donor will receive should be given

3. An expl anati on of the procedure shoul d consi st
of such discl osure and be nade in such a nanner
that a clear opportunity to refuse is

present ed.
4, A statenent that participation is voluntary and
that donors may withdraw their consent at
anyti ne.
5. A staterment informng the donor of his/her

right to ask questions of and discuss the
procedure with a physician.

6. A staterment that the long termeffect of the
reducti on of |ynphocytes is not clear.

7. A statement that the donor has revi ewed and
understands the information provided to hin her
regardi ng the spread of AIDS virus by donated
bl ood and plasma. It should also state that if
the donor considers hinfherself to be at risk
for spreading the virus known to cause Al DS,
that he/she will agree not to donate bl ood or
pl asma products for transfusion to another



person or for further manufacturing.
[11. PROCEDURAL PROTOCOLS

A A qualified physician who is faniliar with the
procedure should be available to attend the donor
within 15 m nutes when a pheresis procedure is being
perfornmed and shoul d be available for consultation
and managenment of donor adverse reactions.

B. Personnel engaged in platel et pheresis should obtain
specialized training for the use of the instrunments
i nvol ved. This training should include periodic
refresher courses that include updated information on
product preparati on and rmachi ne mai nt enance

C. The equi pnent shall be observed, standardized and
calibrated on a regularly schedul ed basis that
conforns with 21 CFR 606. 60

D. During the course of the procedure the separated
pl asma should be visually inspected for henolysis. A
red tinge to the plasma in the return line is cause
for evaluation (prior to the reinfusion to donor) to
determi ne whether this results fromred bl ood cel
contam nati on of plasma or to henolysis.

E. There should be a witten procedure for managenent of
a cardi opul monary energency which contains steps
(includi ng phone nunbers) for contacting physicians,
obt ai ni ng an energency rescue squad, and transport of
t he donor to the hospital.

F. The Center for Biologics Evaluation and Research
requests that each establishnment seeking |icensure of
Pl atel ets, Pheresis prepared by approved instrunents
submt two units of freshly prepared Platelets,
Pheresis from each approved instrunment. An
establi shnent may submit two whole units or two
hermetically sealed aliquots (30-40 nL). Atie tag
shoul d be attached to each unit identifying the
machi ne manufacturer, the pH, the platelet count, the
white blood cell count the total volunme of product,
and the packed red-blood cell vol une.

Processing and | abeling should be conpleted prior to shipnent,

i ncluding prelimnary HBsAg and H V antibody test results. The
same care should be taken in collecting, packing, and shipping as
that taken for products intend for transfusion. Shipping
arrangenents should insure that sanples arrive at the Center for
Bi ol ogi cs Eval uati on and Research prior to product expiration
time. The products should not expire on the weekend.

Schedul ed shi pments should arrive prepaid at the follow ng



address between 8:30 a.m and 4:00 p.m Monday through
Fri day:

Center for Biologics Evaluation and Research
Food and Drug Admi nistration

8800 Rockville Pike

Bui | di ng 29, Room 323

Bet hesda, MD 20892

PROCESSI NG AND TESTI NG

A

Pl atel ets, Pheresis should be processed as a whol e

bl ood donation. Testing is perfornmed on a pil ot

sanpl e(s) drawn at the tinme of the procedure and
shoul d i ncl ude ABO Rh grouping, and all required
testing for transfusion-associated infections. HBsAg
testing should conformto 21 CFR 610.40 and H V

anti body testing should conformto 21 CFR 610. 45 and
be conpleted prior to transfusion of platel etpheresis
products. For Platelets, Pheresis collected
repeatedly over a 30-day period froma single donor
and intended for a single recipient, these tests need
be done only once at the begi nning of the donation
period (see |I.F).

A hematocrit should be perfornmed on final products
containing visibly apparent red blood cells to
determ ne total packed red bl ood cell volune. |If the
final product contains nmore than 2 nL of packed red
bl ood cells, a sanple of donor blood should be
attached to the container for conpatibility testing
The possibility of adverse reactions due to ABO

i nconpatible red blood cells should be stated in the
product's circular of information.

The dating period for Platelets, Pheresis collected
with an approved instrunent is 24 hours fromthe
term nation of the procedure, unless the system used
for collection has been specifically approved for

| onger storage (see appendi x).

Pl atel ets, Pheresis should be stored at 20-24 Cwth
gentle agitation.

