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allowable rate for only a few months
and then discontinue. Although some -
drop out because they are unable to
continue to meet the reqmrements there
- is little or no information concerning
why most individuals discontinue

. donation.

Current regulations allow
plasmapheresis to be done at the
maximal rate provided that the donor .
maintains total serum proteins above 6
g/dL. The ability of the donor to.
amaintain plasma protein concentrations
appears to be a-more important criterion
for safety than the amount of plasma
retained during a specific time period.

Currently, it is required that tests for
specific plasma proteins be done atleast

every 4 months in individuals in serial -
plasmapheresis programs. During this’
permd approximately 16,000 mL 6f
piasma may be collécted. Since
reductions in immunoglobulins : appedr
early, this volume appears to be - :
excessive. It appears appropriate fo
base the frequency of determination of
specific plasma protein levels on both
time and volume of plasma-collected.
There is a lack of firm data on which to
base a recommendation concerning the
degree of donor safety provided by the

current regulations for frequency.of -
plasmapheresis.and the volumeof
plasma that may be retained.

In order to resclve these- questions, a
prospective and retrospective study-is
needed. The objeetive of such-a study -

would be to:{1) Evaluate the utility of .
‘the total serum protein.measurement as
an indicator of protein reserves, (2)
evaluate the significance of elevations in
liver enzymes.such as SGOT as a .
reflection of develaping serum protein.
abnormalities, and (3) determine
whéther or not inidividuals discontinuing
their participatidh in plasmapheresis

programs do 80 because of health
reasons that are not de‘gcted by
cirrently required tests. . :

f. Serological test for. syplzdzs. "i‘here
is no indication that the current '
requirement for “serologic testing for “
syphilis protects either.the piasma donor,
or thie recipient of the products
froni source plasima; V [t

conmderaﬁons of ti:e erologi

serologcal testfor's
the quality- -of the donatedpfasma

-g- Plasma obtaisied by teclzmques )
other than pIasmapIzereSIs( Teds =7
recognized that: piasma separaf{d from-

single unit:donationis 61
algo an {itiportant 901
vlisma derivatives: The e (
for donor sélectxon. colléction, 'and S
initial processing of this source- of

hiolé blood is

T

d-

nal {or

plasma are covered in the Code of
Federal Regulations sections on Whole -
Blood and Single Donor Plasma (21 CFR
Part 640). There are cutrently no
regulations defining conditions of
transportation and storage of single
units of plasma intended for preparation
of plasma derivatives. Some units of
plasma will be separated from whole
blood and frozen immediately after .
collection. These units are essentially
the same as plasma collected by
plasmapheresis. The regulatmns should
be modified to include these recovered
units of plasma to encourage their use.

Plasma separated from single units of
whole blood moie, than 6 hours after”
collection are not a good source of -
factor VIIL However, sich’plasma i 1s a -
useful source of other plasma, .
derivatives and its use shou!d be
encouraged.

6. Recommendations. a. The -
requirement for serologic testing for
syphilis should be discontinued. - .

b. Regulatwns shouid be médnﬁed to
require that no more plasma than can be
cbtained from approximately 2,600 mL
of whole blood be retained within 2i
days of the first plasmapheresis
procedure unless a‘qualified physician
has evaluated all of the accumulated
information, including resuts of lests for
- specific plasma proteins.

» €. The requirentent for & physacxan to’ )
conduct an examination’ prior to 4 dofior
participating in a serial plasmapheresw ‘
program should be discontiniied -
providing ddequaté safegusirds for tﬁe‘ B
donor are developed to allow other " ¥
trained personnél to screen the donor
for acceptability, - :

‘d. Regulations should be niodnﬁed to’
require the testing for specific plasma
proteins at least every 4 monthsor.” .-
- following the collection of 12,000.mL of

whole blood, (approxxmately 6,000 mL of ° T ion, 16:616-626, 1976... 7+

plasma), whichever comes fifst ‘In order K
for an individual to continue'as’a”- :
plasmapheresis donor, the results : must
, be evaluated by a qualified licerised - -
" physician and be determined' tobe -7 -
within the established. noimal range: - A
“:¢. Regulations. should-be promulg‘ d
to permit an’ itidividual doriorto
parhclpate ina mngleplasmapheresxs

procedure’in liéu of-a'single donatmn of % -
wholeé blood,-abiding by’the rules’:: - - »
e ., governing donor qualificdtion and ﬁxe S
hilis i protectmg'

‘frequency ‘of Wwhole bloed donatioris ‘and -
prcv:dmg ‘that thie total plasma protein .

ievel is determined as is presently done
_for each plasmapheresis-procedure; -
__Such doners should be'excluded: ftom

parhcxpauon inany plasmaphensis
_ programin which mare frequent =
plasmaphereses are pemutted unless

. physical examination,. speclﬁc-protem -

determmatxons, and other.donor °.

' Subpart G, are met upon the second visit

-frequent than 4 ‘times per year {every 3

‘to-éncourage #re Uitilization of sirigles-s-
" donor plasma recevered from whole® =7,
* blood collections as a source ef prdsma .
* for fractionation. -- . .

" System,"-The Newi England ]ou‘mal of.

- and L.A:‘Harker, “Prepacation’of

Tuzper, T‘Plasma Removal with. Return 0f A o

. ~Donation.” THansf

.Bload. 28:647-656, 1964.

’ Degradatlon. i

requirements of 21 CFR Part 640,

in any 3-month penod Furthermore; all -
donors engaged in plasmapheresis more-

months) shall be excluded as donors of

whole blood unless at the time of blood *

donation the person is examined and

certified by a physician to be in good

health. Written informed consent should

be required from each plasmapherisis . ;

donor after the hazards of the procedire <
are explained to the prospective donor .

by a qualified person. '

f. A prospective-and retrosspecuve ’ #~

- study should be done to determine the

health effects on the donor partlcxpatmg

"in serial plasmapheresis as it is’

currently permitted. Such a studyis .. - -
necessary to determine whether or not
existing requirements in regard to.

. amount and frequency are appropriate.

- 8- Regulations should?be promulgated-
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26. Donor Immunization and
Hyperimmunization -

Human donors of blood companents
serve as the resource for several
materials used to prepare produats
reviewed b.‘y’ the Panel. }v{any of these
donors-are subjected to immunization or
hyperimmunization pracedures to.
produce materials with higher antibody
levels, Therefore; the Panel reviewed
these techniquées which are similar for’
several products.

1. Immunization with bloaa' group
antigens. The initial studies which -

- demonstrated the red blood cell antigens
of the ABO system were done with sera’
from humans. Since that time human
serum has been the primary source of
reagents to identify buman red blood
cell antigens. As a result of blood.
transfusion or pregnancy, individuals -
are exposed to antigens not present on
their own red célls and may produce
alloantibodies active against the foreign .
antigens. Although a blood transfusion
will introduce a number of forexgn red '
cell antigens, the antibody response is
not alway predictable. The antigens may
be poor immunogens and produce no
detectable antibody response. One of

. the antigens may be particularly
immunogenic, and the'only detectable -
response will be an antibody that is
specific for that antigen. More than dne
of the antigens may be immunogenic
and result in formation of multiple
antibodies that react with more than one
type of antigen. Sera containing . -
antibodies which are reactive with more
than one’antigen may not be suitable for -

ﬂprocessmg into reagents. The desired -
immune response in respectfo.an .
antiserum for reagent purposes is to - -
elicit a potent antibody which is

. reactive with a single antigen.

“The uuually available blood-grouping:
reagents were obtained from the plasma
of individuals thit had developed
antibodies ds a résult of pregnancy of
the transfusion of bldod. In general the
amount of antibody available from an _
individual donor decreases with time
following exposure to the antigénic

) matemal, lt was found that more potent

group antigens should be identical. -

" which

" separately form.the; ‘point of view of -
donor immunization since xmnmnogemcv -
- materials with' A and’ Bspecxﬁmhes are-

antisera could be obtained by .

mphmama fi’lMp ﬂhh}\nﬂu_nvrnﬂnn ey

mdmduals to-the antigenic stimulus,
Red blood cells of known antigenic .
composition-are ysed for these

-immunizatiods. Red bload cells. aie‘}zot .
- ideal antigens since t}neycmtam a

number of different antigens, éach of

. which may be immunogenic and may -
elicit.an anhbady response. Thus if an -

attempt to increase the amount of one

‘antibody, a second antibody may be

produced. To minimize this poasibihty it :\ , presence of Rh, {m andappm:amate!y

is necessary-to identify the  anfigens of
both the red cells to'be m;ected and the
individual being immunized.

Current elines indicate that all
‘donors an mmpxents shall be :
phenotyped for C, B, E, &, e, Kélland °
Fv‘Excentforﬂlesnec ific hlag iy

response, the donor and recipient
phenotypes for the above listed h!eud

Since these factorsareielatively “highly
antigenic, matelm:g for allbutthe * -
desired antigen will reduce the: -

Although more extensive pheno

and matching is desirable, it is :fgf ing

presently req )
a. Blood Group-A and B antlgens. The .

ABQ system must be considered

widely present in the environment; tlius

* antibodies develop “naturally™ “because’
immumzatwn followed by anﬁbody
response occnrs spontaneously’ ‘without
deliberate exposure to antigenic . .
materials by blood. transfuaim."fhus.
with rear exceptions, individuals !ackmg
the A anfigen on theirved blood cells..

have anti-A antibodies in theirplasma ; P “f

and individuals lacking the B anﬁgen on

their red blood cells have anti<B.

" Substances which function like fhe red

blood ¢ell antigens A and B also can be -

obtained from varous nonhuman. sources -
‘(see the section on Blood Group -~
' Substances Acand B). These Aand B

substances are'used to ‘stiniylate the - -
pmductien of anti-Aor anti-B mﬂquxes

- in selécted individuals. Most of the -

problems related to the use of h\tman

 “red blood qeﬂs as antigens areﬂms

avoided.
b. 8h.() amsgen. When it was :fmmd
that Rh immune globulin was effective.
in prevention, of sensitization of Rb-.
‘negative women byt e»Rho[E}a 1 tigen.
the need for human plasma cor tai
anti-D}) antibody increased. In orde
obtain this anﬁhodymsuﬁﬁczegt

quaritities to meet the apparent: xwﬂd;foﬁ:

pmphylaxxs, it became common practice

- - provide compatible b

. to immunize selected. Rh-neganve

mdlwdnais intenﬁonally -with red bk;od

- cels containing the I antigen. ftwas .
. . rationalized thatthe presence of a blaod
© group specific antibedy such an anti-D is
-of no immediate harm to @ male. The -
N patentxal éanger to a male is that if the

individual requires a blood transfision,

. . itwould be essential that only Rh:'

negative blood be used. It is assurned
that there would be rig pmblem in.

. locaﬁng the required blood since donor

. hlmd is. mnfmnlu tested forthe -

15 percent-of the population are Rh-

. negative. The donor-recipient cross
+ match testfor compatibility provides

anather: safeguard. For obvious reasons -

- itisget appropriate to stimulate anti-D
. anﬁbody formation in women wha are

~ antigen intended to: stlm!ﬁate anti ady co potentiaily childbe

2%y

aring.
Current guidelines allow

mamunizaaon of] Rh-negative; n;neja with

< filed:
o Bmlogws The maaamum volume of red
_hlood cells used shall not exceed 50.mL -

incidence-of second-antibody fe: spanses within any 4-month period, Subjects not

make the piasma donormeless. ‘ml.of red hiood cells shall be dropped ‘

. from the program. Smaler volumes of -
" red:blood cells have been shown. to

a l}s pravxded the yrotocoi is
Bureau.of

responding

sfter receiving a total of 150

elicit ayi: anhhody response i some

- individuals. However, these volumes
.-- may be toolow 1o elicit the desired
~ antibody response in those now being

expesmt The dosage schedule should be
based on the minimal red cell exposure

: that ‘will produce the maximum results -

often in'the expased individuals.

- . The Panel feels that since intentional

. - immunization to produee anti-Dhas -
" been done for & number-of yeats, the
_most effective dose schedule could be

derived from thé existmg records ef the
-manufacturers; This supposedly - -
prietary information was fot >

<submitted by the varicis manufacmrérs

G Donor/mpzent selection and *
, safety. It is reqdired that ail donor blood
betested for A, B, and I antigens. Thus

y them isa -great demand for magents to

test for thode antigens, The usé of

,magems for other.red blood céll -

. antigens is more limited. However, ﬂzere

. is a need for reagems to identify oﬂxgr

red blood cell antigens in. oider to
Jin'certain.
problem situations, To.obtain these -

. reagents, it is comnion practice te u}ntam
. plasma fx'om individuals that already.

- havea &emonsu-able antibody. Itis- <
zaiwna%ﬂ that orice an antibody-has
"de ‘there is little additional -

Lo ,}'; :;dnﬂserm sgmﬂaﬁha&a‘mdmd“a’ - :‘

with.an appropriate antigen.. |
Suwe production of anttbody nf mote -
than one specificity is undesirable,
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identification. of the antigesnic
charactenstxcs of the red blood cells of
both the recipient and the’ donor'is ;
‘essential, In spite of careful’ selectxon of
the cells, to be injected, there remains a-
possibility that additional antibodies
may be produced. It is not practical to
remove the unwanted antibodies and .
thus modify the specificity of the sera.
Therefore, when multiple antibodies are-
producéd by a-donor of antibody, the
recipient individual is exposed to all the.
risks of immunization but would receive
none of the monetary benefits
contingent upon becoming a donor. In
essence, the immunization procedure is -
a series-of blood transfusions-of .
variable, usually small size.. The risks to
- the recipient are the same as those of a
blood transfusion given for therapeuuc
purposes: .

‘ Since red blood cells are used for the
immunogeriic material; the recipientis
exposed to the risk of hépatitis. Atthe

" present time it is not possible'to
eliminate this risk. However, by -
carefully monitoring thedonors iind
recipients aind limifing the number of *
individuals used asred cell donors, the
nskcanbemmumzed Insome - - “:
programs of mmumzatwn of donors, the’
red cells from some donors have been- -
used to immunize a niumber of different
individuals. As no evidence of hepatitis -
bas been detected in the recipients, this -
would indicate that it is unlikely thdt the-
donor bloods have been transmitfing - -

- hepatitis. However, the fact that the
donor blood was not responsible for :- -
transmission of hepatitis in the past -
cannot-be taken.to meair that the-donor
cannot transmit hepatitis in the future if
he unknowingly-acquires an-infection:
Thus both the donors of celis.used for
immunization and the recipients of these-
cells must be continually monitored for
evidence of hepatitis: #f:it were possible
to freeze-preserve sufficient athounts of -
cells 10 be used for immunization, faxlure
of transmission of the disease with the. -
first portion of the cells would be strong .
evidence that the remammg Frozen cells -+
were “hepatitisfree.” However, under .-
existing praetices, freeze-preserved cells
are-rapidly used and new cells must be
obtained frequently.. ;. - f g

- 2. Immunization with other antzgens

Antibodies with specificity. for»anhgens e

outside the red blood cell systems are- .-

also needed. These are antibodies- - ~

against various infectious agents. -

Individuals found to have these- - . .. . 2

antibodies may.be plasmapheresed
sometimes following hyperimmunization
with the microbial antigen. The - = - : -
indications for effectiveness and safety

£ these other immune glohldm*pmducts
are outside the purview of this Panel

However, to the.extent that source -
plasma is used-in the preparation of the:
immune globulins, these immunization -
procedures will he considered bneﬂy in -
the recommendations. . .

3. Recommendations—d.
Immunizations for production of anti-A
and anti-B. There appears to-be no need
to use red blood cells for the purpose of
stimulating the formation of anti-A and
anti-B antibodies, Immunization for this
purpose should be conducted with blood

‘group substances A and B, used -

according to their licensed use (see the

‘gection on Blood Group Substances A

and B).

b. Immumzatzon with red blood cells.
Much of what has been done in the past
was done empirically and the Panel was
unable to obtain complete data about
these practices from the collectors of
Source Plasma {(Human). Until sach
information is available, the Panel is
limited in'what it can recommend that
will not jeopardize the availability of
essential reagents on'one hand and yet
provide redsonable safeguards to the

- individual being immunized on the =~

othiér. The Panel recognizes that such

*+ -things as the amount of anhgemc red
- cells used as a primary’ lmmumzmg

dose, the amourt of red cells and ~
frequency of administration ‘of the
stimulating doses, and the antigenic
composition of the cells of the donor and’
the recipient are critical variables in
praducing the desired immune response.
At the same time the Panel cannot
condone mdlscnmmately exposing
individuals-to what is essentially the
risk of a blood transfusion notfor =
therapeutlc purposes.”* T

{1} Although the risk'of transxmttmg
hepatifis can be minimized, it cannot be
eliminated. The Panel concurs with E
current gmdelmes which indicate that X
cells from a new donor should be given
© to ne thore than three’ recipients durmg
the initial 6 months of bj,s/her useasa.
donor. .

Ifno ewdence of hepatltls océurs'in .
the three recipients or in the donor. ", -
durmg the 6~month penod. ;he donor s .
cells may be used in-routine stimulation. |
- The Panel feels that no donorcan be

~- considered permanently safe and that .

..all donors and recipients mustbé. - . .- -

‘continually. monitored for evidence of
* hepatitis. Recipients should be exmsed

to'bleod products from as few dxfferent -

. -donors.as is practical. -

»{2) Although the Pané] feels that

- .fréeze-preserved red cells of known low -

risk of hepatitis should be used where _
posslble, more data are needed before -
inaking an unqualified recommendahom
The immunggenicity of fmzen red cells -

- "should be estabhshed SR

s

: Up to0 4.0 mL red blood cells-canbe
‘given as a single inijéction: This volum

‘used for, shmulatmg anhbody,

(3) The Panet recommends that nicre -
extensive phenotyping and matching of
donors and recipients of red cell . --
antigens should be. requxred and should
include JK® of the Kidd system, Lud atid
Lu® of.the Lutheran system,k [Cellatm)
of the Kell system and beoth S dnd § of
the MNSs system. The rational of this
extended typing is mentoned- above

(4) The Panel recommends that *
women who are potentially child-" -
bearing should'not be immunized for
either'the purpose of irtcreasing f nters of
existing antibodies.or forde novo ' ¥’
immunization. This recommendation '
does not exclude plasmapheres:s of
women with existing antibody. .

However, because-of the danger of |
producing : antxbodxes with another
specificity, women should nat be glven
red blood cells to maintain’ the titer of .
antibody. .. .,

{5) In the.a e of mformat:on
about dosagelzggcﬁx:dules commonly:... -,
employed by industry for the st«mulanon .
of anti-Rho {D) antibody, the Panel .
recommends that the current FDA -
guidelines-be retained until such | time as’
there are sufficient data toimdlcate how
or if they should be modified::

(6) De novo unmunizatioh for .
specificities-tiier Rho (D) should only
be performed ander’ ‘investigational 1 new
drug procedures Such immunization *
protocols should be consldered onan
individual basis. The Panel was not -
provided with sufﬁcxent mformatlon tq y
justify these de nove lmmumzatmns . '-__ .
Although it would be ideal fo have . ...,
available potent reagem antisera for. all : -
known red blood cell antigens, the risks. Z
of routine de novo. lmmmxzationappean
to be too great to justify the beneﬁtf»

(?) Current guidelines-allow- for
mjecﬁfm of red blood.cells into . .=« zu 7
individuals with preexisting antlbodles.-u,

may bé:administered ap td five tirmes i m g NE
a singlé mvnth, but 16t itore than 40wl

. «can be given w:thmmy~6-month period>

the Panel feels that thesé: gmdelmes
- arbitraryand based on a*“best i guess"™
* logic: However. in the “ghsende of

_ adequate datd, it is fecommended’ 'gt
these guidélines ! be retamed unixf ’éli

formation: . -
1f no licensed products dre available, o
nonhcensed materials; mayheused wn ki

‘specific approval from. theDu'ector of oo -
the Bureau of onlogles, . ‘
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27, FDA 5. Response lo&e Panel’
Recommendations . ~ ..

FDA is responding to the ”Paﬁei’
recommendations as follows:™ :
1. The Panel reviewed numy Hlood
. products only on a generic basis, and
the Panel's recommendations:are

intended to apply to all productsin that

generic category. In.other casés, the -
Panel identified and made : . - .
recommendatians concerning. certain

. individual licensed products in addition
10 recommendahona concerning that '
generic category of products. FDA
considers the recommendations * -

- concerning the individaal product. i
where dxffenng, togsupex‘sede that
appnea io-the generic -category,

The Panel recommended that biobd w ~' Years, but its prodact Ticenise stxl!

