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Mr. Norman HBERRY
DAMUND LIMITED
Arctic Housa, Rye Lane

1)

Kant TN14 3 HB

28th January 1777
Or. Schz/nic

Dear Mr. Bearry,

In reply to your talax, no., 2826 of 27th January 1377 we inform you to the
followings

ad 1)

ad 2)

‘ad 3)

Source Plasma (Human) frozen is obtained from licenced plasmapheresis
atations located in all astates of America. Source Plasma production,
sale, interstate shipment, and sxport is regulated by ths U.S.Faderal
Law, This includes of course Hawail.

For your personal information, at the moment, our plasmapheresis
stations are locatsd in New York, Baltimore, Birmingham(Alabama),
Philadelphia, Knorarille.

We encloss a copy of the Regulations for Source Plasme (Human) ob-
taimed in plasmapharssis stations.
Transport details:

Batch sizes singls donor plasma as reguested by the FDA Regulations,
labelled as Source Plasma (Human) frozen,

Storage conditions: as requested By the Rsgulations (-200 C during
storage, not over -15° C during transport)

Containersi plastic single donor plasma pool bags (Ferwal)

Duration of transport: approximataly 24 hours, air transport under
strict frozen conditions

Other informations keep strictly to ths Regulations for Source Plaama
(Waman) frozen,

If you need any furthsr information plsase contact us,

wWith kind regards,
IMMUN_O AG

GRO-C

Encl, dictated by py, Otto ¥ Schwarz

ang signed in his absence

.
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Title 21—Food and Drugs

CHAPTER 1—FQOD AND DRUG ADMINIS-
TRATION, DEPARYWMENT OF HEALTH,
EDUCATION, 'AND WELFARE

SUBCHAPTER F—BIOLOGICS
|Docket No 73N -0368

PART 610-—GENERAL BIOLOGICAL
PRODUCTS STANDARDS

PART 640--ADDITIONAL STANDARDS FOR
HUMAN BLOOD AND BLOOD PRODUCTS

Source Plasma (Human)

The Pood and Dru” Administration is
amending the blologics regulations for
the munufacturce of Source Plasma (Hu-
man) based on two svprrale proposals
published in the FeprraL REcisTRR Of
May 28, 1974 (39 FR 18614) and July 17,
1874 (30 FR 261G1) . The amendinents are

4~ eflective May 11, 1070,

g

A. In the May 28 proposal, the Com-

~ missloner of Food and Drugs proposed

regulations concerning “Current Good
Manufactuiing Practice for Blood and
Blood Components.” Proposcd § 608.16
Plasmapherests presciibed requirements
for obtaining plasme Intended for [ur-
ther manufacture into noninjectable
products. Interested persons were given
until August 26, 1974, to fle written com-
ments with the Hearing Clerk, Food and
Drugr Administration (FDA), regarding
the proposal. Twenty-five letters recetved
in response ta this proposal related spe-
cifically to plasmarherisis. Many of the
comments were substantially the same
a8, or similar {0, thosce received In re-
sponse to the Ju'y I7 proposesl, shnce
both proposals conce:ned rroducts ob-
tained by plasmerhcrests intended for
further manufacturc into noninlectubte
products.

B. In the July 17 proposal, the Com-
missioner proposed to amend the Source
Pinsina (Human) regulations, §§ 640.60
Lthrough 640.70 (21 CFR 640.60 through
840,70 by rodefining Source Plasma
(Human) to include plasma coliected by
plasmnpherests Intended for use in mon-
ufncturlng noninjectable products, com-
monly referred to as “clinical chem-
iatry controls” or “diagnostic reagents.”
In additfon, the Commissioner preposed
nuwmerous amendments to clardfy and
iLrengthen the existing S8ource Plasma
Human regulations in light of DA
inspectional and other regulatory ex-
perience. Also proposed was an amend-
ment to § 610.40 (21 CFR 610.40) to im-
pose further lHmitations on the use of
hepatitls reactive blood, plaama, or se-
run: in the menufacture of licensed in
vitro diagnostic biological products and
to provide similar restrictions on the
use of hepatitls reactive material in the
manufacturing of unlicensed in vitro
atagnostic biological products.