During the establishnent phase of the procedure, the
foll owi ng determ nati ons should be nmade for each
unit: hematocrit or red blood cell count, platelet
count, white blood cell count, pH determ nation and
total product volunme. The total nunber of platelets
and the volume of red blood cells obtained from each
pl at el et pheresis shoul d be calculated. During this
period sterility tests should be performed as
described in 21 CFR 610.12 on outdated units, or on
30 nmL of the product separated at the tine of



V.

preparati on and stored at 20-24 C for the duration of
the dating period. The procedure nay be consi dered
establ i shed when all operators have been trai ned and
several consecutive procedures yield consistently
satisfactory products neeting all requirenents.

F. Once the procedure is operating satisfactorily, at
| east 75% of the units tested should contain a
m ni mum of 3.0 x (10)11 platelets unless the
equi prent has been approved by the FDA for collection
of a product having a lower mininumlint (see
appendi x). In addition, four units per nonth should
be tested at the tinme of issue (or the maxi mum
storage tinme allowable for bag systemused) to
provi de additional quality control information. All
of these units should have a pH of greater than 6.0.
A white blood cell count should be done as a quality
control indicator for the autonmated pl atel et pheresis
instruments. The Standard Operating Procedures
Manual shoul d state nmaxi mum acceptable linits for
instruments in use. A weight/volunme conversion
shoul d be done for cal cul ati on purposes. A
hemat ocrit should be performed on the final products
containing visibly apparent red blood cells to
determ ne total pack red blood cell volune.

G The actual platelet content of product (volune X
pl atel et count) should be determ ned on every unit.
These data should be a part of the issue records.

LABELI NG | NSTRUCTI ONS

NOTE: The followi ng instructions fulfill requirenents in 21
CFR, Part 606 only when the guideline for uniformlabeling
is met. The container |abel should bear the follow ng

i nformation:

A The proper name of the product, Platelets, Pheresis.

B. The appropriate donor classification statenent, i.e.,
"paid donor" or "volunteer donor" as prescribed in 21
CFR 606. 121(c) (5).

C. The vol une of the product, accurate to within + 10%
or a volune range with reasonable linmts.
D. A statenment indicating the kind and vol une of

anti coagul ant solution present. The estinmated anount
of anticoagul ant added to bl ood during processing is
sati sfactory.

The donor's ABO and Rh bl ood groups.

Donor unit number.

The expiration date, including the day, nonth, and
year, and, if the dating period for the product is 72
hours or less, the hour of expiration.

H. Recomended storage tenperature of 20 to 24 C

l. The statenent: "See circular of information for

mmm



i ndi cations, contraindications, cautions, and nethods
of infusion."

J. The statenent: "Properly identify intended recipient."”
K. The statenent: "This product may transmt infectious
agents."
L. The statenent: "Caution: Federal Law prohibits
di spensi ng without prescription.”
M Nane, address, registration nunber, and if

applicable, the license nunber of the manufacturer

The package insert should include the follow ng specific
information in addition to the general requirenents for all blood
product s:

(1) Instructions to use a filter (other than a
nm croaggregate filter) in the adm nistration
equi pnent .

(2) Instructions to begin admnistration as soon as
possi bl e but not nore than 4 hours after entering
t he cont ai ner.

(3) A statenent indicating that the actual platelet
content is available fromthe nanufacturer upon
request.

(4) Instructions to maintain continuous gentle agitation
during storage.
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Appendi x to CGuideline for Collection of Platelets, Pheresis
Prepared by Autonated Met hods

Currently approved instrunments for automated coll ection of
Pl atel ets, Pheresis

M ni mum

Pl at el et Concentration Maxi mum
Manuf acturer | nstrunent Per Unit St or age
Haenoneti cs H 30, H 305 3.0 X (10)11 24 hours
Haenmonetics Y-50 (without surge) 2.0 X (10)11 24 hours
Haenmonetics V-50( with surge) 3.0 X (10)11 24 hours
Haemonetics V-50 (with surge) 3.0 X (10)11 5 days in

functionally cl osed system using CLX
Baxt er Fenwal CS-3000 3.0 X (10)11 24 hours
Baxt er Fenwal CS-3000 3.0 X (10)11 5 days in

functionally closed system using PL-732



COBE/ | BM | BM 2997(dual /stage) 3.0 X (10)11 24 hours

COBE/ | BM Spectra 3.0 X (10)11 5 days in
functionally cl osed system

Di deco Progress 790/ A 3.0 X (10)11 24 hours

Currently approved instrunments for automated pl asmapheresis:

Haernoneti cs V- 50

Haernoneti cs PCS

Baxt er Aut opheresis C

Baxt er Fenwal CS-3000
Note: This appendix will be revised periodically and copi es of
the latest revision of this appendix will be avail abl e upon

request fromthe Center for Biologics Evaluation and Research
( HFB- 480) .