- provides for.the optional use-of

. “and blood-derivatives be grouped into -
regulatory categones as follows:
.. 1. Category 1. biological preducts,
determined to.be safe, effecave. dnd not
mzsbmnde,d fand roay continue in .
‘ititerstate commerce); Whole Blood
(Human) ACD; Whole Blood {Human
- CPD; Whole Blood (Humaxi)Modlﬁed— -
" Platélets Removed; Whole. Blood -
_(Human} Modified- Antxhemophxhc
Factor Removed; Red Bload Cells -
{Human) Frozen; Red Blood: Cells -
(Human) Deglycerolized;
Cryoprecipitated Antihemophilic Factor

(Hurman}; Single Donor masma(ﬂﬁan);:‘

-Single Donor Plasma. (Human),
Frozeh; Normal Serim Albumin
{Human); Plagma Protein Fraction ™
-(Human}; Antihemophilic Faéter

Factor IX Complex (Human] (Konyne), -
Miles Laboratories, Inc.’ ﬂormerly Cirtter
‘Laboratories, Inc.}, I.zcense No..8; Factor
IX Complex (Himan) (Prople), for the
treatment of congenitalfactorIX. - * -
deficiericy, Travenol Laboratories, Inc.,
Hyland Therapeutics Division, Lxcense
No. 14¢; Rho (D} Immune Globulin. -
(Human); Thrombin {fof in vitro use}.

" Ortho Diagnostics, Inc.;'License.No. 156,
‘Thronibin, Topical (Bovine), Parke-::
Davis, Division of Wamner-Lambert Co.. .

+ License No. 1; Blood Grou ping Serum -~ -

{all products); Reagent. Red Blood. Cells
" {(Human) {all products); angoHuman
Serum (all:products}; licensed third: -

.- generation hepatitis testing reagents;.

. Antivenin (Grotalidae) Polyvalent; :

‘Antivenin {Micrurus Julvius)s sAntwemnf, :

{Latrodectus mactans); Blood: Gmup
Substance A, B, AB, Aimour” - .
Pharmaceutical Co., Lxcense Na 149'
Normal Horse Serum. ' -

The Panel found Normal Semm .

Albumin {Human} {NSA) to be safe amff'

- effective and not misbranded; and - -
recommended that-the product be
placed-in Category L This - N
recommendation applied to NSA

. . :Poblic Health {formerly, Bureati of -

L. d‘.scoauaaw thé. fi‘quuuuulwu G-

" units 6f Venon bload or
- piacemas are not m
o hepaﬁtis ‘sntiaae nngen

{Hiiman}; Factor IX Complei: m.,mn;, . amounts of ¥

\pmtiuct Accordi

~*+ not in'the past required the | testing'

<« -testing was not, however; done ing;
- manner which made it possible to imk -

* - variety of drugs than are blood
. from the general population: Therefore, -

denved fmm venous biood aoumes and
that derived, all or in part, from” -
placental sources. At the timeé of the
Panel's review,-one manufactarer, Parke,
Davis & Cao. {since April 15,1980, xxamed
Parke-Davis; Division of Wargmw ,

Lambert Co.}, License No. 1, was using a-
venous plasma and placental mixtum as

...the sousrce material for NSA.. -
. . Subsequently, the Parke-Davis pmduct
. “lieense was dinended at the . .

manufacturer’s request to exclude. the )

. use of placental materials. Another -

-manufacturer, Michigan Depaxtmem oi

Labaratories, Michigan Department ¢ df
-Public Health); Licénsé No. 99, 'has -

PO TN DT

.placental source naterials for aeverzﬂ

p}acental matenalsm the manufacmm

" of NSA,

In'its dlscussions, the Panel: noted. tfle
potential existence of - several hazardous -
substances.in the placental NSA product
-for which there were inadequate data to.
determine the extent of th¢hazard or-
the impact of these substances: APOn the

" users of the product. The ﬁndmgs of t!ie

Panel related.to the ‘safety.and - .

effectwenes 3.0f NSA from: p!acenml )

soutces are discussed below., ., :
) The Panel observed tha!. mxlxke

from piacenta} source ma
an immunogen for recipien
gly, the Pane] -
ted. tha:‘tﬂSAfmm placental’. "
séumes be tes;tad for. ifs lmixmxiizing'
’ potenhal R

 the final

5&011011 610, &0{8} Of the bxoicgma ) “ . /i’ ’,duct in prov;dmg thie intended

. -regulations requires that each donation
- -of blood or plasma used.in meparing a
“biological product be tested forthe - . .
_ ‘presence of HBsAg by a meﬂxoé(ha"riﬂs

" a defined sensitivity {a third geeration ‘
" test). (Note: unless othggmse»édenhﬁei

all'existing reguiatxo réferenced in.
Respc’nsé are in Title 21 of the Code of
- Federal Regiﬁations A AiﬂxougthA has

- ‘each placerital-unit for HBsAg, potential
plaoenta donor populatidng have been
-geteened Tor HBsAg, péﬁudimﬁy %is,

the results with individual placental
units, nor was the sensiﬁvity esiabiiahed

" for the test used.

{ii) The Panel ahsewed that women i
labor are more likely to have x 'eivedia

‘placental’ saurce matetials may contain -

L tested by 4 sensitivé assay fortbe *5
Lz presence ofpenicillin nllergem T

eﬁ'eenvenéss of albmn,pwparezifwni L

ssubject were.available for albumin Trom
‘placental sources. Although the Panel .
. did not mention this absenceof data in "/

‘ “partially from: planen&a} sources

: 2agency finds that, because ‘there e

sigmﬁcant smounts of potentxaﬁy

. . dangerous‘drugs which are'absent; or -

L

- may. be pwsent in: Iesser qnannhes. in:

venous'plasma. The extent to which- i
these drigs are-carried through tothe

< final prodiet is'not known. The .
; gassxblﬁty that penicillin may. beé carried

- over into the final product was'of
pamcu!gar concern to the Panel. Ina -
. closed Panel session, Parke-Davis ~

. ‘representatives presented asgay. results

| which showed that there wasfno .

- detectable penicillin in two lofs of their
.. final product. The Panel was, h“owevex', )
. unablé to deétermine the sensitivity of .

% ‘the micrg
.- ‘Accordingly

ological assay méthod used.
v, the Pane! recmmnandpd

. that'a sxgmﬁcant number oflotshe

(m] The Panel expressed concem that
a variety of b:ologzcai subatames,,
- pregent in placentel source material but
‘absendin Venous piasma, may be bound:.

- by albumin and.carried over intothe | |

' final product. Several biclogical -

+ substances were identified which in f;m:

 are carried over to-the product. The. .
" Panel recommended that the Iabelmg of
‘albumin | prepmred from placental ... -

 "sources inform users that a Viriety of
o biologic&i mateuals may'tzg ;
xmaii ammn S

renous plasma, no-data

its Final Report, the agency néw -, - :
. conisiders this information necessary to ..
. demonstrate the effectiveness of the ' ¥ -

oﬂc achvity in the bload of the

h&et@mmgdsmat ‘the’ avaﬁabie data gre-
‘iusufficmt to classify Normal. -

Albmin(Human) detived- whe‘lly

safe; effective, and pot miishrande
its intended uses. In addition; the-

signficdnt questions: B
pm&uct’s safety. ‘the pmenuakisks 4
uge of this product cutweigh itswtetmal
’benefits. Accordingly, FDA proposes .

" thiat Normal Seruim Albumin (Hurhan), . .
when manufactured wholly.or, paﬁmﬁy

“from’ plaagntal conrce materials; be -
. placed inC.

y HIB; rathier ﬂxan
" Categorylag mcomménded ‘by the
~Panel: - -
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Under § 661.25(f), FDA: propeses ta
revakesthe preduct license for Normal
Serum Albumin (Human) held by the -
Michigan Department of Public Health.
In the near future, FDA intends to-
publish a Notice of Oppostunity for
Hearing {NOH), to revoke the license for
the product, unless the: licensee. applies,

to amend iis license to.exclude

LU QILTLAAL 118 rUUass Uk CALA

placentas as an.ogtmnal source
material..

Based upon the available evxdence,
FDA: Agrees that Plasma Protein
Fraction (Human), (PPF) should be
corsidered safe and effective for ifs
indicated uses. The agency netes, .
however, that several significant . .
unresolved quesfions about PPF remain
which are refevant ta a.complete .
assessment of the safefy and.
effectiveness of this product See.

,._,..;L__ - LT A A -'.
paragrapns 17,21, ‘and 22of cut'i 5

response to the Pamel’s - '
recommendations. Eaboratories at -
FBA’s Center for Drugs and Biologics
{CDB} are investigating some of these )
guestions rélated to‘the sdfety and
effectiveness of PPF, Upon’ completion -
of these studies FDA inténds'to” - « *
reagsess the-gafety dnd effectiviness of
PPF and, it necessary, propose - -
appropriate adnnms&aﬁveonegaﬂafary
action. {Note: FI¥A's Bureau of Biologics
and Bureau of Drugs have been merged‘ .
to form the Center for' Prugs and: -~
Bislogics fsee 49 FR: 14931; April 16,
1984).) 'Iiheregulaxor.yand h$cientific | -
functions concerning biolegical.. - -
products; fermerly:perfarmed by the .- .
Bureau of Biologics, ave nmuvesfarmeds
by the Ofiice of Biologies Researchrand -
Revxew‘Cenieeiotumgsfandew&eg:cs
{see 49 FR. Masch 19, 1984}~ -
FDA agrees with the- Panels Endmgs
and- zemmmedaﬂomﬁg -the remaining -
Category I products and hereby.: - -
proposes ta-adapt its:cenclusions,
mcludmg recommended labeling -

PR

revisions, Comments and additional - '

dats.on ‘these cfassxﬁcauans arg. mmted

b. Category I Bioiogzca! praducts,.”
determined to.be fipsafé or meﬁectwe ar
to be miisbranded and ui'ﬁlc!i s}ioufa" not
continue in mterstafe
Flbmxogen (Fldman).’

As noted bythe“Pamaf aﬂ‘product .
lzcenses for Fibrinoger (Furtan) were
revoked ds n‘fDecemher?..‘m?? and'no
further action is necessary. - -

c. Category HFA. Bivlogicat Prodicts
for which availeble data are insufficient
to classify their safety-and eﬁ‘ectwenes
but whick may remata Feensed and i

interstate commerce fora limited, penad (

of time pending completfon of farthér”
study: Whole Biood (Fluman) Hopamr
Factor IX Complex fHuman) i ’
(Proplex ™7, for use i covigenital and -
acquired deficiencies of factors Il VIL:-

and X, Travenel Laboratories, Ine.,
Hyland Therapeutics Division, Eicense
No. 140; Fibrinolysin {(Human) .- .
(Thrombolysin ™), Merck Sharp & .
Dohme, Bivision of Merck &-€o., Inc.,
License Na. 2; Fibrinolysin and
Desexyribonuclease, Combined
{Bovine), and Fibrinolysin and
Desoxyribonuclease, Combined
{Bovine], with: Chloramphenicol
(Elase ™ powder for solution, Elase ™
oirtmenty, Parke-Davis, Division of
Warner-Lambert Co., License No. 1.
The Category IIIA designation reflects
a determination by the Panel that there
are doubts about whether data are
sufficient to suppart-an action by the
agency to reaffirm or revoke a product
license and that, based on an )

" assessment of the present evidence.of

safety and effectiveness of a product,
the potential benefits “outweigh the
potential risks likely to result from

* continued use of a product for a limited -

period of time (see § 601.25(H)(3)).

Under procedures by which the. ,
review of biologjcal products was
established, FDA would permit the
continued’] interxmmatkehng of products’
classified in, Category HIA, previded the:
manufacturer undertoek the. necessary
additional studies to fully determine the
‘safety and effectiveness of the preduct.
The agency has. reconsidered this policy
and has determined: that it is.in the best
interest of the public health. to. -reclassify
those biclagics previously classified in
Category IIIA and. to. proceed to either
reaffinm. or jnitiate proceedings to:
revoke the license far eazhLCa,tegory )
HIA product. Theprocedures for .. - -
implementing this policy were codified
undes § 661.26 by finak mlemakmg of .

_October 5, 1982 (47 FR 44062). Under the
- new puacedares, the data for each

product classified i Category HIA will

.. bereviewedbya secomlexpe:t pane! ta

recommend:whether:: ;.-

. . The pradugt is. safe, effemuea zmd .
not mishranded: @Categmy I amd may
remain; licensed; - -
#..b. The product munsafe, meﬁeeﬁve, -
ormisbranded (Category' H):due to-the. -
lack of suffizient supportive evidence -
. and for whick: the: pm&mt lmense shali
be revoked;or.” 7 -

<. The'product Tacks, sufﬁctent
supportive evidénce of effectiveness
" {also administratively: identifiec as
‘Category W) bitt sheuld remain on the -
‘market pending the cémpletion of -
farther testing:’ Such a recommendation
niay be made only when there is &

.compelling medical need and no suitable -
alternative thierapeutic; pmphylacnc or -

diagnostic agetit is available in
sufficient quaxmty to meet currem
needs. - -

- revisions-of the indications for-which

FDA is submitting forreview by the
Blood Preducts. Advisory Committee the
available data for thase products - .
recommended for Category HIA: bythe
Panel. Upon completion-of its review,
the: Advisory Committes will submit-a
report to FDA centaining its: com:iusxons
and recommendations for -
reclassification of the affected: pr@duct&
Then FDA will publish a proposal to.
either implement or reject the Advisory

e

Lommittee's recommendations:and at "
that time will provide an opportumty for
public comment. "~ .

d. Category HIB: Biological pmducts -

Jor which available data ere insufficiernt
to glassify theirsafety and: eﬁ‘ectx veness
and which should not coatinue-in. -
interstate:commerce: Blood Group
Substance A and Blood: Group. -
Substance B, PfizerInc., Licesise: Ne 154,
Cobra Verom Solution and-Cabra
Venem with Silicic and Formic Acids

{Cobroxin ™gaad Nyloxin™}, Hynson,

* Westcott & Dunning; License No.125. -

The product licenses for Bfood Group
Substanee-A:and! Blood Group: - =
Substance B; marufactured by Pfizer, -
Inc., were revoked: at thie request of the :
hcensee onJune 24; 1980, Aceordingly. ®
no further regulatory achon i3 - :
necessary.

As noted by the Pane! FBA has
revoked the licensesfor the remaining
Category HIB produets, Cobra’ Venom -~
Solution ard Cebra Venom with Silicic -
and Formic Acids, at the- manu{%cturer s
request and further achorns
unRnecessary. K

2.'The Panel tecommended a numbe e
of labeling changes for: C‘ategory* Fand
HIA products; including'itr some casés

the produet is recommended. The-*"
agency.agrees weith the majority of the -
Pane}’s recommendations for fabelmg 3
chafiges. Those re¢commendatioris™
involving fabeling with which FDA
disagrees, or-which require further
elaboration and clarification; aré"
discussed elsewhere in' this response
The public:is'invited to-comment o
Panel's recominendatians aﬁectx
product fabeling and use: In'the
preamble to the final tofe; FDA- will'
advise licensed manufactirers to subxm‘t
appropriately revised draft labetirig to ™"

OBRR, Center for Drugs aird Bmﬁ)grcs -
for review and approvat. FDA pmpuses

to require that approved lhbei" e

rule, be available for dismhutron‘vmb
blood products fitfally ntroduced or. .
initkaly delivered for imtrodirctien inta

- interstate commerce 12 nvanths after the

date of publication of the finaliule.
On May 186, 198¢ (45 FR 32550, FDA .
published fina! reg:ﬂai&ons codifying .
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under § 201.59 the effective dates for the

regulations under §§ 201.56 and 201.57,

~ concerning the content and format for

* labeling human prescription drugs. The.
codified effective dates for biologics
were further clarified on January 23,
1981 {46 FR 7272). For the blood products
reviewed in this repoit, the effective -
date for the reformatting of labelmg was
set at 30 months after the date of -

- publication of the firial rule based on
this proposal. Draft reformatted labeling
was to be submitted to FDA'6 months
after publication of the final rule, .
Consistent with § 201.59, FDA" proposes -
to reqnme that-approved labeling; -
revised in accordance with §§201.56
and 201.57, be distributed with products
that have been reviewed by.the Panel
and that are initially introduced or: .

initially delivered for introduction into |

interstate commerce 30 months after the
“date of publication of the final rile.
Although FDA is proposing. two
effective dates for the various required
labeling changes, i.e., 12 months for ~
labeling changes specxﬁcally required by
this rulemaking and 30 months for -
labeling ‘changes in conformance with .

review labelmg changes: pmposed by :
manufacturers who wish to make alt of

- the necessdry changes within.12 months; -
B spemﬁaauona shoﬁng the ma:admum
and minimubni § toletani;a Timits for’each’
‘paramieter affes

thus avoiding the neéd to revise and
reprint their product labeling twice. ,
- Since late- 1979 when'§§ 201.56 and

. 201.57 were codified, FDA has rev:ewcci .

biological pradict labeling that was',
submitted for other purposes for
congsistency with §§ 201.56 and 201.57
and has offered suggestions ds tohow

. “Thus, many manufacturers of blood
products already have voluntarily -

revised their product iabehng to compl&

with §§ 201.56.and 201.57, and only -
revisions in accordance 'with this

rulemaking rémain necessary. FDA will -
_ continie to review labeling submitted at -
. any other time for conformance with,

$4 201.56 and 201.57. By this- ugeans.

‘FDA believes that manufacturers.can /
readﬂy avoid repetitive revision and. -

. labeling that complies with this - o
rulemaking.and §§ 20156 and 201,57

. available’by'12 months after date-of -+’ .

publication of the final rule. If a -

- manufacturer so wishes, compliance
with §8 20156 and 20157 could be -
delayed until the: pmpoaed effactive

of the final yule.
. 3. For-amost of the blood pmducts
- rev:ewed. the Papel recommended a.

% new, generally simplified; proper name e . Vi
for each praduct: Based in part u;mn the .

Panel's recommendations, FDA~

" convenience, FDA fs:using the
- proper namesfor pmducts in
- preanible to this, prop Tule;

. names in the moposed codiﬁed; (
-of thisrule,”.

_production of blood'
" ‘standardized to’ minmuze lot-todet'

- . 8oal. Before a new. blood contai
§§ 201:56 and 201.57, FDA will pmmptly :'{ ombinati

" st also be
‘new product, manafactured in- -

. gecordance with these: apemﬁcaﬂona. g
. the labeling could be revised to comply.

_résponsibility um

f: . meet the specifications mkthe NDA: e
the Mﬂ%
3 3reprmnngoﬂabe‘!mgbyhavingfinalj;‘i:‘ the

, 608 (01 PR Pt
- ‘a@s} nsure that“the hinodmudmsw
». within the cornitainers remginaaie Bttd o :
- their datiog’ ds. Nfrequency shmﬂéhereduded
~ Therefore, FDA believes.itis - * four tigies per year. reflects ity
date, 30 months after date of pubhcanon : i

proposed in the Federal Regxstet af

- October 31, 19&0{45 FR 72404)new

proper names for biological pwducta,
including blood products. FDA:
published & fina} rule establishing few -
proper names for bmlagxcal pmduefs in-
the Federal R %s of January 29, 1985 .
{50 FR 4128) is final rule bemmes

Aeffective on Janidry 29, 1986, In most '

cases, the nama fora product suggeated
by the Panel js the samie as the one "
established by FDA. In each case, a

- simple name was sought that wauld

adequately identify the product For .. _

FDAis usmg“the correct: remed mger

‘4, The Paael ;tated that. tbe

‘bags and
transfusion tubing needs to'be -

varidtions.

FDA believes th&t (b;e current ;"’ E

regulatory pracedurea and
manufacturing pracmea achievg tina

safety and
effectiveness %ﬂbe product for its
intended uses. Extensive clinical datd’:
whmittgdam shuwr"that the

safe and: eﬁeﬁhve for the uses intended:
by the mannfactnm -After apymeal of.
the NDJA, it'is the manufacturer’s -

t r the cnnentgood
manufacturing practice (CGMPJ: -
regutatnons forhuman drugs in. Bams 210 ©

and 211 {21 e:mvamzm anq 21 0+ -

eusurethatam}h rod

Although lot-t

effective throughout |

+ . . of clinical studies; that undes
.. sdenor suitability requireme

¢ individudls may develop ahiro

, R ”d&ﬁﬁi@n@ when:donating at'or:

* ‘currentmaximum rate. The Panel's”

. dwempancy

‘ gmupmg ' tests.
\ /‘ ,-B" variant ifﬂm test us'

" { required

,‘;mwmmendamns”ﬁowe\m several f
- the; ggpmgosed reviswns & -

" subcommittee of the National
- Committee for Clinical Laboratory -
Standards (NCCLS) in their désign.