Interested persons were given until
August 16. 1974 to file written comments
regarding the proposal. Seventeen letters
of coument aunddressed that porion of
the proposal regardlug Bource Plsame
(Human). Five lstters of comnent ad-
dressed that portion of the proposal con-
coerning the test for hepstitls B surface
antigen, The Commissioner to

RULES AND REGULATIONS

these five conunents in the final order
concerning the test for hepatitis B sur-
face antigen published {n the Feverac
Recister of July 15, 1870 (40 FR 29706).

The Conunissioner concludes that it s
appropriante in this preamble to respond
to comments regarding the section on
plasmapheresis In the May 28 proposal,
as well as the conunenta to the July 17
Source Plasina (Human) proposel. Itemns
1,3,8, 11, 14, 17, 10, and 47 reflect sub-
stantively simllar comnments that were
recelved in vespouse to the May 28 and
July 17 proposals. Items 4, 10, 18, 21, 22,
and 23 reflect comments that were re-
ceived only in response to the May 28
proposal, and the remaining items reflect
comments received only {n response to
the July 17 proposal. To ald the rendep,
no references are made to the plasma-~
pheresis section of the May proposal.
Rather, all comments refer to the cor-
responding JSuly proposed regulation. A
summary of the comments and the Com-
nmisstoner’s conojusions are as follows:

1. Three comnmeonts exvressed.conoern
that the proposed regulations would cur-
tail the supply of Source Plasma (Hu-
man) intended for further manufacture
into noninjcctable products from over-
seas operatlons and from certain blood
banks associated with hospitals or lo-
cated in remote areas, which are distant
from Mcensed plasmapheresis centers.
One of the comments stated that blood
banks assoolated with hospitals only
plasmapharese donors occassionally, and
therefore will probebly not bother to ob-
taln & lcense.

The Commissioner rejects the suggos-
tion that licensing plasma for manufac-
ture into nonintcctable products will se-
rlously reduce its sunply since many of
the establishinents that will be applying
for a Ucense for Source Plasmn ( Human)
for use In msnufacturing noninjectable
products are alrcady ticensed for plasma
for fnjectnbie products. The Commis-
sloner recognizes, however, that specific
exemptions to the Hoensing reqguirements
may be necessary to authorize donationa
fn special circuunstances, as for an indl-
vidur! who possesses o 1are antibody but
la lacated in an area not reasonably ac-
cesstble to a lcenscd Source Plasma
tHuman) facliity. Establishments which
have identified and obtained donation
agreements from persons whose plasma
contains special characteristics must be
permitted to continue to plasmapherese
in cases where the lmited numbers of
these donors and the infrequent dona-
tions might otherwise discourage the ob-
taining of this material under federal
interstate licensure. Accordingly, § 640.71
rvedesignated as § 640.75 Allermate pro-
cedures (21 CFR 840.75! provides for col-
lection and processing procedures that
are at variance with the regulations, in-
cluding \he licenslng requirements, pro-
vided that prior approval is obtained
from the Director, Bureau of Biologics.

2. Two comments questioned the legis-
latlve authority under the Federal Food,
Drug, and Cosmetic Acl and the Publlc
Health Bervice Act for FDA o promul-
gate regulations reiating to donor pro-
taction and (o oontrol plssma intended

for chemistiy contols One of the com-
menta further sukgested that rulemuking
concerntng thi+ i.<ue should proceed only

elter a second notice.

In the Fryeral REGISTER 0f August 268,
1872 (37 FR 17411 . the Comuissioner
first announced that all estnbiishinents
engaged In Interstate shipment of humaen
plasina were subject to the Ueensing pro-
vislons of section 361 of the Public
Health Service Act and proposed stanc-
ards for the collectton nnd novessing of
the lcensed product, Source Plasmma
(Human), The Commissioner concinded
that the standiards rmust contadn pre
vistons to protect the health of plasing
donors to ensure n continued, heaithy
donor population to serve ax a seurce of
plasina. Procedures for donor protaction,
sased upon recommendations of the Ad-
visory Committee of the Division of Med-
ical Bclences, Nutlonal Acadesny of Be.-
ences—Natlonal Rerenrch Councti, were
incorporated In that original propossl.