5. The Panel made the followmg

" recommendations concerning additional
’ stamiards for Whole Biood (Human) in

& Thé maximum numbeér of whole

. blood donations for an individual should

- be reduced from 6 to 4 times peryear

- and no more frequently than every 8
' .. wezks, Procedures to bleed donors more
- frequently could be established mth the
;- eoncurrence of CDB if adequate means
. are 'employed to:protect donors from: the
¢ development.of iron deﬁcxency I

b:The acceptable minimini -
. hemioglobin level for male donors of

- whole blood should be increased. ;fmm

52705

12.5t0 13.5 grams pe. 100 milliliters of

° .- blood: The blood sample usedfor - -
P detamutﬁng the donor" shemogohm o
'+ level should be abtamed by ﬁngemuek
oer by vamiphincture. -

¢, Both cell groupmg and serum

beled. Liconsed reagents orth :
quivalent should bereqmred fm- cel!

* dThe blood ma:a be

~Based ;n;aart oh mes 1 :Panei ‘
ez'al

- *Register of Octobsr 31,1980 (46 FR -

-72422), FDA pmposed to revise the
‘additional standards for Whole Blood

_{Human], Subsequently; FDAwithdmw
“for recomsideration that proposed rale"."

. Aluly 22, 1983; 48 FR 33494). FDA herein
- %, #%" is reproposing to revise additiofial - -

_ *standards for Whole Blood-(Human) -~
_ congisfent with thePanel :

based on published:data from’ ‘a mni)er

- récommendations connemmg the -

. (mverse} grouping should be fequired in -,

. donor ABO blood grouping. Any -~ .’
in'the'reguits of these sts,

., shoild be resolved before the bloodiis:
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determination: of a denor's hemoglobin
fevel {item k. abave} are also related to
the pretection of individuals with low
iron steres.

FDA shares the Panel's: concern that
the present danation.schedule may
result in a significant depletion of iron
reserves in bload doners, which may ot
be detectable by the eurrently required
don or—screemng.gmcedwes Data made
available ta FDA since the Panel's
. review and the QOcteber 31, 1980

proposal further substantiate: the:
relationship of frequent bleod donation
and the development of an iren:
deficiency, especially for female blvad
donors {S.mom T.L., “lom Steres.in
Blood Donors.” feurnal of the American
Madical Asseciatian, 246:2038, May 22,
1981). Accordingly; FDA agrees that the
present standaeds esncerning donation
frequency and dones suitakility should
be medified to-protect individuals with -
low irori stores. Although-FDA agrees
that the specific. measures recommended
by the Panel would ensure the health of
all donors, the-agency believes that -
alternative modifications to the: . -
standards would. be.equally effective in-
protecting:the health: of bloed doners.
FDA believes that, in.some; localities, a
fixed reduction in donation frequency
could have a significant adverse effect
on a commaunity's:blood supply and
alternative procedures, such:as
establishing more stiingent doner
suitability requirements, would be .
preferable. In other localitiés,, the: effect
of reducing the danahon frequency .
would be negligible. 4 ntly, the
agency. believes. that each. facnh{y sh@uld'
be allowed maximum flexibility for
selecting appmprlate standards for
adequately, pmtechng dw heaith ai its
_dozor pepulation:; -

Accordingly, for- :thoae es&ahlashment&
that elect to apezate under reutine-denor
smtabxhty requirements, FDAig ...~
prepoesing to amend §646:3. tareduce the:
routine maximum denatier frequency to-
five times per yearformalebleed - -
donars-and fourtimes. per yearfor -
female bleod-danozs: The-lower raie
proposed. for female donars is cxmsxstent
with data showing that iron levels.are: -
more critical for females. FDAds - 2 -
proposing to retain the reguirement that
individuals donate no.-more freguently
than once every Siweeks. -

Under the p:oposeinegulatmm blood
establishments will be affered:several .
alternatives by which an individual may
donate blood mere-frequently than: :
allowed_by the proposed routine lishits.
First, as is pravided in the eurrent .
regulations, an. individual may: donate:
more frequently-if examined:bya . .
licensed physician at the- time.of .

donation and the: physician certifies in
writing that the donor'meets alf doner
requirements described under §640:3.
Second, a Hcensed bleod establishment
may submit te OBRR, a protocel
describing the procedures. the
establishment intends: to use to protect
the health of individuals donating more
frequerntly than allowed by the proposed
routine linits, particularly procedures to
prevent the development of an iron
deficiency by the donor. Upon approval
by OBRR, the procedures would be
incorporated izito the establishment's’
written standard eperating procedures
{S0OP} and' used to protect those
individuals donating more frequenfly
tham allowed by the proposed routine
limits. Finally, FRA invites the -
submission by any of the organizations.
representing the blood-banking industry
of protocols. for procedures ta protect
donors contributing blood more -
frequently than allowed by the proposed
routine limits. Upon approval by OBRR,
the procedures. could be published in a.
procedural manual sponsored by the.
organization or otherwise: distributed to
individual bleod establishments.
Individual establishments.could then
incorperate the: procedures info their
SOP and: begin implementation without
the direct approval of OBRR. By the use
of these alternatives, the agency
believes that the-health. of the donors
will be protected witheut any adverse
effect on: the Natien’s bload supply-
OBRR will begin. the review of
submitied pratocols. immediately upon
receipt so that such alternative:- .
procedures for protecting doners may be
put into effect in & timely nfaner. - -

The Panel’s recommendation: that the

blood sample used for determining a.

" donor's hemoglobin level be obtaimed by

fingerstick orvenipuncture is based

upon data demonstrating that the '~ |
alternative technique, earfobe puncture,
gives less consistent and génerally -

higher hemoglabin values. FDA agrdes

that the earlobe punctuse technicque-
produces results that dé; rat correlate. -

 consistently with the hemoglabir level

of venous:bload; however; FBA believes.”
that the use of thig sample téchnique,
does not necessarily invalidate the:test

results. There: are: some dunors: who, for -

reason: of comfort, prefer the: earlobe *
puncture technique:and in fact may not
donate if alternative techniques were
used. Many establishments. use the
earlobe puncture techrique: only upon
the request of the donor. At some of

- these establishments, a higher minimum -

acceptable hemoglobin: level is used:
when the blood sample iz collected by
eariebe puncture. Because of the

‘insensitivity cf the method: routmeiy

used to determine the hemoglobin level,
the copper sulfate method, FDA does
not believe that the technique for
obtaining the bloed sample will
significantly alter the health protectionr
characteristics of this screening

_ procedure. Accordingly, although FDA

considers venipuncture and finger
puncture the preferred technigues, the
agency intends to continue to permit the
use of the earlobe puncture technique;
with each blood establishment
establishing appropriate minimum
hemoglobin levels as diseussed below.

FDA agrees that in moest cases the
acceptable minimum hemoglobin level
for male donors should be13.5 grams
per 168 milliliters (¥ deciliter] of blood:
Many blood banks have already :
adopted this level as a voluntary
standard. The agency recognizes,
however, that the average hemoglobin
level of-a populatmn varies according to
the geographfeddcation. Specifically,
individuals residing in a high-altitude
location tend to have a higher =~ -
hemoglobin level. As a result, a specific
minimum hemoglobity level may be
reasonable for some locatiens while
resulting in the rejection: of healthy
donors at otherlocations. -

Accordingly, FDA is proposing to
amend the regulations in § 640.3(b}(3) by:
no longer prescribing specific acceptable:
minimem hemoglobin levels, and placing:

" the responsibility on each bleod

establistunent for determmmgwhat
minimum hemoglobir: levels shouldibe- -
set for the adequate protection efity -
donors. The hemoglobin levels selected
should: be based: onx the geograpkie - -
locdtion of the establishment and: shalf ~
be consistent witli-current scientific
knowledge and good Bload-banking:
practices. The minimusy acceptable
hemeglobir levels:and the method of: 7
bldod sample collection shali be - -
documented in the establishmént's: S@P’
Major erganizations representing the ™
bleod-banking industry, as part eftige" _f .
protocels for the pretection of iron-" - -
deficient donors, may recommend -
appropnat‘e‘ methods.and: criteria faf- the
screening of donors onr the basis.of ~
hemoglobin fevels. A licensed
establishment intending to: madafy itis: ¢
hemoglobm testing procedures and -
criteria in a manner other than that
established by a major bleod-—bankmg

‘organization maust notify the Directér;

‘OBRR, of the prospective change and:
have its establishment Ecenﬁe amended
accordingly, -

Currently, the: regulatmns concermng
ABO blood grouping under § 640.5(1&)
require that at least two bleod greup:
fests be made o each unit of bloed and
that these tests must agree before &re )

ot

s awad,
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unit is issued. Semm groupmg (bestmg
the donor’s serum -against known group
A and group B cells) is not specifically -

required. FDA agrees with the Panel that

serum grouping is the most reliable
means of conﬁrmmg the results obtained
by cell grouping. Indeed, most blood'
establishments already perform both of
these tests in determining a donor’s
ABO group. Accordmgly, FDAis.
proposing to revise § 640.5(b) to requu'e
that both cell grouping and serum
grouping be perforied in determining
the ABO group of a donor’s bleod and
that any discrepancy in the results of
these tests shall be resolved béfore the

blood is labeled. The current regulations .

already permit the use of unlicensed
blood grouping sera if the sera are
shown to meet the same regulatory
standards as the licensed reagents. This
- provision is revised only for cﬂarity and’
to identify the requirements that °
unlicensed sera must njeet.

Under current § 640.5(c), the testmg of
blood for the D antigen variant known
as D* is optional, provided that blood
otherwise tested as Rh negative is
labeled to show when testing for D* was
not done. The testing of Rh negative
blood for other Rh antigens, such as C
and E, is optional: Most blood banks -
routinely test blood negative for the D

antigen for D*, while tests for the other
' antigens in the Rh system generally are .
not done. FDA agrees that D negative
blood should always be tested for D* to
ensure the accurate characterization of
the blood and to prevent the possible
immunization of blood recipients who
are Rh negaﬁve' Accordingly, FDAis
proposing to revise § 840.5(c} to require

that blood tested as negative using Anti- -

D Blood Groupmg Serum be tested for
D FDA is proposing to clarify the -

. provision in § 640.5(c) concerning the
use of unlicensed reagents and to -
identify the requirements that ~ ~ -
unlicensed reagents must meet. - .
Provisions for the | appropnate labelmg N
of blood according to Rh group'were
included in the Uniform Blood: Lahelmg
proposal of October 31,1980 (45 FR =
72416) and ﬁnal rule ofAugust 30, 1935
{50 FR 35458). "

6. The Panel recommended that: {1)
Each unit of blood from selected donors -
should be tested for clinically significant

ed antibodies unless the unit of -
blood will be issued without mgmﬁcant

amounts of plasma, in which case
antibody screening:should notbe -
required; (2) bload found to cxmtam
significant antibodies should not be -
transfused unless the plasma:is first
removed; and (3)-a prelimipary:donor - -

*\ screening based onithe dorior’ sm@d&eﬁl

. history-could be allowableasan - - .-

. scieened for the presence of ¢

: sepmated from themnit and; 1abele§ in

altemat:ve pmcedure to testmg for -
clinically sxgnif‘ icant unexpected

‘antibodies.

FDA agrees that blood from a donor
‘whose medical history indicates that
signxﬁcant unexpectéd antibodies
tnaybe present should be tested for .
mgniﬁcant antibodies. The proposal to" .

-revise the additional standards for -
‘Whole Blood (Human) published on
October 31; 1980, included a requirément -
that blood from previously transfused or
. the pretransfusion testing. .

previously preghant donors be saraaned
for sigmﬁcant alloantibodies—
antibodies in blood plasma that could -

" react with antigens on a recipient’'s red -

blood cells. Although that proposal was
subsequently withdrawn for further
corisideration (July 22; 1983 46 FR .
33494), FDA remains convinced that
such a requirement should be = °
lfmmuigated Accordingly, FDA is -

 repraposing’in § 640.5{d) to xseqairethe

screening of blood from previously -

transfused of prewously pregnant b!ood h

donors for the presence of significant
alloantibodies. FDA is proposinga =~
cross-reference to this provision in

§ 640.33(a) of the additional standards

for Single Doqm Plasma (Human). As
discussed in-FDA’s response to the -
Panel recommendation that Eailows.

FDA alsois ;gropasing to require that the :
_procedures far.screening for slgnmmt :

donor alloantibodies be described in

_ each establishment's standard 9pemﬁng, .

procedures manual.

regulations {August 30, 1985; SOFR

35458), FDA included a requirement that

significant unexpected antibodies’be © . 7
: deieted. “Through practical
“has been determined thatthe normial -
lengﬂz of storage of sérum samples:does.
- not affect the accuracy qf pre&amﬁlsmn

identified on the Jabel of bload and~™. .
blood compenents containing significant
amounts of plasma, Because the domor
blood sampl”e is taken at the timie of

C7 The Panel recommended that’ the
. -major crogsmatch {testing the - ’
. . compatibility of donor erythrocytes
- -againstrecipient serum) should employ
- methods that demonstrate significant
T hemolyzmg. agglutinating, and coating

antibodies which are gctive at 37° C and

.. ghould include the antiglébulin test or
:its equivalent. The Panel also
", . recemmended that a minor crossmatch

{donor serym tested against recipient
caﬂx} shouid not be reqmred as part of

FDA agrees with the Panel'

recommendations. Section 606.151 of the
* biologics regulations describes the
~pracedures for compatibility testing of
- donior and recipient blood which must
. be included in each blood -

establishment’s written SOP. FDA is

. propesing torevise this section in

response to the above recomimendations

- and other related Panel
K mﬁmndaﬁans, and fo update and
clarify¥he section consistent with .-

" guirent medwafknowledge and existing
" regulations. The proposed amendments
toeach paragraph of § 6[16 151 are
-described below:

a. Proposed § 606, 15:!(3} would | require

g '/that the SOP describe a method to -

‘ensure the positive identification of
. blood samples of donors, as-well as the

- blood samplés of recipients, agis
',cnvrenﬁy reqmred This proposed

- requirement ig ‘consistent thh current
' "7 §640.4 (e)and (g) which require

Hi its Uniform Blood Labelmg Lo

“appropriate handling and positive

identification. ofa douor‘s bloﬂd
xsamp!ea. s

“ b. Curgent V§ 606.151(b] would be ‘
| experience it

collection of the unit, the intended use o of . testresults, Accordingly, FDA'is . ©
the unit is usually un¢lear and ;;}asm)a’ . yroposmg to delete the. reqmrement to

" may. subsequenﬂybe used-for 7
‘transfusi

ion. Consequently,’ FDA i xs E

. proposing to require that all units of o

blood from the gelected donor he

alloantibodies, FDA notes; howeverf :

thiat the screening procedure may be

omitted if the plasma is iminediately

manmner to prevent the plasma'é ‘use for
transfusion. The agency’ ‘believes that -
danot blood containing significant -

alloantibodies‘does niot ‘conistitiite’ a': e
" hazard to the tecipient if the p mais

removed or.if it is properly -

* crossmatched with the: mapxent’s célla; ,,' ‘
: The propased ;uies would con o
’ ch blood:

use’ only recipient serum lesa than 48

g ] hours old.

-¢.‘Proposed § 60&151(!:) wauld requu‘e

. < adescription in the SOP of the . ;. -+ .. ¢

", progedurés for detérmining’ the/aBO and -
. .~ Rh groups of donors and. recipients using.
 “liceitsed-blood grouping sera.or their .. -,
’ ,,Veqmyaiem, The: pmpo&ed requirement is, -
"~ eonsiglent with the mquuementsof o

,,,,,,

" § 640 (b) and (¢} concerning fhe iesxmg

’_of donor blood samples. . . 5 7o
(d} Praposed §606.151{c) would

‘ ﬂ:epiaaa current § 606.151(d) cconcerning

;ﬁm minor crossmatch af each'donot’s
‘serum with'the recipient’s cells forthe .-
‘detection: eﬁszgmﬁcmtanﬁbodxes Ko,
noted hy-the Panel, it is now: mnsx&ered

» - ‘ynnecessary to erossmatch a donor’s '
Aaemmwuhzherempiwfaredhloo&f R
* cells for the detection of significant ~ - =i - -

-antibodies. Proposed § 606.151(c) would
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require 2 descriptlon in the SQP of the
procedures for the detectmn of
significant alloantibodies in:the plasma

of those donors who are most likely to - .

have significant alloantxbodxesﬁnamely
previously transfused or previously -
pmgnant donors. The. -more general term.

“significant alloantibodies,” antobodies’
produced by an individual that react .
with antigens of another individual of -
the same species, is-substituted for
“agglutinating, coating and hemolytlc
antibodies.” Proposed § 606. 151(d] is.
worded consistently. . .

e. Based on current § 606. 151[0) FDA
is proposmg to revxse § 606.151(d})
concerning the major crossmatch.
Consistent with the Panel's
recommendation, FDA is proposing to

- - require that the SOP specify a method

-

. uprelited to-sypl

-- In addition,’early.in the onset of-thé:-
. .disease, the STS is often nofireactive: -
. «even though the- causatweagent of >
- -syphilis, Treponema Palliduni; is

- that will demonstrate significant _
alloantibodies ‘which are active at 37° C. .

Proposed § 606.151(d) would perniit the -
use of alternative methods to the
antiglobulin technique, which are ..
.equally sensitive for the detection of .-
unexpected alloantibodies. This less
restrictive requirément .will allow new
antibody detection methods to'be used _
as teclmology develops. N

f. FDAis proposmg to delete the |

. necordkeepmg provisions now mcluded

in § 606.151{e). Stich recordkeeping
requirements already are mcluded m T
current § 606.160 Recordss. under »
paragraph BI3NY). FDA 15 plfoposmg to
add to § 606.‘151(e] a reqmrement to -
descrive in the SOP the proéedires for
neonatal and adtologous trinsfusions, - -
. two other situations, where the full .. "

regimen of, ptehansﬁxs:on testmg rmght“ ¥

not be ‘approptiate. -
:8. The Panel recommended that the

= requirements for the serological test for
. syphilis {STS) be removéd from the'- - :

regulations for detenmnmg the > -~
- suitability of whole blood donois -and =

_pldsnid donors: The Patiel conc]uswns -
- follows: ™ ¥~

B s

-a.STS is.a nonspeclﬁc and *

. -inaccurate test. The majotity of pogmve

" test results are thiological false -
.positive’’ (BFP), due’ to‘vanous acute or
- chronic conditions and ﬂlnesses :

onspeaﬁcallydetected by the -STS test

- cxrculatmg in the person’s:blood stredmi’-

b. Syphilis isnot transmittéd by blood

. tmnsfuston.»Because of. modemblood
. -banking andn‘ansfusmnpractmes, s
- syphilis-is-nat known:to-be %ransnutted

by blood4ransfusion.-As.described - a
above, bload cofitaining the'causative. -

agent of syphilis may benonreactxve by ‘ )

. -the STS and may ‘be transfused.

however, not one case of transfusion-
transmitted syphilis has been reported =
in the past 20 years.

FDA agrees with the Panel's fmdmgs.

. the STS is no longer useful for is original

intended purpose, namely, the
prevention of the transmission of
syphilis through either blood transfusion
or the use of other Injectable blood
products. However, because of
-considerations evolving subsequent to
the Panel’s review, FDA intends to
publish separately rulemaking to remove
the requirements for performing the STS
for syphilis.

-9. The Panel presented a listof
information that should be exclusively
included on Whole Blood {Human) and

Red Bload Cell (Human) container - . _ .

labeis. Of particular note, the Panel
suggested that only paid donors and not
volunteer donors need to be identified
on the blood label. Thé Panel alsao
-suggested that, in the event machine-
readable codés are included on the
container label, the codes should not
detract from the eye—readable aspects of
the label.

FDA agrees in part and disagrées in ’
part with the Panel's recommendations.
In the Federal Register of August 30,
1985 (50 FR 35458), FDA promulgated
revised requirements for the uniform
_ labeling of bload and blood components.
" With several exceptions, the final rule
agrees with the Panel's - " -
.-recommendations regardmg labehng
- FDA will require that the insfructions; -
“transfuse through a filter” and “do not
.add medication-other than 0.9% NaCl
solution;”.be placed in the instruction : .
= circular, rather than on the container .
label as suggested by the Panel. Also,

- FDA wil retain uiichanged the "~ :
teqmrement in §606.120(b})(2) regardmg :
the donor elasstﬁcauon. “volunteer

dorior®, .- - ’

Tri'the Fedetal Reglster of Ianuary 13, ~
1978 (43 FR 2142), FDA promulgated the'.
-, fequirement that a-donor classification’
“statement be included on the label t¢’
protect pubhc. health. FDA based-its °
regulation oil data showing that blood
-fromi.paid donors geénerally presents & -
hlgher risk-of transmitting, hepatitis than
- blood from volunitéer donors At a ]une .
1982 meeting, FDA’s ‘Blood Products
~-Advisory-Committee was asked to -

- “considér,-among other things, FDA's"
; donorcléssxﬁcahon‘reqmrements The

- Blood Praducts Advisory Committee ' -
‘recominended that the currerit dontor:
-classification réquirements be retamed
~without change. A number of States <>
‘have enacted legislation that- requu-es
donor classification on blogd labels, +
"with specific labeling requife
varymg from Staté to State-FDA intends
“to require a unifori label for blood - -

products shipped in interstate commerce
and will protect public health by - -

. continuing to require a statement of

- “Accordingly, the agency is proposing to- )

donor classification on the label of each
unit of blood.

In its uniform bleod labeling final rule
of August 30, 1985, FDA recommiended
that machine-readable (bar-code)
information be included on each blood
container label. FDA is also
recommending that each blood label -
have all information in a standard
position and format. FDA believes that
the additional bar coding should not
detract from the eye-readable accuracy
of the label.

10. The Panel determmed that there is
limited-evidence supporting a 48-hour
dating period for Whole Blood (Human)
Heparin and recommended that the .
dating period be reduced to 8 hours.

FDA agrees that the available data
are inadequate to support a 48-hour
dating perigd.for the product. There is a
lack of datato show that adequate red
blood cell viability is maintained for 48
hours or data to identify any molecular.
and cellular changes that may occiir in
heparinized blood durmg storage. -

amend § 610.53 Dating periods for

" specific prodicts by prescribing an 8-

hour dating period-for Whole Blood -

{Human) Heparin, pending the

submission of satisfactory data in
support of a hmget datmg penod for tlns
product.

- 11. The Panel noted that some ey

institutions add ACD or CPD~

. anticoagulant fo heparinized blood and -

" use it up to 12'days thereafter, The Panel :

advised that, if there is a need for sucha’

- modification, additional studies would

. " regulations, (Seg §§ 601.12(b), 610.52,
" 610.53, 640.2(c), and 6404(d) of the

be appropriate to demonstrate the safety v

and effectiveness of the product* e

EbA believes that such'a modxﬁed o

ptoduct is not safe and effective and its
use clearly is not permmed under the: ...

" biologics regulations.) - e
12. The Panel recammended thatu«, v

frozen and-deglycerolized red blood cell _
. products should meet the following. 33 -

cmena e e
-a. Red Blood Cells (Human}

Deg!ycerobzed should be p:epared bya- -

methad résulting in a minimumin wtro

__yield of 80 pel:cent of the ongmal red

ments - i

.. *c. The effective yleld (mean in'vitro

-survival at 24 hours post-transﬁxsmn
- should be at least 65 percent. -

. 'blood cell mass:.. .. . T
b. Atdeast7a percent of the =red blood‘»,"*

ce!ls should survive ih- the teci ient 26
hours after lransfusxon. ;

yield multiplied by the mean peicen

et

.
\w.‘/ g



Federal Register / Vol. f"

0. 247 1 'gueﬁday. Decemher m‘ 19&5 ! Fmposed Rules

d. The ﬁnal suspendmg solution for
deglycemhzed red blood celis should be
isotonic and contain between 130 and .
160 mxlheqmvalents of squum per liter.

e. The final product should contain no
more than 6.5 gram of glycerol and 175
milligrams of supemat&nt hemoglobin
per deciliter. .

Three methods, the low— and high-
glycerol methods and .
cytoagglomeration, currently may be
used by licensed establishments for the
freezing of Red Blood Cells (Human). -
Each of these methods has béen shown
by manufacturers’ data, scientific
literature, and practical experience to
produce an isotonic final product that
meets the cell viability criteria specified

above. New product license applications .

for Red Blood Cells (Human) Frozen
must be accompanied by data
demonstrating adherénce to'one of the
established dcceptable methods, o, if
approval is sought fora: significantly .
modified or iew metliod of freezing
and/or thawing, appropriate supportive’
data must be submitted to demonstrate
that the final product is safe and
effective. FDA considers the current
policy adequate for determining the
safety and effectiveness of these =
products, and nid'chianges to, the criteria
are proposed at this time.

13. The Panel. suggested that the
" dating period for Red Blood Cells
(Human) Frozen may ‘be extended
beyond the currently codified 3-year
period (§ 610.53(b)), provided the®
product is shown to meet specified
viability and recovery criteria. The

Panel also recommended that 'the sheif- ‘,

. life for Red Blood Cells (Human} -~ = ..
‘Deglycerolized (the penod between
removal of the product fromi storage at -
—865 *C to the time of transfusion) )
should be extended beyond the
currently permitted 24 hours, if specified
viability and recovery criteria-are: met
and no mc.reased tisk of bacterial
contamination is shown when compared
with the product stored in a liquid state
FDA agrees with these ~ ©  ~
recommendations. The agency is aware
that on many occasions frozen red blood
cells of rare phenotypes have been
transfused without apparent adverse
effect after storage for significant) y
longer periods than 3 years. FDA
requests that interested peisons subtmt
any data available to support a longer’
dating period for Red Blood Cells = -
{Human) Frozen. The supporting - L
information should be submitted for .-
each of the currently.approved - o
cryopreservation methods and shonld
include recovery,! ‘survivel, and effective '
, yield data at the endof ;he extended
storage period. . -

- associated with cutrently licensed- .
- deglycerolized red blood cell pms;htcts .

© Process OCCurs..
‘'FDA agrees thata standardmd facior, .

the clinical ‘effects of the product. The
o ﬂgﬂﬁﬁy recognizes thai there are -

‘nionitoring. FDA advises that this form -
‘of validation isviecessary at the tim

3sxgmﬁcantly ehanged

" ‘medium, an overwrap should be use

FDA abo wiil consider; amemh the
24-hour. post-thaw shelf life penod in the
current regulatory standards for Red .
Blood Cells {Human) !)eglycemlmed
upon receipt by FDA of data ~
demonstrating that neither the: txsk qf

free hem

abin is greater with the -
extended.

elf life period than that .

with shelf life limited to 24 hours, and
that acceptable viabthy and x!eaowery
criteria are met.

. 14.The Panel ;:ecommended that each o
regxstered establishment (blood bank or
laboratory) processing Cryoprecipitated

Antihemophilic Factor (Human) should -
standardize its factor VIl assay and -

‘cgmalate theiamm test results with'in - o
vivo fecove

md .survival testing, and
reestablish the correlation each time- a
significant change i in‘the ptoduaﬁon
VIII assay should be used by all

testing laboratories involved in the

- processing of: cryoprec:plfaie. A dned

plasma standard with an assxgneﬂ

“potenicy based on-comparison with. the
- World Health Organi:mﬁon {WHO)-

standard is availale from the QOffice cf

 Biologics Research and Review, FDA

(see § 640.55 (21.CFR'640.55)).
Marnufacturers should obtain sach a’
standard from FDA to be used 1o
calibrate their, bouﬁe standard for the

-factor VI assay.

. FDA agreesthat in vitio, factar VI
assay results should be correlated wiﬁa

cal difficulties in obtaining -

rehable in vivo recovery data known to

) hypa f o8
: B msgemve ) .
registered blood establishments and :

preven! ‘interaction of the freezing liquid

with the plastic bag and its contents. -
{All licensed blood banks aﬁ‘eady ioliow

. ﬂns procedure.) |

'b. Cryomc:puate contamers shouid

~ be thawed at 30° to 37° C for at least 15
. bacterial contamination nor the Ievet of .

‘inules to ensure maximum Factor VI

" recovery.

. ¢ Saline is the preferred diluent if

- cryoprecipitates are provided on & non-
“blood-group-specific basis.

- d.Pooling should be performed by -

. -experienced personnel to ensure

complefe removal of all concentrated

; matenal from sach container.

" & The labeling should indicate that
cryoprecipitate usualiy coritaing at least

* - 150 milligrams of fibrinogen per unit.

f.‘The labeling should indicate that

goud patient managément requires

momtom‘g treatment responses to -
- -Cryoprecipitate transfusions w:th <
o geﬁodmp!asma Factor Viltor -

enassays in hemephlha ‘A and
agenemlc reciptents. )

‘FDA ﬁnd& ‘that many of these -
auggesimnﬁ are appropriate-for mckxsmn

- - in the SOPmanual required for each
"~ establishment by § 606. 100(b)." -
. Accordingly, FD,

A proposes to; require
that the above procedures (4} through
{d) be added to the SOP mainuals for.

o j' cryopretipitate production upon the -
"' effective date of the final rule: Because
~'the technical suggestions are dirécted
~ “toward the.user of the product, FDA .
_finds the information (b} fhrough (d} as
. wellasthe ‘specific: iabelmg

" recommendations listed in{e) and [{}
appmpriate for inc!usxon inthe .

" instruction circular made available mth
“the product, Accordingly, as piovided’in . ~
‘the Uniform Blood Labeling final rule of .

.. [date peadmg], FDA will require Qhat the

correlate with in vitro test results. Until ,.;;jnformanon described in items (b]. -
an appropriaté standard method of in .~~~ through {f) be mcluded inthe mstm;tmn

the initial manufactire of the prod
and when the pmduehon pmcess is

‘15, In the text of thezr review anf

Thie Panel also r&commendeti seveml
changes in the %abebng for .. :

& Cryopreciplta&edw The

recommendamns are snmmauzed '
below, - R FA
a, i the upit is: fmzen in a hqm

'vivo testing can be' develaped. the.  circular.

ncy will consider the in vitro test " - Inregard to. euggestxen {d)+ ooncexmag
Ivahdated when the assayed produc is poslmg FDA advises that the' f‘nal
found to.achieve the expected clini o paoiéed product, except-when .~ .~ 0y
resulls, as detgfmméd by careﬁxl atient -specifically provided forin' the pmduct e

lcense, may ot be transported i - -
interstate commerce. As-a result, it
usually more practical to pool the

e product at the hospital or-at thaheme of

‘ the patient immediately priof touse -

raﬁwr than at the. processing facility. -
Cryoptecipxtaﬁed AHF, the Panel made S d

. séveral technical suggestions. x;értmeni

* 1o the preparation of cryopmciﬂime* i

.the. information’ ltas*b‘ge‘n

O
cnrcu}ar OBRR has information on- the
aafety of the ptocedures for paoimg

- ctyoprecipitate at the timeof.

-manufacture; FDA-currently is rewewmg
. license’ amendmems to :permit this
procedure. . SO
. 38, ‘i;heagency has dgtermmed thar PN
“the following bmlogws regulations™:" " -

. ,-w
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reqund fully to specxﬁc Panel .
recommgnda,hons .or to. suggestlons

. contained in the text of their review

concerning Cryoprecipitated . ..
Antxhemoplu;lc Factor (Human). The
regulations are summarized below only .-
to the extent that they relate to a Panel
recommendatlom

Section 640.56 {a) and (d}—FEach blood -
bank must test at least four units of

-cryoprecipitate in each month of

preparation fo assure an average

potency of no less than 80 units of

antihemophilic factor per container. .
Section 606.122{n)(1 }—The instruction

' circular-shall bear a statement that the -

-~

average-potency is 80 or more umts of
antlhemopluhc factor..~ . . . - )
Section 606, 122(11}(5}-—The msh‘uctlon

: cxrcular shall bear.instruction to store at _

?

rooin temperature after thawing and to_
use as soon as possxble. butno later .
than 4 hours after entering or pooling
and within 6 hours after thawing.: . -
17. The Panel noted that research is ;.
eeded to establish the fate and, function
of monomeric, dimeric, and polymenc
forms of Normal Serum Albumin -
{Human) {NSA). As an interim measuye, -
the Panel recommended that the .
production process for NSA be desngned
to assureﬂxatvthe maximum amount of _
albumin is in the monomeric form. The :-
Panel also noted that if minimum limits _ .

- are set for the monomeric content of

NSA., the expiration times {datmg
periods] may need to be tévised. ..
. The agency-agrees and has camed out

~ research to develop suitable'methods for

-nonmoenoimeric albumin is lesseffectlve

measuring the amount of monomeric, -
dimeric, and polymeric forms of albumm
in both NSA and Plasma Protein - -
Fraction (Human) {PPF). Furthetmore.
FDA has carried-out laboratory. .
measurements that-show that

osmotically.than the native; (monomel:lc]

-form. During an epen meeting of FDA’s
‘Blood-Products. Advisory Committee on .

‘ February.8,1983, FDA discussed with .. -,

. the monomeric, dimeric; and polymeric

. measuring the molesular dxstnbtmon of

-manufacturers of plasma; denva'txves a -

number. of possible changes in the .
regulations for NSA, PPF,-and i unmune
globulins. FDA-discussed determining --

albumin content of NSA and PPF.by .

each lot of final product. Through, :+- _~
separate rulemaking; FDA intends to
propose revised additional:standards for
NSA and PPE.-The proposed rule would
add pew requirements, suchasa ;' .. -

*-requirement for a test formolecular.. . -

distribution; while deleting or relaxing -
some existing requitements, as mdxcated
by recent advances in technology. FDA -
will.continue to examine stability data .
and, if appropriate, will:propose rei/ised;«

- final product-not exceed 2

. manufacturers of NSA are required o. -
..determine the sodium content of the . -
* final product. The test used by nearly all .

- “sodium-content of the product. (ﬂame
* photometry) may simultaneously be . .-

datmg pemods or storage condmons for .
NSA and PPF in § 610.53(a). . -
18. In their review of Normal Serum
Albumin [Human] the Panel .
recommended that; .. | | ;
a. The sodijum content of NSA should .

. be limited to 130 to 160 milliequivalents |

per liter (mEq/L);
b. CDB should be informed by the

manufacturer of the amount of
“reworking” in the productxon of each
lot released
c. The term “salt poor” should be

" _ . discontinued on the product labeling;

d. The approximate concentrafion of
chloride and potassiuin ioris should be
given in'the package insert.

FDA agrees with thie Panel's
recommendations. ‘Regulations in .
dccordance with items a. and b. above
are already codified under §§ 640.82(d] -
and 640.85(b)(1) and 3) of the biologics
régulations. ' -

FDA advises that the Panel's
recommendatxon concerning the ferm

“salt poor™” wasimplemented in the
Federal Register of May 31, 1977 (42 FR
27577), and the term is no longer used in _

- product labeling. -

FDA "agrees that the approx1mate
concentrations of chloride and :
potassium jons should be included in'the-
product labelmg The potassium ion -
concentration is of particular

_ .significance because high potassium

concentrations in a patient's plasma

" (hyperkilemis) caused, for éxample, by

large volume transfusions, are known to -
affect cardiac function adversely.

-FDA is proposing to amend the
< additional standards for Normal Serum °
Albumin (Human) in- §'640.82 to reqaire "
that the potassiuni concentrauon ‘of the

milliequivalents per liter (2 mEq/ L)

+ - Laboratories at OBRR have tested a .

number of recently released lots of NSA
at various protein concentrations to-

- determine their potassium content-All . -
lots tested, regardless of the protein -
concentration, contained less than 1 .
mEq/L potassium. Under §.640.82(d),

manufacturers for- detemunmg the .. ... .

used for determining the potassium .
‘concentration; therefore; the proposed
requirement does not impose any .
additional testmg burden-upon the
manufacturer. An-identical requirement

«is already.in effect fora similar lwensed

product, Plasma. Protem\Fractxon
(Human) (§ 640.92(d)). ERTI
Consistent with the Panel‘

- recommendations, FDA alse mtends 10

require that the package msertnote

" include this information.-,

. . Normal Serum Albumin (Human), the ;

.-the labeling of the final product Jdentlfy

under the “Description”section of the .

labeling that the product contams less e

than 2 mEq/L of potassium. :
Altematxvely. the labeling may note. the
approximate. potassium concentration of
the product as determined by the assay -
of a representative.number of lots, -
The package insert should also
include the approximate chloride ion -
content of the final product. The . - . -,
approximate concentration may be
established by determining the range of
chloride ion concentrationsof an ..
adequate number of representative lots.:.
and be expressed in the package insert
either as a range of values or by other -
means which note the possible variation :
in concentration. For certain patients,. -
the clinician must know the , -
approximate chloride concentration of a .
product used for replacing lost plaSma
to ensure that the proper acid-base -
relatzonshxp of electrolytes in the patient
is being maintained (Rahilly, G.T., and ...
T. Berl, “Sevée Metabolic Alkalosis - -
Caused by Administration of Plasma ..
Protein Fraction in End-Stage Renal
Failure,” The New England Journal of
Medicine, 301:824-826,1979). = . .
The chloride ion concentrationis - .,

‘equally relevant for, the proper .

administration of Plasma Protein . .. » -
Fraction (Human). With. the exceptian of .
the product labelmg for two licensees, : :
this information is.already included in -
the package circular. FDA intends to .-
require that all package circulars for
Plasma Protein Fraction {(Human).

19. In accordance with I-'DA's fmdmg
that placental plasma is unsuitable as-a:
source material for the manufacture of .

agency propeses to @mend § 640. Bo[b) of
the biologics regulations to delete - .
reference to placentas as.an acceptable -
sougce material. In addition, becatse -s-;
FDA believes that placental. p!asma
should no longer be used for- . - . ]
manufacture of NSA, FDA proposes 100
delete § 640.84(b) which requires that -

whether the product was derived from .
venous plasma. placental plasma, or
both. - ..

Ina related matter uot speclﬁcally

"addressed by, the Panel, FDA is

Pproposing to delete reference to serum .

.- and blood as allowable source materials.--

for the manufacture or Normal Serum
Albumin{Human), Plasma Protein
Fraction (Human), Immune Serum- : . -
Globulin (Human), and: Measles lmmune
Globulin {Human)., ceem -

Serum-has not been usedas a source - .y
material for blood derivatives since the 3
‘advent of the modern anticoagulanits, -
more than two decades ago Since that

)

« .,
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-* time, serum has not been available to- -
derivative manufacturers. In recent
years, the blood clotting niechanism has
. become more completely understood. 1t
. is known that a variety of blsod enzyme
systems are activated:during clottirig:
and that many of these activated
enzymes have vasoactive properties.
Before FDA wduld again permit the use
of serum-as a derivative source material,
it would'be necessary to demonstrate -
.that these extraneous.activated enzymes .
have been removed, ejther before or =
during the fractionation process.. <
Accordingly, FDA is proposing 0. amend
. §§.640,80, 640,90, 640.100;: -atid §40:110, tq
delete the references to.sérym as an .
.allowable source material.for. blood. -
derivatives. Furthermore, licensed - .;
"~ manufactirers of p!asma deriva twes no;:
Jonger réceive whole bload and remove
the red blood cells-at the &-aahonaﬁm-
facility. Accordingly, FDA proposes: to:
amend the. sections above: by deleftms
.the word-“blood.”

. 20. The Panel stated that L e
manufacturers of Plasma Pwtmn S
Fraction (Human}. should have a.control
testing progeam for measuring . . -
prekallikrein activator (PKA) in' the - .
product and-that the acceptable level of -
PKA should be nomore than 25 pereent -
of the then-currentBureau of Blologxcs
| (now CDB) reference, standard
* (Reference Lot No,1). The. panel a}sa

. recommended tiat astechnology .-+
" permits, liniits for: bradykimnoonteut ia

.. ‘PEF should:also be éstablished. .
- . ~.. FDA accepts these. reaommeadauom.
. ~Both of these issues. wemdxmssed nt o

‘FDA's Workshop, “Roundtable .

KR Discussion of PKA and Bradykinm

Measurements in PPF and Albumin,"™
held March 16, 1978 At this meeting, it

. - - was found that test methods used by

manufacturers.for determining the
- enzyme activity .yleided» values for the’

- -PKA concentration in the. pmduct whmh
agreed well withthose valdes &2
determined by the agency. Although
FDA does not at-this time prapose hmits

_for PKA levels, all manufacturérs.of PPF
have instituted control testing progi :
for measuring: PKA and & maximuri. FKA

*  level equal 1025 percent of that in‘the.; ..

1978 reference preparation’ {Reference: -
. Lot No, 1} is now-a product-release «. :
. criterion with which the manufacturers,

"....voluntarily comply.FDA also believés it B

_ would be appropriate for marmiacmrers

to establish voluntarily & maximum - .

permissible PKA level fox* Noma! Semm
. Albumin' (Human). -

. Although PPF has caused hypetensxv«a
adverse reactions that cannot be related
to its PKA content, at present Tow, if -
any..of the réported reactionscan’ be =
ascribed to the bradylanm content of the

' May.31, 1977}, butnoiié hds been”

) ‘pmt\luct may be. re!ated to'the. meﬂwé of
preparation. The Panel wwmmndgd *
. that more sgphisticated in.vivd

~ that; in the ahsence of such data, the .~
.package insert should indicite’thatno '

- of PPF and that the rewmmen&ed stud;
-should be performed, Because-th

-praduct for its T ¥
“believesthatitis pﬁmmiythe oy
.; responsibility of the manufacturers o

.because adequite methods to measure

ancotic effectiveness may notyetbe . -_z-antihemaphilic factor.

_;avmlahle. FDA/is not pmpo Y
manufectorers

© _FDA i
‘gvailable the igbelmg ‘should note: ﬂiat

/ appmciaﬁly,e}evates oncatic préssure

. and anti-B anﬁbodws ‘which: may mse
" amounts.

-of tlie product to défermine: its nfi: A’ ;

pmduct. norare data curremig avaﬂable
to establish the magmtude of a safe.and .
apprapriaté requiréd limit of bradykimn
content. The Agéncy Kas fitvited the
sitbmission of such data 4z m 2?581, ‘

nufacturershave. seg

* 21. In its review.of Piasma Pmtem :
Fmenon urhan) {PPF), the Panel noted -
in severa mstances that theré were

~ inadequate data available’ for mcumtely

determining the benefi t«-to-
1, In

be sponsored within the’ medical -

.community to évaluate the effectiveness

of PPF in elevating oncotic pressure'and’ -

evidénce exists that PPF appreciably -,
mcreasea the-oncotic pressure af the
patient’s plasma. . - | .

-FDA agrees that there are. madequate
data to support the oncotic effectivénes

teqummended gtudyis dix:geﬁy‘ 2
» m
this yroduct:té ensure that such stadies

are done. Consistent with the !’anel*s g
Category. I recommendation and--:

require:
undertake thése-studies at -this thn
agrees thatuntil adequate data
there 1§ no evidence that PPF * .- .

 this

‘a. The labeling. siwuid mclade .
'inforxuathwbouﬂke f-aniti

hemeolytic anétia w!mn given m large
b Manufa;:iﬁxem 3hauld tes e

aid anti-B levels. *~ -

y an in-house bradyﬁnu, I'nmb :
“for their produets, -

-cause hemolyticanermia wken given in

“ iiifﬁcuﬁies ?i;a,

;.c: When applicable: the final product’
should be tested to tiemonstra‘te that it .
coritains nio more thar 01 m:cmgram of

. aiummmn per umt of antrhemo;xhﬂm
‘factm; ) '

d: Whezi apphcabie, the. ﬁnal producf :

“should be demonstrated to be free of.
- ‘heparin activity, or the amount.of
- » (heparin activity remaining shimid -
- appear in the labeling C

- e.The labelmg shonld contam ’

Y ﬁxfarmaimn about the ﬁbrmogen contem
~ ei the final product. -

EDA agrees with these - _ -
recammendahm Allcurgents - -
instruction girculars for: Aivn“‘mcludea -
statement that the: ‘product contqinszana— ceerd
A aid anti-B xsoagglutmins ‘which may, ;. :

latge amourits: In addition;’ eac

manufacturer.of this product has

’valuntaﬁ!y set specification limits for
f these imﬁbedxes, which arezincluded in
A ﬁ;e 9
" dpproy
oW test: each lot of final pmduat to

G& lmenm dud are sub;egt g o - .
¥ OBRR, All manufactm'ers:

- engyre that the anti-A dnd anti-B -

. “.antibody levels are within the ;5 - * - P

~x%8pémﬁc&’tmn limits- set in thexr"pmduct -7
= Heefse. - . Te 7t hanndl i o

. Al manufacnn:ers nsmg ;aﬂum nam
; »hydroxxde in the

s processing of Mﬁ‘*
‘have submitted ddta kDA<’ <
demionstrating that all recent: lats
mm(ain aluxnmwn ieve!s bel&w the
axifiium limit v by

faﬂs ﬁelﬁw nﬁamgm ‘per-unit of
FDA & aware xhqt there ar

in providing to the consy
measﬂx:emf:nt af tha 10

1duﬂlng pxocessms‘ ‘Alternati
“Tabeling may state the-average
of ‘heparin found in the ﬁﬂal p .
" determiined bya vaiiglateﬂassaymﬁa :
‘\mpzeaex&taﬁve pumber-oflats;

- Although: AHF is not: indicated: fer‘the

‘~1reatmem of any. forem of ﬁbunogeu« L
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deficiency {Cryoprecipitated AHF is the.
indicated product), the approximate... - .

ibrinogen, content remains relevant to
inform the clinician of the composmon .
of the product. Accordingly, FDA
proposes that manufacturers revise thelr
product labeling {package msert] to .
state the fibrinogen content in terms of
an average percentage of the total
protein.

23. The Panel made the followmg
recommendations concerning the .
labeling for Factor IX Complex (Human)

a. Because of the potential side effects
associated with Factor IX Complex
{Human), the product should be

’ inistered only when the patient |
cannot be managed appropmately wﬂh
single-donor plasma.-

FDA agrees with this .
recommendation. Because of the
product's unavoidable potential for
inducing thrombosis and transmitting
hepatitis, the physician should be
informed that use of single<donor: . .=
plasma may-be more appropriate. . .
Therefore, FDA. is proposing to re,quire
that the statement “Faetor IX Complex- .
{Human) should be used only when the
patient cannot be managed adequately.
with plasma" be included under the
“Indications™ section of the labeling.

b. The Panel recommended that
certain additional informationbe -

ncluded on the container label for
Factor IX Complex (Human)..’ .

FDA agrees in part and disagrees in.
part with the fecommendations: FDA .....
recognizes the necessity of limiting the
information-on the container label 10_ -
that absolutely necessdry for the ..
product’s proper handling:and use. As .
additional information is.added-to the - .
label, the label:becomes crowded:and - -
overall clarity-is reduced substantially..
FDA believés that the:assayed-quantity
of each clotting factosused for:thé:,«(z(; -
treatmerit of-an indicated deficiency.
should be stated on the container label
FDA .also believes that a warning. .- : -
concerning hepatitis should be mcluded
on the ¢ontainer. laﬁl:el. such as the - ed
hepatitis warning that now is requir
for other blood products capaﬁg of .
transm:ttmg hepatitise=— % _cwee . o

However, FDA beheves ‘that - ey
information concerhing the sodzum and’
potassium content of the final Pproduct
should be included in the package ..
insert, rather than on the container label
as recommended by the Pa.neL Similarly,-
FDA believes that-a warning concerning
thrombosis should be included in the -
“Warnings', section of thé package .
insert. Althoug"h thyombosis from use of
this product is & significard hazard, « .
because of the irifrequency of the <. ..
occurrence of thrombosis this warning

nesg pot be J:ughhghted on the contamer

la

-C., The Panel recommended that the
quantity of anticoagulant in the product
should be included in the labeling.

FDA interprets the term :

“anticoagulant” to mean heparin gr a.

calcium-binding ion {specifically, citrate
or phosphate). Because of the difficulty
of reliably assaying low levels of
heparin, either the maximum possible -
hepann level or the amount determined
to be in the final product by a reliable
and validated assay should be noted in
the labeling. The amount of citrate or.
phosphate may be determined by .
assaying a representative number of
lots. Such assays must be repeated each
time a significant change in the
manufacturing process occurs, and the
quantities shown i in the labeling revised
if necessary. ; )

d, The Panel recoriméended that the .
labeling include ore detailed * -
information régatding the desage and
frequency of administration of the .
product and information about how to°
monitor effectiveness of treatment for™
each indicdtéd élotfing defimency

FDA agrees with this :
recommendation. FDA recommends that
the dosage information include a data
summary on in vivo recovety, biolagic -

turnover rates, and heméstatic levels of

thé appropriate clottmg factors. To'keep
.the labeling as concise as possible,” "~

_ readily available references may be * -

provided for the laboratory ’
measurement of the approprxate cloﬁmg
factors. - ‘»- &

24. In the 1ext of their review of
Fibrinolysin {Human) (a combmatmnﬂ
‘product containing plasrmnaoen and

streptokinase [SK)), the Panel -- N

summarized the factors thata clmxcnan -
sheould consider before initiating 7= .
repeated parenteral admm:stratmn ofa :
~ product containing SK. The Panel als -
recommended that-all fibrinolytic agents
«{Fibrinolysin [Humian), Streptolonase.
and wrokinase} should'be reviewed <.

' again at-a later date by a smgle panel ofv

experts. : EA g SN
FDA advises that, at the present tlme,

there are no plans for these products to”

be reviewed again by-an'advisory group-
from outside FDA; however, if the need :
should arise, FDA intends that this -
family of products be reviewed as a.
group. For the present, these fibrinolytic
agents are the regulatory responsibility .
of OBRR and every effort will be made
to assure that FDA’s regulatory pohcles
for these products are enforced . . :: .
equitably and consistently: As an
example, on April 10 and 11, 1980, a :
public workshop-was held in which the
current labeling for these ﬁbrmolytw
agents was discussed. Oneof the - ;.

“follomngpmcedms L

- _ producton the same day.

: adxmmstrauen to Rh-negati 1
‘and after iransfusmn of Rh-positive
blood to Rhﬂe,gahve reczpmnts} Six

requirement. Lt

objectives of this meetingwasto .. . -
develop consistent labeling for these -~
products: In addition, the considerations
for SK therapy summarized by the -
Panel, their other labeling - . '
recommendations, and recent smenhfxc
information were reviewed with the -
intent of updating the product labeling -
in light of current medical knowledge.

25. The Panel recommended that all
lots of RH, (D) Immure Globulin should
be assayed by an approved method and-
that there should be consistency:in - .- -
assay standardization and expressmn of
potency.

For the present, the agency does not .
consider it necessary to reqiire a

. specific standardized test method for -~ -

determining the patency of this rroduct:é
Although all manufacturers do Rot use: -

lot must be tested-againsta . S b
Reference RH (D) Immune Globulm e
obtained OBRR. Each dose of: the
final product is contained in-a volume
between 0.5 and 20 mlof " "~ * < i s
immunoglobulin and, as: specxﬁed in -
each manufactures’s product Ilcense.
each dose has a potency equal-to or -
greater than thatef1 mLof the': - - '«
reference material. Consistency i in -
dosage is-assured by the above - i
requirements, ‘although the an&body =
concentrationr‘imay vary according to the
1ot being tested. Lot-to-lot consistency is.
further assured by means of tfxe lEenenE

a. The U.S. Reference RH,,ID) lmmune :
Globulin is‘tested in” paraliel thh the * o

b. Several m(ﬂﬂcod cell phenotype’
are used,

durmg manufacture.
_&Frequently, the potency is,
confirmed, by ass”ays at FDA.

Rh~posmve dnld yost«,dbertmn

possible uses  of the product were also,,
rev 1ewed. The Panel recommended that
the requmeme-xt io: an RH.(D) Immune, .,
Globulin cmssmatch priorfo. .. |
administration be elininated- and th
labeling tevwed acco:dmgly o
FDA agrees that an RH,(D) Immune‘
Globulin crossmatch prior to »
administration is ne ) Jonger necessa
and has approved amendmems t0:;
product hcenses wehmmate tlus w

v
-

\, St

\'NN,,; .



" limitation of 72 hours.postpartum. ‘I‘he

. Federal Reg;ster / Vol. §0, No. 247 /- 'Puesday, Decemberﬂzei.

,1985 / Proposed ‘Rules

52713

With regard to the current uses, twc
manufacturers have submitted ‘
appropriate data to FDA supporting low-
dose RH,(D) Immune Globulin =~
prophylaxis of Rh-negative women
following abortion up to 12 weeks
gestation. Product license amendment
for this dosage have been apgroved and
the labeling has been revised. .
accordingly. .

In addition to the currently appmved
indications, the Panel recommended that
the product be approved for.use after .

“transfusion of any blood, pmduct .
contammg Rh-positive red cells to.an -
Rh-negative rgcipient in whom nt is-
‘desirable to :suppress, pnmary .
immunization, FDA agrees with thxs
reccmmendatmn and, advcses that -
manufacturers may revise their product .
labeling accordingly. In relation to this
indication, the Panel mentioned that
som preparations of platelefs or - .

ocytes may contain substantial .

, numbers of Rh-psitive red cells. FDA
advises that the uniforrit labeling

- requirements for-blood and blood-
components provide for the mclusmn of
the Rh group on:the container label sa -

" that the clinician may detex-mme when .
primary Rh immunization may aceuf.

The Panel also suggested that.
administration of RH.(D} Immune

. Globulin should be permittedfora =
l {:enod longer than the present labelmg ’

‘Fanel récommended that, alfhough .
,adnunistmtion within 72 hours after
‘exposure to Rh-negative red cells'is -
) v prefemble. admmtratmn upto2. .
weeks a{ter such expdsure should be
permitted, provided the labelmg warns
that efficacy may be reduced. FDA
agrees with thia recommendation,
Because the sup, ‘evidence is very
limited, the labelmg should continue to -
emphasize the importance of - .
administering:the product within 72.
hours after exposure. However, the ; «
labeling may be revised to provide, 1 wnh
suitable wammgs. for adnnmatratmn up
- to 2 weeks after exposure N
The Panel also, recoml);ended that
RH, (D) Immurig Globulinbe. = -
administered aiter«szgmﬁcant abdaminal
{rauma, including amniocentesis; to.a | -
pregnant; non-sensitized, Rh-negatwe
woman. In pringiple, FDA: agrges with |
this recommendation; but advises: that-
no clinical data-are available to éupport
a specxﬁc dosage for the product when
used in this manner, Therefore;for this - -
indication, any license amendment :
sebmitted to FDA requesting apptoval of:
a dose which is lower than the usual .
postpartum dose must be; accampamed
. hy adequate, snppomve clinical
! information. For the remaining: three

-Kh control serum- for use with anti:D!

. ‘antigens listed*ih@u&paragvdp

1
- ‘mast consumers would have a difficu}

- and what unxested anhgens mxgkt

. an additional consideration;

. suggested uses—routine intrapartmn
-administration, administration to Rh- - .

négative infants of Rhwpomtwe mothers, -

‘and adminigtration to-D"-positive~

women after delivery—FDA agreeswith
the Panel's finding that further study is
needed before’ ‘recommendations for
these uses can be made.

:27, In their review. of Bidod Gmuping ’

Seriun, the Panei presented the
fc«ﬂowmg recommendations: -

1o reduce, if possible, the number’ of
antigens for which testing must be

- accomplished in the specificity test, -
b. Certain information spemfiedhy thel

Panel should bemcluded,on the

‘ container: label

C G Manuiactmetsshould ptgvide ey

Semm ‘when testing a pattent's ﬂmt not
a normal donor‘s) blood..

Sera

- FDA agrees. ‘with the Panel's iment
thm the regulations not impose” "
unnecessary-restrictions which would
limit the availability of these pwduct
- inicrease their cost. FDA believes, |

:however, ﬂla{ the ment pohcy !ILeets 2

necessary mfomation to ‘the users of

\ this p:;aduct Under § 660.26(c), Blood

- Aa xmted by the Pan
not ne

fﬂﬁewm functions a

therefere, itis essential that the v:al
label include all information necessary
for thie praduct's proper use by &
“knowledgeable consumer, e.g, a trained’
technician. Accordingly, information in -

" ‘addition to that recommended by the

" Panel, such as the expiration date, -

" recommended test methad antibody

s{peciﬁcxty. and the source material used .
other than human, s required on the

) vial labet The volume of the product.is -
8. The regulations should be: revzewed e

8Q

uired on the lahel because it -
~wrould.

&a greater bunden for - .

\. m&wfacturers to print separaze ,packt\lge“i .
‘ingerts for each volume of product .

marketed. Accordingly; FDA pmposes o
‘no changes jn'the currei:toomainer Cs.
iabel requirements. . ;

ary with
whmwm&ebl of

7" domor. Current anti-D Tabeling of high-
+.d. Bulk packaging nho;xld be pemﬂed
- for some Blood G;

‘protein reagents recommends the use.of
~‘either bovine albumin or an Rh control -
serum forpatient: tesﬁng ‘Because: -Anti-
deguately in many
uations witliout 8 controi. FHA does

,,,,,,

g ; :gly. i
dogsmtreguﬁ*e tha mamafactmers ;A
t1~D ‘o’eﬂm pmvide an‘ﬂh nontrol .

ing Serum mustbe: teafe& wfﬂued . -FDA ba

blaod oelis having as a group, the 42, - ’
- that section. These specificity w?ﬁ o

" ‘determine whexhemny r:cmtaunmw gor

undesirable agmbodiﬁs are present in
the candidate serum;’ Under :

. $.660.26(c)(2) and (d}{2),a’ manufastm_ "

may readily be éexempted from testmg :
forany of the less significant anhgens (
when appropriate cells arenot . -

.“available, provided the. packageinsen
identifiés those antigens for which no -
specificity test has been performed. In- <~ *?f the dating period. .
this manner, a ‘user who suspects that - = 4
" obtain additional informa
' mxwemuxg thé test.cells,

the reagent serum is giving nouspemﬁx:
results may consult the:package

foradist of those faetors not tes
the number of 3 antlgens listed for
specificity testing were simply re

time iR detemankxg what tests the -
manufacturer was mquimd toperf:

suapected.

_ FDA agrees that. hecause of thevial's
small size, the container label should bﬁ
reserved for only crifical information. "
The containeriabel requireménts: nnder
§ 56023(&1){2) were promulgat
with'the intent of limiting the amount
required mfomamm a mininun. As: .

‘thig-prog utx
is.often separated from the package - . .
insert and package label durmg use; -

e ‘apesific
‘fomﬁ nal prodict. -,

€ dnsert..

:about theloss of antigen reaﬁh'tiity with .
Cells.In® -

“FR 24546), FDA pro

28. The' Panel rewmmends that the
labeling for. Rﬁagent Red Blood: Ce!ls be
_revised to include the follemng
ixﬁumatu}n -

,j. a; Acaaumi qgamsi use af;gr the end

b, Specific instructions

Infamauqn ‘about
ful 1if

data -supporting the datmg

_ these produicts. be revie
‘iheir adequacyﬂ

“FDA agrees tha mare specific;
informawn is-needéd inithe labehﬁg

‘storage of Reagent. Red Bl
ihe Federal Register

ypased to ame
labeling regulationis in- $ 66!3.35 to
. require that, for Reagent: ‘Red Blo
;atadmta recommended for the détectiol



52714

Federal Register / Vol. 50, No. 247 / Tuesday, December 24, 1985 [ Proposed Riles, . .

or identification of unexpected
antibodies, the package insert identify
the specific antigens which are most
likely to decrease in reactivity during
storage. FDA also proposed to require *
that the labeling include a statement
that the rate at which antigen reactivity
is lost is partially dependent upon,
characteristics of the red blood cell
donor, characteristics which are neither
controlled nor predicted by the
manufacturer.

Although some manufacturers’ inserts
already warn that Reagent Red Blood
Cells are not to be used beyond the -

expiration date, FDA does not agree that

this statement should be required. FDA
believes that the technicians using this
product are clearly aware of the
meaning and implications of the
expiration date given on the label and
recognize that the performance of the
reagent cannot be warranted beyond
that date. FDA does not permit use of
outdated reagents for required tests in
the manufacture of licensed biological -

preducts. In some other settings, such as

under carefully controlled conditions in

a consudtant reference laboratory, highly

The agency believes that a

- manufacturer should not provide

instructions en how to modify their
product by means other than those
recommended in the product labeling.
Because the current labeling does not
recommend dilution of the test celis,
consumers who do dilute the cells
assume responsibility for the reactivity
and stability of the product. Before a
manufacturer would be permitted to
recommend diluting the test cells, an
amendment to the product license
accompanied by appropriate supportive
data would be necessary.

29. The Panel presented a number of
recommendations, further described
below, concerning the labeling of Anti-
Human Serum. ThePanel also identified
the antibody specificities that the
product should contain when used for
each of the reviewed indications.

- FDA agrees with the majority of the
Panel's recommendations, many of

which are already in practice. A
guideline concerning the labeling and
lot-release requirements for this product
was made available and was sent to
licensed manufacturers in 1977. The

experienced personnel may occasionally guideline is on file with FDA's Dockets -

use outdated cells successfully for other
purposes without-endangering the
accuracy of the test results.

FDA believes that the current labeling
provides appropriate information for the
proper use of Reagent Red Blood Gells
in normal situations.In addition, -

- manufacturers routively provide. -
additional information or test results to

Management Branch [Docket No. 770-
0219). FDA believes that the guideline
and the-current product labeling
adequately-respond to the Panel's
-recommendations with few exceptions.
The remainder of the recommendations
with which FDA agrees are addressed in
a proposed rule concerning additional
standards for Anti-Human Serum,

individual consumers upon:request. FDA published in the Federal Register of

does not believe, however, that the -
manufacturer should be required to

provide regalariy a burdensome
compxlatmn of highly technical
information and test results. Therefore,
FDA believes that atthe present time -
the current system of providing. specific
information upon individual request
functions adequately. . - - e

FDA agrees that the data supporting

the dating periods for Reagent Red <
Blood Cells should be reviewed.:

Currently, in § 610.53(a), a dating period ‘

of 35 days is established; however,
through the amendment of individual
product licenses, a number of

manufacturers have been granted»datuig

periods longer than 35 days-under the. -
authority of § 610.53(b). The data
supporting these dating periods have. -
been reviewed by CDB and confirming.
data are bemgsought. FDA will, as
appropriate, propose to amend the : -
codified dating period forReagent Red
Blcod Cells or advise individual -~ -
manufacturers to amend themproduct
licenses consistent with the available
supportive stability data. -

April 30,1982 (47 FR'18623). FDA - -
. advises that the agency published in the”
Federal Register of February-11, 1985 {50. -
FR 5574) a final rule based on the -
- proposal of April 30, 1882. Elsewhere in -

- that same issue of the Federal Register,

FDA revoked the gmdelme on the e
‘product. S
. « The Pahel recmnmended dxat the
specific antibodies present in eachlot -
be identified on the vial label. Currently,

in conformance with FDAs guideline, .
the package insert should specify each
of the antibody reactivities present. The
product is identified on the vial label by
a proper name réflecting only the--- '
significant antibodies present. For
example, a product labeled as
“polyspecific” must-contain anti-IgG - -

and anti-C3d activity but may or may :*.

not also include anti-IgA,; anti-igM,-Anti-
C3d, anti-C4b and anti-C4d. To require
the inclusion on the.vial label of each -

- antibody reactivity present could -

confuse the consumer, who mightaot be
- aware of its limited. sxgmﬁcanee‘ and
.might be burdensome-to:the. - .
manufacturer by necessmmng the

printing of customs labels for each 1ot
product. Therefore, FDA intends to
continue the current labeling policy for
Anti-Human Serum.

For the evaluation of suspected
incompatible transfusions, the Panel
states that Anti-Human Serum should
contain anti-IgG activity, either alone or
with anti-complement. FDA réquires
that both anti-IgG and anti-C3d activity
be presentin reagents recommended for
this use. There is evidence that <
particular antibody transfusion -
reactions sometimes are detacted best
by anti-Cad reagexits. Because of the -
possible serious consequences of an
mcompanble ‘blood transfusion and -
because it is not always possxble to
obtain ideal clinical samples at the
optimum time following a suspected -
transfusion reaction, FDA permits only |
the polyspectﬁc reagent to be 1abeled for
use in evaluating suspected .
mcompatxblg:t;ansfuswns. thereby
providing maximum assurance of
correct test results. -
. The Panel recommended that, if axti-
C4 activity is present in Anti-Hlaman .
Serum, the amount should be'such that
the product is not reactive with normal,
clotted, refrigerated red cells. The:
current guidelines specifies that the
product should not agglutinate clotted,
normal red cells stored at2 t¢ 8° C for
at least 24 hours. FDA believes that -
“false pcsmve reactions may not -
always be due to anti-C4 activity; high -

7
R ;
p————

e

" levels of anti<C3d may also aggluhﬂate

“normal”-cells. In relation to this
question, the agency sponsored a study

_to evaluate the frequency and nature of

the “false positive” reactions which are
associated with reagents containing -
anticomplement. The results of the study

. offer further support for the belief that -,

fa!ig, 2 positive reactians are not. always -
dué to anti-C4 activity. {Nasongkla, M
J. Hummert, and H. Chaplin; Jr., “Faise

‘positive direct antiglobulin test -~ <- 7

reactions with polyspécific annglohulm :
reagents.” Tmusﬁzsmn, 22.273—275 S
1982). ) i
30. Although all currently avadable

licensed third generation tests for thé =

detection of Hepatitis B Surface Antxgen : s

-(HBsAg) were found to meet the -

standards for safety and effectiveness, -

the Panel urged that aworkshop be held: . - -
for the purpose of redefining “third '

generation test” semsitivity on the basis -

of an abselute minimum standard . .

amount of HBsAg:'that must be detected - -

. by an acceptable method, without an"

inordinate number of false-posxhve :

" results.

FDA agrees. tha{ the development ef )
asn appropriate absolate HBsAg i 1

-standard could improveithe: -~ .- 7 7 ' ;
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. Crotalidae: envenomatmn. ‘l‘h 5P
! stated thata problem ‘with: theeffecuve

" country, the:
appropriate circumstances permitting -
the importation of the productunder - --
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standardxzatmn of the third generatwn
test. The FDA Reference Heyatms B
Surface Antigen Panel currently in use is
prepared from the sera of known HBsAg
positive and negative donors, The A
quantitation of the HBsAg is not always
exactly reproducible as a new reference
panel is made; however, licensed
manufacturers are given an opportunity
to test each panel in order to resolve
any disparities before the new panel
becomes the standard reference pane!
FDA believes that considerable
technical problems remain to be

_resolved before developing an absolute.

standard, and that a workshop on this
issue is premature. Specifically, FDA
considers the available evidence
insufficient for establishing the absolute
amounts of antigen HBsAg subtypes to -
be incorporated into such a standard. In.
addition, present teclmotogy cannot '
assure the preparation of a standard
that is suitable foruse in, determmmg
the sensitivity of Jicensed third

' generation tests. Therefore, FDA

believes that the use of a reference
panel—a procedure which admxttedly is:
somewhat arbitrary. but which is
equitable to all test methods-—is the best
option at present. FDA 'continues {o -
pursue the development of an gbsolute
standard for HBsAg and, as technalogy
advances, will seek the adop tionofa-
well-defined, absolute minimum - ©
reference standard. -

3i. The Panel recommended- that
antivening from sources other than
horses should be made availablein the -
United States 1o treat patients having
severe horse serum hypersenmhvﬁy

FDA agrees that antivenins‘from other
animal sources are sometimes nieeded as
alternative diugs to the currently -
licensed antivenins prepared from horse
serum. No such-drug presently is”
licensed jn the United States. If -
antivenins from alternative ammal
sources -are produced in a foreign -+

.

cy-will couszderm e

individual investigational new drug .- - -

‘exemptions selely for emergency use for -

individuals severely hypersensitive to- -
horse serum. FDA éxpects thatnew.

presently marketed 10:milliliter size of.. -

reconstituted -antivenin, 2 to 4 mal doses
are recommended for mild- . -
envenomation, while 10 to 20 mals may
be necessaty Jor treafr

_ volumes; however, FDA believes that-

_ithe agency intends to »take*én“y

ﬁ;d e of these products appears to be

erfreatment, partially related o the -

vial. The small dosage size mlght
encourage an unwarranted over-
cautious attitude on the part of the

. treating physitian and result in-

. undertreatmént of a patient. .

. Accordingly, the Panel recomenﬂed
that the cantainer size be doubled.

- FDA will consider any appimatmn to-
_amend the license for an antivepin -
product to provide for larger cemamer

such a change is unlikely at this time.
FDA considers the likelihood of
mdemeannem due to the small vxal
size to be minimal. Antivenins have

the physician in deternining an -
appropriate dosage. Further denreasmg

centers for the freatment of venomous

_ bites, where the perso:mel are’iam;har .

with the proper use of antivenin

pmducts
FDA is also: aware that 1here are

technical pmblams that may, outwmgh; .

any benefits accured from an increase u@ .

container volume. The lyap‘!uhzauon

T (freeze—drymg} of larger product.

‘volumes m&g‘ affectadversely the
stability of the product, thereby

- shortening theﬂaung permd of the

product. Beca 5emerg}encxes mquixmg

" the'administration of antivenins rarely -

occur, a‘venin prodirct often is held unhl
its expiration ﬂate ‘and then dxsemﬂed.
Thius, any deer&ase in the' daétiugg f
for anhvenins wauld result iu a

i manufacturerfor fmnaanaﬁ;g:r for -
i prepamng inwvitto-teagents.’ aagen
_ s mﬁewmg.&ﬂmpeds ofthe
- {storage, anduge. ofmeovel‘ed‘hnmau,
-+ plasma. tipon x:omp!eﬁen of this revi

; necesmry action to encouragethe -

,;\,‘&imz&fwmmmrd; toincrease.

the likelihood of undertreatment is'the = | A
trend toward the desighation of regional .

- may be *hei‘i’fﬂtﬂp ioi:ﬁ,‘ urs: atiio oz

A ‘3aﬂfﬁtxfsandﬁﬁechmea§f»oﬁthespmdmm
- involved. These dataamnh‘fi}evmﬁ:
- FDA's DacketsManagemem‘. ranch

.. regulation weteamﬁiguousmsto
“whether

efﬁcaem use of recovered human

" plasma, while ensuring that the products
relatively small amount of mnaterial per- .

derived from the piasma are safe and
effective.

The agency advises that the-current
additional standards for Whole Blood

. (Human] and the plasma derivatives do
*_not prohibit the use of Single Donor
- Plasma {Human) as a source for bload

' “derivatives. Indeed, ‘Single Donor

. Plasma (Human), Fresh Frogen, is-

,mutmely used by manufacturersas a
- ‘soiirce of Antihemophilic Factor i
: {Humm]

FDA encourages the. preparation of as

many individual components from.a unit

= of blood as is «safely possible; thex:eby

been manufactured in 10 mL volumes fb'r:: - allowing the use.of this valuable -~

nearly 50 years and many medical texts
provide adequate information for aiding p

: nahonal.rewume with the maximun -
» efﬁmem:y AS. pmt:of this effort, mﬁ«is

proposing to'amend the mgula&mns in

felet p: must;h
separate di"mm’!b;r;;”‘;%‘eEm blood:

“ increased trend toward regmna!xzahon
Coof hlood«hankmg centers,:there are -
S many.instances in which a cdllection.
. - facility is remote from thelocations

" where the components are: sepamted
" and processed, The ‘Proposal-would

< alfow such'facilities more. time to-tollect
and transport blood for the. aepamt;on of
y piatelet ‘products; thus freeing the - -
" remaining components{or-otheruses, - -

~ ! including plasma for fractionation. A .
" livensed manufacturer has sibmitied .
~datd 10.0BRR.d 'uaungmmmd

24> Chefore he

(HFA-305), Feod and Drug:
\dmmistrahon.ﬂm 62,

 FDA alsq proposes-toicl
iﬁdﬂﬂib]stﬂapﬁly :
limit only {0 the period betw

hybridoma technology, now under ¢ enseé ¢ imateri: ]
ldgvelopment. may.resultin the . '?“ ; [ mﬂy Blood . ) ‘the-platelet Goncentrate had 1o
manufacture of highly purified. antwemn ) estabﬁshmenw mmmonly tecoverthis be sepawtaﬂ ﬁ'a;n the xad;hloud eells P
products 16 which recipients would not 3 % - plasma from units:of blood.or Single ~ *and' : wighin-the ified
“be severely-h isitive. Donor Plasma {Hunian}:‘ﬁxe recovemd_ e ;xe
- 32. The Panél noted that with the .-\ human plasma is then shippedtoa -
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the platelets during the storage period

would aid in maintaining a proper pH -

balance, an important element for
preserving platelet function. Upon
review, FDA agrees that there is no
scientific evidence to indicate that the
safety and effectiveness of the product
-would be adversely affected if it were
stored initially as platelet rich plasma

and subsequently centrifuged to produce

platelet concentrate. ‘Accordingly, FDA

is proposing to clarify the regulatlons to -

provide greater flexibility for :
maintaining platelet products.’”
* '34. Consistent with a proposed
* amendment to § 640.3(b}(3) in'the
additional standards for Whole Bload

* {Human), FDA is proposmg to revise the

donor suitability requxreménts in’
§ 640.63(c)(1) to require that dorors of :
Source Plasms (FHuman) have a blood

as well as on the time elapsed since the
last tests were conducted, as is currently
required. The Panel also recommended
that, while the blood sample is being
tested and the accumulated laboratory
data are being reviewed, the amount of
plasma collected from the donor should
be limited to that obtained from 2 liters’
of whole blood. )

Currently, under § 640.65(b)(1){i), a

blood sample must be taken on or before

the' day of the first donation and each 4
months thereafter. A variety of tests, -

- including measarement of specific ™

" plasma proteins, are performed on the'
-sample. The résults of these tests, along’
with ather laboratory data, must then be -
reviewed to defermine whether the

" dorior may continue in the
plasmapheresxs progranL Under

-§ 640.65{b}{2}(i), this review must be

hemoglobin level within normal limits as . completed within 21 days after the

prescribed in thé Written SOP of the -

" establistiment. Occasionally a plasma
donor’s red blood cells cannot be -

" retirned-to the plasma donor, for

" examplé, bécause of a'clot in the .
collected blood or a leak in the’ blood
container: Accordingly, a

plasmapheresls center should determme

“that a donor's blood has 4 nofmal
- hemoglobin level to assiire that the

donor can tolerate the lass ofupto a ~»‘;j K
unit of whale blood. As recommended

- by the Panel, FDA believes that the

acceptable minimum‘heoglobin le }:

. generally should'be 13,5 gramé per

- deciliter (gfdl.) of blvod for niales an&
125 g/dL for females: Eowev&r, the *
appropriate limits'for hemog!obm levél
at each establishment is depéndent on -

factors such as the establishment's .

sample is.drawn. The 4-month period
was iritially based on.data submitted in
support of product licenses.and has -

* sfiice been supported by additional
. information gathered by licensées and
- .. by the review of records during FDA

inspections. These data shoWw that, ' .
although the Jevels of individual plaSma
- components may fluctuate, the tofal &
' protein remains relatively constant
during a 4-month period. Under . :
" §'640. es(b)(z)(;), if the 4-month, blood

* - sample is found toilave a iota! protem

* from'thie plasmapheresis.p program umtil
the valnes return to normal. These -
provisions are intended to ensure, that a.

location and the method of oollectmg the . donor is removed from an extended’

blood sample. Under proposed -~

§ 640.63(c)(1), FDA would permit each -
plasmapheresis establishment to select -
appropriate nofmal limits for the » = -

plasmapheresls program beforée hisor - -

her health may be clinically impaired.
" The agency is.not aware of any data -

“that suggest that the safety:cfa donor, >. ’

hemoglobin level of its donors, fhased on  having previously been detetmmed to be

* sound scientific pnnclp!es. The' '¥>
" establishmerit- would be ired to
_include in'its written SOP-

‘undet § 601.12, establishments should
submit the SOP-above to:the'Director,-

OBRR, for-approval as anestabhshmeuf

license ameridment:Establishihients not
submitting an SOP to FDA would be -
- presumed tohave adopted the normal
limits for: hemoglohm evel®’
 recommended by the Panel, 6., 135 g/
- dL for males and 12.5 g/dL for’ females

35. The Panelmcommendod ﬂmt th 3 - ;_'

~ frequency-of testing a plasi
donar’s: f;lood for’spectﬁc pla

ofi ‘the T
cumulative volufne of plasma ‘collected, '

. terin ;ﬂasmapheresw is sdversely’ -

{ " +in good heatth, may be adversely i
to T 7 affected by: plasmapheresxs during { the 4
fhie selected -
* limits and the méthod of collécting the -
* sample of blood used in détermining a
donor’s hemioglobin 1evel As provided ¥+

month interval betweén:| blood tests; nor
is FDA aware of evidence 10 support the

required retesfing-ofa donor s blood :i.s
after the donation of a given volume of. - R

plasma, e.g., that obtamed from 12;000

- mLof whole blood as was suggested by
- the Panel. Lacking such data, FDA": .+
rejects the Panel's recommiendation and.-
proposes’to retain the present : 4-momh
interval for the reqmred testmg of a’
"donor's blood, . . -

_ As stated previousiy, a donor '8 serum
protem levéls and other accumulated -
laboratory data must be reviewed- -every:
4 motiths 1o determine whether ?long~

. affecting the donor’s p!asma protem
+ composition of general hedlth and™®

" samples and reports are exchanged

' ﬁlasm*ﬂ’ﬂ’oﬁb‘is%ﬂio‘

= - -

whether the donor should at least
temporarily be removed from the
plasmapheresis program. The initial test
of a new donor’s protein composition
primarily serves to establish the normal
baseline levels of that dorior's plasma
components, with which future
determinations of the donor’s plasma
components may be compared. FDA
considers the initial medical
examination, which includes a '
urinalysis, and the tests and -
observations performed on each visit

* {e.g., weight, blood pressure and pulse,

*hemoglobin level; and total protein)
adequate to ensuré that' the donor is

‘health§ and has no pre-ex

abnormalities which-might be .- .-

significantly dggravated by:
plasmapheresis during a 4-month
-interval. Because the protein *
‘compuosition test performed every 4
months is pnmanly a long-term
assessmentppl: the agency does not
consider it 1mperat1ve that the results be -
reviewed immendiately to ensure the
safety of the donor.

The 21-&ay interval ourrently
permltted for the complétion of the
‘Teview process’ al!ows for possible
.“delays which may occur when the

between a collection facility and a

. remotely-located testing lahoratory For -
: ' éstablishments testing theirown ™ -~ -
- value of léss than 8,0 grams pe¥ deciliter -
. or 4 protein composition fiot within the .
" normal Ixmxis gstablished by the téstmg o
: laboratory. the donor must be removed

“'samples, thig’ pro::ess is routmely

" ‘handled much more expeditiously.-: .
Durxng this maximum 21-day’ mterval aa .
~much as 4.4 liters.of plasma may'be "

" contributed before the donor's plasma -

protein profile is examined. FDA does
not believe that donation of plasma SO
- during the 21-day interval will - - .50+
jeopardize the health of-a donor who i
has previously undergone a medical -
examination and has;oneach day of
donation, been-determined to be-:.

suitable-as a-donorthrough' aregxmen of :

tests and-observations:Accordingly, ++
- FDA:proposestoretainihe 21~day
» interval cusrently permittéd for: -
.‘reviewing a donor’s laboratory* data, <
" without imposing any additional volume
- restrictionson the:amount of plasma
donated. durmg the interval. -
THEPafel Fecomiie \
onorauitability ¥yt

\lzmw"/
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at
pro;
those donors not donatmg mare qften
than ence every 8 weeks, nor more
frequently than 4 times'a year for
fermales, or 5 times a year for males. The
existing regulations related to donor
suitability in. §§ 640.63 and 640.65 are
desigtied to protect donors who may be
the subject of a figorous plasmapheresis
schedule, donating up to 50 to'60 liters of
plasma per year. For discussion, the
existing donor suitability requirements
may be divided into three parts: ~

a. A medical examination is required
on or before the first day of donation
and once a year thereafter (§§ 640.61
and 640.63(b}}:

b. Before the initial donation, the

hazards of the procedure are explained .
-and“written‘idforméd consenit obt a}ned :

from the donor. Oneach day of°

_ donation, thé don 1's medical history is
reviewed. thé tatdl serum : {or plasma)
protein is determined, and other tests
and observations are mad(,r {§ 640.63 {c)
and (d}}; )

.c. A blood sample is taken to
determine the donor’s plasma or sernm
protein compogition.on or before the day
of the initial donation and every4
months thereafter; the test results, and
other accumuiated laboratory data,-are
then reviewed to determine the donor's
suitability (§ 640.85(b}).

The initial medical examination and
plasma protein tests are intenided to

provide the necessary information for . -

determining whether the donor may
safely engage, or continue, in a long- -
term serial plasmapheresns program. The
medical history veview and the other
donor suitability requirements .-
detsrmined on each day of donation are_
intended to ensure thatthe donor may .
be plasmapheresed on that day without- -
jeopardizing the safety of the:denor or
adversely affecting the:quality of the

product. Except for the reqiired test for

total serum protein, requirements under
§ 640.63(c) are basically the same as
those required on the-day of a whole .-
blood donation under § 640.3. .
The primary limiting facfor for the
frequency of donating whole-bload is
the.donor's ability to regenetate red
bldod cells and maintain iron stores.
Because the protein portion of the blood
is replaced quite rapidly, protein loss
has not been shown to be a significant
limiting factor when whole blood is
donated every 8 weeks. Similarly, -
plasma donors donating on an 8-week
schedule are not subject to the potential
long-term effects which might result
from the loss of large volumes of protein
during intensive plasmapheresis.
Accordingly, FIDA 46 proposing40 add .
new paragraph (f} to-§ ﬁéﬁ.ﬁsioﬂwwde

¢

ngguireme ménts for »those dcxmrs T
‘contributing plasma (and whole blood)
at no.greater-frequency than that
proposed for-whale blood denoss, i.e.
once every-8 weeks and no more™

frequently than 5times.a year for males

and 4 times a yearfor females. Under-
the proposed rules, establishments” =
plasmapheresmg such a.denor.would ...
not be required fo.perform a physicals
examipation, nor would a total seruim <
proteindest-andgpesific plasmea protein
determinations berequired. > .

A significant effect of the proposed
_exemption is that for many new doniors .
a medical examination and a blood

sampie for-protein component analysis
willnotbe re ‘uirad on t'fie iﬁ?tia[ visit of

regular basls, would be caxw&dered
exempt undér proposed § 640.63(i)
Accordifigly, the blood sample would be
taken dnd medical examination
performed on the secend or later visit,
whenbver the donor fails to meet the
criteria specified in ‘proposed § 640.63(f).
The propased exemption would not
apply -0 donors being immunized for the
production of high-titer plasma, although -
previously immunized donors may "
qualify for exemption. The exeniption
also would not apply: io donors who
require careful monitoring for health-
related reasons, such as donors being

_ plasmapheresed for therapeutic

purposes, hemophilic donors, and
hepatitis B surface’ antigen reactive
donors. FDA also praposes to amend the
regulations prescri
ing [medical examination),
plasmg,protein tests, and periodic
Ty TEview y e ereneugg t e
propoped exempﬁ

" that jofo \a €0 :er!tm rovided un

Utider proposed: mﬁ 63(f), the ‘

- suitahiity requiréments for plasma

T L

donors meeting the specified criteria’
would be esséntially the same as those
applied to: whoie blood donwrs; excegt

‘physician or, as

q
spravided:und: ;ptopmyed §64082(H), -

-“anothér 5deq e Ately trained and’

qualified person identified tothe =~
Durecto:, OBRR, would be required to__

_explain the hazards ol the procedure to -

“and trained persons-other’
licensed physician may gafely séreen’

g the m milial | (mar
~ a:eiatg& m she assessmegta&nd(

y v or before the minal
domrtton: -
~FOX recngmes that the proposed -

exemption from a total serum protein -
determination is inconsistent with the
Panel's recommendation that it be

retained. FDA is not aware of any data

in support of the recommendation {o
_retain this test for individuals donating -
at a frequency no greater than that -

pemxtted far donation of whcle bloed.
To require this test would be
inconsistent-with the requirements for-
whole blood denors who, if hemoglobin-
loss is included, experience loss-in
protein nearly identical to that
experienced by plasma donors on each
- donation. Past experience has shown
that the total protein level of even the
most extensively plasmapheresed donor
rarely falls below the minimum
. acceptable level, 6 grams per deciliter,
established under § 640.65(b}{2)(i).-An 8-
week interval between donations will be
ample time for the resynthesis of plasma
components énd for the tofal protein to
return to previous levels. Accordingly,
the agency finds that the total protein
level is not a imiting factorin
determining the suitability of donors
being plasmapheresed according to the
. criteria in proposed § 640.63(f).

FDA is.also proposing to amend . .
. §640: 65{!9){1){13 by rémoving a gender-
speaxﬁe pronoun.In the future, the
agency will remiove other gender-

' spemﬁ%‘piﬂonauns in Subpart G of Part

‘ 1 stiggested that trained
perstmnel other than a Jicensed
physician be permiited to screen donors
for acceptability providing there are
adequate gafeguards for-the donor.

Ay

e

FDA agrees that-adequaely ‘qualified :Zé

-8

narmal Healthy donors. In addition, the
.agency has reviewed the routine duties
“which currently: either require the
presence or the aclwe partxcxpatmn o{ a
licensed physieian.
demm‘magm%wm

yx e : QW
ndlgu}gg mmmﬁg?wﬁ
i soth ‘adicen .
phys:mﬁ&ﬂ%ﬁﬂwmmtm
ih,of the donoronresultingdn -
et tamathm;uﬁmf‘cﬂﬁ’e
£ Speclﬁcally. these dutxes

p ' e
(§ 640.61); (2} dewmmaﬂon‘ﬁ%mﬁf“

suitability ol wholeblosd ™™
. and retyrn. qix:ed igod-cellsiduritig -

which afice hysicien:mustbessn
the mmjsesﬁ 640.62); (3) thednifial™
medicalexamination and vettificatiohof

geod health!($ 640.63(b)); &rd {4) tle
penodxc ;ev:ew@ﬁabmtﬁry@da ta
(§ 640 85(BIAEN:

‘Accordingly, FIDA is proposing to
.amend §:640.:62-to permit an adequately
trained and qualified person other than

Seriged

- alicensed physician to performroutine

duties specified above, as

ey relate to
ne {»

ONne

-

‘g

-
L3
~>

a

3
—_—
o
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the assessment and plasmapherems of
normal healthy donors, provided the
* Director, OBRR, is notified at least30
days in advance of the assumption of
yach duties by the individual. Before
auch a person could assume these -
additional duties, FDA believes there -
should be a brief training period during
which a licensed physician acquaints -
the person with the procedures and
pmblems particular to the plasma
center. Thereafter, the person would be .
under the direction.of.a licensed -«
.physician, but the presence:of the - -
physician during any of the, spemfied P
duties wouldinot be required. -
The proposed provisions would not
‘\ apply to the assessment to donors-with
'  a previously diagnased disease who are
being plasmapheresed for-the further
0;" manufacturing of in vitro diagnostic
- reagents, or who are being immunized
for the production of high-titer plasma.
A licensed physician responsible to the
establishment shall continue to-
determine that the donor remains in
generally good health, ‘as judged by the
applicable criteria for medxca] history .
—-and laberatory measurerierits defingd ~ )
" under § 640.3. Exceptions {o these
*” general health gtandards, including
. laboratory measurements, may be made
-~ on applicationto the Director, OBRR.

" Examples of donors with'a previously
mgnased diséase whomaybe in -
merally good health and, therefore, -

- plasmapheresed for special purposes,
= ‘butdor whom the proposed: exemptmn
--* would not apply, include donors with a
- coagulation factor deficiéncy, ©  °
rheumatoid arthritis, systémic lupus
">+ erythematosis, syphilis, or & variety of

” 7 autoimmune type syndromes.
- “"”’FDA admgs thatthetevii“on the =
premises’ * ag-used in § 640.62 hds
E consistey ﬂymg;lmprewd bylfglmo
- ing diciands.available
witesok: ‘ééfa&h;itséao
th under the proposed provisions *

a spemﬁu licensed physician would no
longer need to.be avaﬂabie, adeqnate ,

The extent and elemeuts of the mmal
medmal examination required by .

. § 640.63(b) varyaccdrdmg fo the . -,
standard operating procedire of the
individual plasmapheresis location. -
However, FDA has established as basic
requirements those élements of a .
medical examination necessary to

‘%‘ermme whether the donorhds a -

4

* § 640.63(b} and is' ‘proposing to revise

%zemnﬂ'.e

condman which mmh

safety of the donor durm“gr
plasmapheresis or affect the quahty of
the plasma. The basic elements: mclude

a blood pressure determingtion,

-ausculation of heart and lungs,

abdominal palpitation, a biief
neurological examination, anda .
urinalysis: These basic donor screening
procedures are not comparable to the
more comprehensive physical .
examination that a person would
receive from the person's personal -
physician, In addition, a medical or

physical examination is often construed .-

to involve the direct participation or* - -
close supervision of a licensed :

physician. Accordingly, the agency -

considers the term “mihal medical

examination™ no longer appropriate i in

this paragraph by. aubsumting the term
“initial donor screening” for the term
“initial medical examination,” where
appropriate. The basic required
elements of the iriitial donor screening,
as established under each °

" establishment's license apghcatmm

remain unchanged.

" The ‘agency récognizes that the
provision to permit adequately quahfied
anid trained individuals other thana *
licensed physiaian to perform the
‘periodic review of !aboratory data 33
additional to'the Panel's -~ -
recommendation. Curx'enﬂy, the = -
acceptable limits by which thévarious
laboratory data are assessed mustbe

- det in the esteblishment's standard. - -
- operaﬁag procedures and license’
- application. Although considerable”

expertise is requirad initially to -
determine appropriate acceptable limits,
the g%ency ‘believes that an adquately "
qua

than a licensed physician may readily
interpret laboratory data to determine
whether they fall thhin the specxfied
acceptable limits.

A significent effect of the proposed
regulations would be that the § presence
of a licensed physician would no Jonger
be required at many plasmapheresis - -
establishiments which only collect -,
plasma from normal healthy donors. A
hcenwd@hyﬂmmﬁhall@nwe«ver,
remaiitsesponsible forselting.-
aﬁpwpmsm&aﬁmmﬁng

' pmwﬂm.wmmemgmd assessg? -

,availablev:iﬂoffer
necessary,.to the; :p!&smaphemsis (
establishment. FDA advises that State )
and locallaws may place additional
restrictions upon the qualifications and
degree of supervision required to

- perform certain medically related d@ﬁes,
- Each plasmapherésis establishment is

ed and trained individual other -

- by FDA, certification that the mdividual

. pagnnnaible far ardining A o

LRn S TR L T r;xwmlusx’uuxl itﬁ-’
assignment of duties is in ccnfurmanCe
with State and local laws. ~

Upon initial review, the | agency had
determined that a ghysxcxan assistant
who has undergone tralmng ina
plasmapheresis center is'an example of
anindividual appropriately qualified to
perform the duties specified under
praposed § 6406267) In recent years
there has been increased use of
professional physician assistants who
are trained to perform, under a
physician's supervision, some of the

- more routine'duties previously reserved

fora licensed physician, such as routine
meédical i examinations and the
assessment of laboratory data. These

- phymcian assistants, also variously o
- known as Medix, health practitioners, or

physician associates, are certified by the

National Commission on Certification of

Physician Assistants. {NCCPA).
FDA recognizes that there may be

- other para-medical professionals, such

as certain specialists within the nursing
profession ngho are ag quahﬁed asa
physician assistant for performing.
routine medical examinations. and
reviewing laboratory data at a
plasmaphéresis establishment. FDA

- invites the submission of information

concerning training programs which

- _should be considered adequate in - .
pmviding the:appropriate qualifications. .
<. Upon'review of the submitted .

information, FDA will preparea list ;)f
. those training programs determined to

. be acceptable. Thereafter, the list will -
be npdated. ds necessary, as additional

training programs are deterinined to be
acceptable. At the time of the final rule
and thereafter, this list will be made
available; through the Director, Office of

+ Biologics Research and Review, to

glﬁ,amaphmw centers-as an aid for
ecting individuals whom FDA
considers qualified for performing the
duties specified in proposed § 640.62(b).
Licensed. plasmapheresis
establishments intending to employ an

individual for the purposes specified in

§ 540.62(b) will be required to notify the

. Director, OBRR, at Jeast 30 daysin -
- advance of the assumption of duties: by

the individual. The notification should
include the individual's name,; . :
information demonsimhng that the
individual méets appropriate’ -
‘qualification requirements establishod?

hag successfully completed an,

 introductory- training period at a
- plasmapheresis center that was

conducted by a licensed pﬁysiclan; and
certification that emergency medical
care is suuably available. - - -

kY
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38. The Panel presented a munber of
recommendations regarding the. -
procedures for the immunization or-
hyperimmunization of plasma donors for
the production of high-titer plasma.™ -

Many of the'se Fecommendations have
already been iinplemented by FDA in
“Guidetinegs for Immunization of Source
Plasma (Human} Donors-with Blood
Substances,” last revised arid inade

available on Oclober 21, 1980 (35 FR .
69561). The FDA gtideline, is used by
blood establishments as a guide for the
safe and effective immunization of -
donors with Blood Group Substances or
red blood cells for the production of
high-titer plasma. Provisions of the |
guideline which are consistent with
specific Panel recommendations are:

a. Women should not be immunized |
except when documented tobe )
incapable of childbearing;

. b. Pratocols for de novo immunization.
{immunization with Aan.antigen to whmh
the individual has no preexisting
annhques) with red blood cells for” |
elicifation of antibodies other. than anti-.
Rh, (D) will’ be conszdered by FDA oniy
on an mdmdual basis under IND |
protocol.

c. At each donation, the red hlqod cell
donor should be found nonreactive by a

third generation HBsAg test. Durmg the
first 6 months that a new donor's red
blood cells are used, each recipient
should have a monthly HBsAg test.
{Thereafter, the recipient’s blood is.
tested for HBsAg reactivity upon each _
donation of Source Plasma {Human), '
under § 640.87.) -
d. The guideline provxdes for the”
_extensive characterization of new red .
blood tell donors, including phenotypmg
of thered cells, and, as describéd above,
a preliminary 6-fionth trial period for -
new donars during which the dorior’s -
blood is ddcuimerited not to have ™~ -
transmitted hepatitis ot other blood-
transmissible diseases to the reclpiem
‘Because adequate‘ donor .
characterization is time-consuming and -
expensive, the guideline proinotes
continued use of well-characterized . -
donots. Thus, the agency-believes there
is adequate incentive-for establishments
to limit to & minimum the number of
donors used as the source for the .-
immunizing red bloed cells.
. 39.In its review of procedures for
immunizing plasma-donors with red
blood cell antigens, the Panel found, that
a more complete phenotyping and .
matching of donors and recipients
should berequired. The Panel .
recommended that denprs and .
recipients of red blood cells be .
. phenotyped for the follawing additional.
antigens: Jk* of the Kidd system, Lu® of
the Lutheran system, S and s of the

MNSs system. and k (Ce{iano) of the
“Kell system. . -

The cyrrent guideline for the red hkmd

-cell’ ,xmmumzatxon of Source Plasma-
(Human) donors. lastrevised- and made
-gvailable May 5,1978 (43 FR 19461), .

" calls for the; phenotgmg of doriors. and

récipients for C, D, E. ¢, e, Fy* and K
© {Kell}, and p‘henatypmg for other
specificities is recommended. FDA
.agrees that further characterization is -
" desirable; but, except asdescubed
: below, it may not be practicable at this
. time.
© InMay 1979 FDA swveyed all -
manufactuzers of Source Plasma
{Human} wha had been approved to -
immunize donors with red blood cells.
The manufacturers reported that a total
of 2.219 daonors were immunized during
. the year preceding the survey’and that -
122 (5.5 percent) of these donors:
produced an unwanted: antibody. The
unwanted antibodies were of 24 ’
different spegificities, including antz~} o
-Lu*, -§ and -3. No examples of anti-k of
antu!.u" were found. -

‘Each of the'over 2,000 donors
immunized yearly must be phenotyped *
and suitable immunizing réd blood cells

cells is xrrelevant when the recipient is
Cellano-pesitive. By testing only those -
recipients who are K. [Kel!} -positive and -
nottesting the immunizing cells for -
Cellano, the potential antisenum’ -
reqmremeut is reduced by more than 90

- percent while adequately protecting the
\k {Cellanc)-negative population..

Accoidingly, FDA intends to revise
the guideline for the red-blood cell -

- immunization of Source Plasma

-

(Human} donors to provide forthe

testing of Kell-positive recipients of red

blood cells for the Cellano antigen. -
Consistent with the existing guideline,
persons found to be k (Cellano)-niegative
should not be injected with k-positive -

- gells unless they have preexisting anti-k
_ antibody. Pendmg the corisideration of

comments. FDA is announcing that the

. revised guidelme will be made available

identified using’ specific. ‘antisera, (Biaed ,

Grouping Sérd). The sdme reagents are

* used to select safe blood for transfising
patients sénsifized to specific red blo‘adk

cell antigens; an essential fanction-
necessary to prévent a hemolytic |
. transfusion reastion. Currently, no
establishment is licensed for the ~

- manufacture of anti-Lu* or anti-Lu®

Bleod Grouping Serum; the remainder of °

those antisera nécessary to meet the:

Panel's recommendation are in short . -

“supply. If the Panel's recommendatxons
were mplementeﬂ the ‘availability: of

the réagent antisérafor the more -~ <

importatit functidnof selecting safe *

" blood for sensxtx%gd pa’c:ents would be :

jeopardized.

The agency mcogmzes {hﬂt itis

especially important to avoid”
_immunization of persons with rare .

{CeHano}-negative {0.2 percent'of”
populatien) and Lu®negative (0.15 -
- percent), but there is a long listof such
- - high- incldence anti
consideréd of équal knpartance -

In the case of the Cellano anugen. S

however, persons with the k-negative -

. phenotype maybe readily identified

with minimal additional testing. Testy
for the antithetical antigen, X {Kell), aze-
already sequired. With-rate exceptions, .
persons-wia are Cellanomega{we are -

. Ke!i»posm\te( Therefore, it is reasonahie

10 test only capdidate recipients-of red -
blood cells: ‘who are Kell-positive {10
percent of-the. popuiatmn} for Cellano. -
The" Cellana status of“the immunizing |

. . phenotypes. These phenotypes mcludp k

at the time of publication of any final

rule-based on this proposal.

40. The Panelnoted that there is &
lack of supportive data for the dosage
scheddles recommended in the guideline

. for de nova immunization for anti-Rh,’

(D) asf¥y

for injection of réd blood cells

‘into donors with preexisting antibody '
titers. Thie Panel recommended the

retention of the guideline schédules until
such time.as more datd are available to .
providé a‘basis for the modification of
the dosage schedules.
" FDA recognizes the desirability of

 gathering data which either support the

present schedules or provide the basis
for their modification. Source Plasma
_{Human) manufacturers licensed for the

Tmmunization of danors with red blood

" cells compieteda questionnaire in June

ens which couidbe -

Aeff

. 1679, which provided some preliminary

- data regarding:the success of the current
. dosage schedules. Anothér survey is’

planned to fyrther define the
iveness of the current dosage
edules. ;
‘I’h;mugh the Qontmued cooperatmn of .
. the:plasma establishments and the . -
review and analysis of data on file in
license applications, FDA will continue

e investigate this question. When - ,
aupgorfh@e data are obtained, the agency

will revise the dosage schedules -
recommended in ihegu!delme .

-appropiistely..

41. Theoughout its Final Report, the

. Panelidentified many areas in which

there should be further investigation
beyotid that immediately required ofa

. mauufacturer for asafe, effective, and .

propexly labeled product. In many cases.
the Panel identified the apprapriate.
sector of the medical research

- commaunity and’ ;mss:ble sources of - ‘

support for. carrying out the . .
recommended investigations.
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FDA believes that these
recommendations provide an outline of
what may be, through the cooperatxve
efforts of public, private, and

. govemmemal research organizations,

the major advances in-improving the
safety and efficacy.of blood and blood
derivatives throughout the next decade.
In several instances in this response to
the Panel's recommendations, the
agency has identified areas of research
recommended by the Panel in which
FDA has been, or is now, actively
engaged. Furthermore, FDA will
continue to use the Panel's
recommendations as a basis for
initiating or supporting investigative
studies in the future. Because FDA is
primarily a regulatory agency, the areas
and extent of research in which it may
justifiably engage are limited to areas
supportive of product regulation; -
therefore, many of the suggested
investigations are beyond the scape of
FDA's research authority of capabilities,
The agency strongly urges the
cooperation of all interested research
organizations in meeting the ob;ectives
defined by the Panel for improving the .
safety and effectiveness of blood and
blood derivatives.

Additional background data,
information, and references concerning
this proposal may be seen in the
Dockets Management Branch (HFA-
305), Food and Drug Administration, Rm.

‘4-62, 5600 Fishers Lane, Rockville, MD

20857, between 9a.m. and 4 pm.,,
Friday.

The agency has determined under 21
CFR 25.24(c)(10} {April 26, 1985; 50 FR
16636) that this proposed action is of a
type that dees not individually or
cumdlatively have a significant effect on
the human environment. Therefore,
neither an environmental assessment
nor environmental impact statement is
required.

FDA has examined the regulatory
impact and regulatory flexibility
implications of the proposed regulation
in accordance with Executive Order

s !

- 12201 and the Regulatory Flexibility Act.

The agency concludes-that the
requirements would affect four groups of
establishments in the blood products
industry.

Blood Banks

The economic impact is expected to’
be nentral on'3,000 blood banks, of
which 1,500 are small businesses,
because some minor burdens would be
imposed while others would be )
removed.

Plasma Centers
An average y yearly savings of aheut .

. S 600 dollars is expected to result for

each of 350 plasma centers, of whlch 100
are small businesses, because several
significant regulatory burdens wanld be
removed.

Plasma Derivative Manufacturers

An expense increase of about 100
dollars anaually is expected to result for
each of 18 plasma derivative
manufacturers; none of which are small
businesses, because some additional
product testing burdens would be
impesed.

Diagnostic Reagent Manufacturers

A one-time expense of $560 is
expected to result for each of seven
diagnostic reagent manufacturers, of -
which three are small businesses,
because of additional product labeling
burdens for Reagent Red Blood Cells.

The expected economic impact of the
proposal on small businesses or on
consumers of the affected products are
insufficient to warrant designation of
the proposal as a major rule under any
of the criteria specified under section
l(b) of Executive Order 12291 or to
require a regulatory flexibility analysis.
Accordingly, under section 605(b) of the
Regulatory Flexibility Act, the
Commissioner of Food and Drugs
certifies that this rulemaking, if
promulgated will not have a significant
economic impact on a substantial
nuniber of small entities. A copy of the .
threshold assessment supporting.this
determination is on file with the Dockets
Management Branch. -

Section 606.151 of this proposed rule.
contains collection of information
requirements already réviewed and -
approved by the Office of Management

‘and Budget {OMB) under section 3507 of

the Paperwork Reduction Act of 1980, .
OMB assigned | these collection of
inforipation req&irements approval

number 0910-0116. In this proposal, FDA
is continuing these collection of

information requirements. Organizations
and individuals desiring te submit
comments on these requirements are
directed to submif them to the Dockets’
Management Branch (HFA-305), Foed
and Drug ‘Administration, Rm. 4-62, 5600
Fisheéfs Lane, Rockville, MD 20857, and
to the Office of Information and .
Regulatory Affairs, OMB, New
Executive Office Bldg., Rm. 3208,
Wasluugtpa, DC 20503, Attention: Bruce

List of Subjects
21 CFR Part 606
Blood, Laboratories.
21 CFR Part 610
Biologics, Labeling. *

21 CFR Part 640
Blood, R_epomng requirements.

“Therefore, under the Federal Food,
Drug, and Cosmetic Act, the' Public
Héalth Service Act, and the
Administrative Procedure Act, it is
propased that Parts 606, 610, and 640 be
amended 45 follows:

PART 606—CURRENT GOOD
MANUFAGTURING PRACTICE FOR
BLOOD AND BLOOD COMPONENTS

- 1. The authority citation for 21 CFR
Part 606 continues to read as follows:

Aut%xomy' Secs. 201, 502, 505, 701, 52 Stat.
10401042 as amended, 1050-1053 as
amended, 10555056 &s amended by 70 Stat.
919 and 72 Stat, 948 1 U,S C. 321, 352, 355,
371} and the Public Health Service Act {sec.
351,58 Stai 702-8s amended (42 US.C. 262))
and the Administrative Procedure Act {secs.
4,10, 80°Stat, 238 and 243 a5 amended {5
Uﬁ L. 553 701«7063}, 21 CFR 5.10.

2 By rev;smg § 606.151, to read as
foilows

§ 696 1571 Compatibimy testing.

Siandard operating procedures for
mntme compatibility testing of Whale -
Blood or Red Blood Cells shall include
' the foliowing

(2} A method of collecting and
identifying the blood samples of
recipients.and donors to ensure positive
identification.

{b) The determination of the ABO and
Rh groups of the donors and recipient
using licensed blood groupmg sera of
their. eqmvaleut.

{c) Antibady detection tests that will
demonstrate significant alloantibodies
-active at 37° C in-the serum or plasma of -
a previously transfused or prevxously

ant donor.

{d} ‘The testing of the recipient's-serum
for unexpected alloantibedies, by the
antiglobulin technique or an equally

“sensitive method fhat will demonstrate

" significant antibodies reacnve with the
dennr‘s cells at 37° C.

e} Procedures to expedite
tramfuswns in life-threatening
eniergencies and, if applicable,
procedures for testing blood for neonatal
transfusions and autologous
transfusmns. )

" {Collection: oi information reéquirements i
approved by the Office of Management and
Budget under approval sumber 9010-0118. )

PART 610—GENERAL. BIOLOGICAL
PRODUCTS ST, ANQARDS

3. The authority citation for 21 CFR
Part 610 continies to read as follows:
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Authority: Secs. 218, 351, 58 Stat. 690 as
amended, 702 as amended (42 U.S.C. 218,
262): 21 CFR 5.10.

4.In§ 610 53(a). by revising the item
“Whole Blood" to read as follows:

§610.53 Dating Penods for specmc

products. ~
( a, * *
Whole blood {ay ACO solu\m—m days provided
collected in. mends storage between

tabeling
v ands C Sec. $10.51 does not apply
(b;Heparmso&uuonjﬂhours provded

hekng req
v and &” C. Sec. Gwsmo&cno&apply B
(c?GPD solufion—21 days, provided
tecommends Storage helween
I and 6" C. Sec.610 51 daes not apply
{d) CPDA-1 sokdi 21 days, p

labemg recommends tween
1° and 6" C. Sec. 610.51 d%%‘;notappiy..

- - ,

* * * * *

PART 640—ADDITIONAL STANDARDS
FOR HUMAN BLOOD AND BLOOD
PRODUCTS

5. The authority citation for 21 CFR
Part 640 continues to read as follows:
Authority: Secs. 215, 351, 58 Stal. 690 as

amended, 702 as amended (42 U.S.C. 216,
262). 21 CFR 5.10.

6. In § 640.3, by revising the
mtroductory text of paragraph {(b) and
" by revising paragraphs (b} (3} and (f). to
read as follows:

§640.3 Suitability of donor.

(b} Quallﬁcat:aﬂs of dogor; general.
Donors shall be in good health, as
indicated in-part by:

{3) A determination that the
. hemoglobin level is within normal limits.
The technigue for obtaining the blood
sample and the acceptable normal limits
for the hemoglobin level shall be
prescribed in the written standard,

{

- operating procedures of the ‘e
.establishment. .
- -« - * «

{f} Frequency- of donatlon A danor
may not serve as a source of Whole. -
Blo6d movre than once in 8 weeks; = -~ -
fernale donors of Whole Blood shall -
donate no more frequently than 4 times
per year; and male donors of Whole
Blood shall donate no more frequeintly’
than 5 times per year; éxcept-an
individual may donate more frequentiy
if:

{1} The donor is exammed bya
licensed physician atthe time of = .« .
donation and certified in writing to meet -
all other-donor- quahﬁcahons of ihxs
sectiomsor, .~ - .o

¥} Adeqmgte proceduresare
employed to protect the healthiof the
donor, inclading procedures to.prevent’
‘the development of an iron deficiency.
‘The procedures shall be described in the
written standard operating procedures
of the establishment and shall have
been appm\fed by the Director, Office of
Biologics Research and Review, Center
for Drugs and Biologics. -

7.In § 640.5, by revising the
introductory text and paragraphs (b}
and fc}, by redesxgnatmg existing
paragraphs {d} and {e} as {e) and (£}, .
respectively, and by adding a new
paragraph (d). to read as follows:

§640.5 Testing theblood.

All lgboratory tests shall be
performed on a pilot or processing
sample of blood, and these tests shall
include the fa}lawmg

* * &« * *

(b} Determination of the AEO blood
gmup Wholé Blood shall be classified

according to ABO blood group by testing -
the red blood cells with licensed Anti-A. -

and Anti-B Blood Grouping Sera and by
testing the serum or plasma with known
group A and B cells. The unit of Whole
Blood shall not be labeled unless any
discrepancy in the results of the two
tests is resolved. The testing facﬁzty

- may use unlicensed blood grouping sera

prepared at such fagilities, if the blood
grouping sera.meet the requirements of
Part 660 of this subchapter. .

{c) Determination.of the Rh group.
Whole Blood shall be classified ‘
according to Rh blood group by testing
the red blood cells with licensed Anti-D’
Blood Grouping Serum. If the test using
Anti-D) Blood Grouping Serum is -

- positive, no-further testing is required. If

the test using Anti-D Blood Grouping
Serum is negative, the results shali be
confirmed by further testmg forthe D .
antigen variant DY using the -
antiglobulin techmque or-a technique of -
equivalent sensitivity. The. testing :
facility may use unlicensed Anti-D - -
Blood Grouping.Serum and unlicensed

.- Anti-Human Giabulm prepared at’ such
. facility, ifthe sera meetthe - -
. requirements of Part 660 of this. chapter ; \
- licensed physician shall be onthe . .
' . premises.when donor suitability is hemg
-“determingd, immunizations are being =

(d) Test for anexpected antibodies.

) Whole blood from ‘previpusly pregnant

or-transfused donors shall be tested for -
unexpected antibodies by a methiod that -

- demonstrates significant alloanizbedzes

P % . = .e.-’c *

8. By revising § 640.24(b) to read as ’

feliowrr Co

. §640.24 . pmpessing;

A * - * L3 *

(b‘) Immediately after coliecticn,‘ the

-~ physician.

whale bleod or plasma shall be held in
storage between 20° t6 24°C, unless it
must be transported. from the donor -
clinic to thé processing laboratory.

. During such transport, all reasonable

methods shall'be used to maintain the
temperature as close as possible to a
range between 20° and 24°C until it
drrives at the processing laboratory
where. it shall be held between 20° and
24° C until the platelet rich plasma is
separated. The platelet rich plasma shall |
be separated within 6 hours after the
collection of the unit of whole blood.

L * - * « *

9. By revising § 640.33{a) to read as

follows:

§ 640.33 Yesting the blood
{a) Bload fiom which plasma is

‘ separated shall be tested as prescribed

in § 648.5 {a} {b} (c) and {d).

Y

10. By remsmg § 640 M{d) to read as
follows: -

.§ 640.34 Processing

« ﬁ:‘y\k - *

{d} Piasma Platelet Rich. Plasma
Platelet Rich shall be prepared from

“blood collected by a single

uninterrupted venipuncture; with .
minimal damage to and manipulation of
thie donor’s tissue. The plasma shall be

. separated from the red blood cells by
* centrifugation within 6 hours after
. phlebotomy. The time and speed of
.. centrifugations shall have been shown to
. prodadea pmduct with af least 250,000
. plateleis per mxcrohter The plasma
»-shiall be stored at a temperature
_between 20% and 24°C, ot between 1°

and 6°C, inimediately after filling the

_ final container. A gentle and continuous

agitation of the product shall be
maintained throughout the storage

ﬁ‘pemod if stored ata ‘temperature of 20°

4‘*{3 )
il. Sectxen 64062 is: revxsed to read as -
folima"s :

; §64062 Memcai supevvismn. 5

{a) Supszrwswn by.alicensed
xcept as prov«uied in - .
paragraphi(b} of-this section,a quahﬁed

- made, whole blood is being collected, or

red blood g:eﬂs are bemg retumed ta'the

donor. .
{b} Afternative superwston An
‘adequately trained and qualified person -

‘other than alicensed physician, under

the directionof a-qualified licensed

* physician; may assume the functions
- and respans%hﬂme& oiherw;se reserved
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for such physician by the requirements

- of this subpart with respect to normal
donors contributing plasma by

. plasmapheresis; provided, the Director,
‘Office of Biologics Research and °
Review, Center for Drugs and Biologics,
is notified at least 30 days in advance of
an assignment of duties in conformance
with this paragraph and raises no
objection. The provisions of this
paragraph shall not apply to functions
and responsibilities pertaining to donors
with known diseases, such as .
hemophilic donors, or when donors are
being immunized for the production of
high-titer plasma.

12. In § 640.63, by revising the heading V

of paragraph (b), by revising paragraphs
(b}{2){i} and (c){3), and by adding new
paragraph (£}, to read as follows:

§ 640.63 Suitability of donor.

* * * * *

{b) Initial donor screening. {1} * * *

{2}(i) If a donor is to be immunized for
the production of high-titer plasma, the
initial donor screening for immunization
shall be performed by a gualified
licensed physician within no more than
1 week before the first immunization
injection. The initial donor screening for
plasmapheresis need not be repeated if
the first donation occurs within 3 weeks

}fter the first injection.

(C} % k%

{3) A determination that the
hemoglobin level is within normal limits.
The technique for obtaining the blood
sample and the acceptable normal limits
for the hemoglobin level shall be
prescribed in the written standard
operating procedures of the
establishment.

* & * L4 *

(f) Exemptions from donor suitability
requirements. An establishment is not
required to perform the initial donor
screening, total protein test, tests to
determine the immunoglobulin
composition of the plasma, and review
of laboratory data, as prescribed in
paragraphs (b) and (c){5) of this section
and § 640.65(b) (1) and {2}, provided the
donor meets the following criteria;

{1) The donor has neither donated
whole blood nor been plasmapheresed
iri the preceding 8 weeks;

{2) The donor is not donating plasma
{and blood) for more than the fourth
time, if female, or fifth time, if male, ina

. year; and :
'{3] The donor is healthy and is not
being immunized for the production of
high-titer plasma.

113, In § 640.65, by revising paragraph
) ()(5) and (2)6i). to read as follows:

§640.65 Plasmaphereses.
fb} * k& i
{1){1) Except as provided under
paragraph {f} of § 640.63, a sample of
blood shall be drawn from each doner
on the day of the initial-donor screening

or plasmapheresis, whichever comes

first, and at least every 4 months -
thereafter by a qualified licensed
physician or by persons under the
physician's supetvision and trained in
such procedure. A serological test for
syphilis, a total plasma or serum protein
determination, and a plasma or serum
protein electropheresis or quantitative
immuno-diffusion test or an equivalent
test to determine immunoglobulin
composition of the plasma or serum
shall be performed on the sample. .
* * & " *

{2){i) Expect as provided under
paragraph {f} of § 640.63, the

accumulated labaratory data, including -

tracings, if any, of the plasma or serum
protéin electropheresis pattern, the
calculated values of each component,
and the collection records shall be
reviewed by a qualified licensed --
physician within 21 days after the
sample is drawn to determine whether
or ot the donor thay continue in the
program. The review shall be signed by
the reviewing physician. If the protein
composition is not within normal limits
established by the testing laboratory, or
if the total protein’is less than 6.0 grams’
per deciliter of sample, the donor shall
be removed from the program until these
values refurn to normal. - -

* * * P *

14. In § 640.80, by revising paragraph -

{b), to :je}ad as~fqlldws:
| §640.80  Atbumin (Human).

(b) Seurce material. The source
material Albumin {Human]} ehall be

+ + plasma from human donors determined

at the time of donation to have been free
from disease-causative agents that are
not destroyed or removed by the.
processing method; as determined by
the medical history of the donor and
from such physical examination and .
clinical tésts as may appear necessary’
_for each donor at fhe time the blood was
obtained. Whére the source material is a
product for which additional stdndards
are effective, the requirements of those
additional standards shall determine the
propriety of the source material for use

in the production of Albumin (Human). .

Where no additional standards are

effective with respect to the source

material for the production of Albumin
_{Human), such source material shall: -

* * - * *
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15. In § 640.82, by redesignating
existing paragraphs (e} and {f] as (f) and
{g). respectively, and adding new
paragraph {e}, to read as follows:

§ 640.82 Tests an final product.
* * & * -

"(e) Potassium content. The potassium
content of the final product shall not
exceed 2 milliequivalents per liter.

* * * * *

16. By revising § 640.84, to read as
follows:

4§640.84 Labeling.
In addition to the labeling
requirements of §§ 61060, 610.61, and

610.82 of this chapter, the container and
package labels shall contain the

following information:

- {a} The osmotic equivalent in terms of
plasma and the sodium content in terms
of a value or a range in millieqivalents
per liter.

_.{b) The cantion “DO NOT USE IF
TURBID. NO NOTBEGIN
ADMINISTRATION MORE THAN 4
HOURS AFTER THE CONTAINER HAS

BEEN ENTERED" placed in a prominent

. position on the label; -

(c} The need for additional fluids
when 20 percent of 25 percent albumin is
administered to a patient with marked
dehydration; .

{d} The protein content, expressed as
a 4-percent, §-percent, 20-percent, or 25-
percent solution. ‘

17. In§ 640.90 by revising the -
intraddctory text of paragraph (b), to
read as follows: )

§640.90 Plasma Rroteln Fraction (Human).

* * * * *

{b) Sowrce material, The source
material of Plasma Protein Fraction
{Fuman) shall be plasma from human
donprs determined at the time of

_donation to have been free from

disease-causative agents that are not
destroyed or yemoved by the processing

~method, as determined by the medical
" ‘history of the‘donor and from such

physical examination and clinical tests
'as may appear necessary for each donor
at the time the blood was abtained.
Where the source materiel is a product
far which additional standards ere
effective, the requirements of those
additional standards shall be the criteria

for detérmining the propriety of the

material for use in the production of
Plasma Protein Fraction (Human). When
no additional standards are effective
with respect to source material for the

production of Plasma Protein Fraction . -

{Human}, such source material shall: -

* L3 * *. &
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18. In § 640.100, by revising
paragraphs (b} and {c}. to read as
fallows:

£ 640.100 tmmune Giobufin (Human).

L * * * *

(b} Source material. The source of
immune Globulin (Human) shalibe |
plasma from human donors determined
at the time of donation to have been free
of disease-causative agents that are not
destroyed or removed by the processing
methods, as determined by the donot’s
history and from such physical
examination and clinical tests as appear
necessary for edch donor at the time the
blood was obtained. The source plasma
shali not contain a preservative and ~
shall be stored in a manner that will
prevent contamination by
microorganisms, pyrogens or other
impurities.

(c) Additives in source materiol.

" Source plasma shall not contain an
additive uniess it is shown that the
processing method yields a product free
of the additive to such an extent that the

o~

safety, punty. and potency of the

product will not be affected adversely.

19.In § 640.110, by revising
paragraphs {b} and {c) to read as
follows:

§ 640,110 Measies Immune Globulin
{Human).

* {b) Seurce mategicl. The source of
Measles Immune Globulin {(Haman)
shall be plasma from human donors
determined at the time of donation to
have been fiee of disease-causative .
agents that are not destroyed or-
removed by the processing method, a5
determined by the donor’s history and
from such physical examination and
clinical tests as appear necessary for
each donor atthe time the blood was

obtained. The source plasma shall not ’

contain a preservative and shall be -
stored in @ manner that will prevent
contamination by microorganisms,
pyrogens, or other impufities.

(¢} Additives in source material.
Source blood or plasma shall not

x;ontam an additive unless it is shown
that the processing method yields a
product free of the additive to such an
extent that the safety, purity, and
potency of the product will not be

-affected adversely,

Interested persons may, on or before
March 24, 1886, submit 1o the Dockets
Management Branch {address above),
writtén comments regcu'dmg this

“praposal. Two copies of any comments

are-to be submitted, except that

" individuals may submit cne copy.

Comments are to be identified with the
ducketnamber found in brackets in the
heading of this document. Received

<comments may be seen in the office

above between 9 am. and 4 p.m.,

~ Monday through Friday.

. Dated: December 13, 1985,

" Frank E. Young,
© Commissioner of Food and Drugs.
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