The donor protection requirecinsn:e
ultimatoly adopted by the Commitssloner
and promulguted ns part of the Anal reg-
ulation, published In the Froveat RBee-
137ER of July 20, 1973 138 FR 10302), ro-
flect not only the recommendation of Lii¢
Advigsory Cominillice but also the views
of representativcs of the plasina collec-
tion and fractionntion industries and
individual eitizens who had commented
on thg proposal. Indeed. the comments
supgested even more strinvent vegquhe-
ments than o) ginelly proposed, andg
meny wers lncorporated into the finu’
regulation. The opportunity flor comn-
ment on the authority of the Commis-
sloner {0 proinulgate regulatinn: releting
to donor proteciion was provided when
the standards were Arst proposed The
proposnl to axpand the definitlon of
8ource Plasma (Hhunan: to nciude plas-
mea Intended for noninjectobli» products
at asue fn Lhis rule making sction, did
not include any revision In the existing
regationa.

Moreover, corinin nspecta of the dohor
protection reguirements directly affect
the aafety, purity, and potency of the
plasina, such ns those provisions con-
cerning donor sultabllity that are de-
slgned to ssxure that plusing is free o.
disease-curirving agenls. In an Indirer:
but no less tupurtant manner, the e
quirements for donor protection assure
a8 the Commissioner stated more than ¢
years ago, that theve will be » continuous
and healthy donor population. Finally,
the Commissioner believes that it {s un
inherent obligation of government to ns-
sure that where standnrds arce establighed
for products, the public health factors
that are integral to the product must be

- eansidered and protected Buch ection s

neceasary and proper in the exerclse of
the underlying suthority.

In the preambie of the July 1874 pro
posal on Bource Plasma (Human), the
Commissioner reitersted ‘he tnporiance
of the doper proteclion provisions i the
plasmea licenring schemse. The Commis-
ajoner algo noted ihe failuis o o nimber
of Wognse anjticunts to com, AL
done protection proviniont of Lhe Tagi -
Iatione, partioniarly whon thase fnctisiles
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were processing plasma for use in hon-
Injectable products only. Inadequate
donor protection practices defeat one of
the major purposes of the regulations;
namely, to protect plasma donora. 8ince
the proposal was published, FDA has In-
apected numerous plasmaphercsis faclli-
des that were collecting plasma for use
i noninjectnble producta and hns found
thint gome are not ohaerving recognized
requtvements of donor profection, In
sonie cosen, Nirms that had falled to re-
celve a lcense due Lo tholr Inabllity Lo
comply with the additional standards
conltinued thelr operations as before, but
redirecled their plasma to subsequent use
for noninjectable producls.

It 18 sapparent that the failure of the
Bource Plasma (Human) regulations to
extend to noninjectable products has
created & haven for those plasmapheresis
facllities that are unwilling to meet the
requirements of donor protection., The
Commissioner has concluded that these
facts justify a redefinition of Source
Plesma (Human) to include all plasma.
pheresis operations, regardless of the

tus! use of the plasma. The con-

ed existence of a double standard of
donor protection 1s unacceptable. The
eventual use Lo which a donor's plasms
fs put ts Irrelevant to the application of
besic measures to protect the plasma
donor from the possibility of exploitation
during the donor's participation in the
pinsmapherests program.

Application of the SBource Plasma
(Human) liceusure requireinents and ad-
ditional standarda to plasma for non-
injectable products is consistent with
ihe existing statutory scheme since sec-
t'onn 381 of the Public Menlth Service
Act applies to all blood components “ap-
plicable to the prevention, treatinent, or
cure of diseases or injuries of man.”
Human plasma s a blood component
within the meaning of the act, and the
uses of clinieal chemlistry controls,
tvping cera, diagnosiic reageuts, and the
like, place them clearly within the statu-
tory definiilen, Clinlcal chemistry con-
trols anad diagnostic reagents are used as
standards to callbrate equipment in the
dhagnosis  of disease, or they are
P dlicctly In assaying specimens of

ly flulds taken from patients to de-
tarmtne, for example, the presence of
diseasc or the approprinte remedy. All of
the information obtained from the use
of the plasma and serum as clinical
chemistry controls or as diagnostic re-
agents In used by ilcensed physiclans to
treat patients and lo evaluate patient re-
spousse Lo treatinent. A product i “ap-
nlicable to the preventlon, trestment or
cure of diseases or injuries of man’ when
used for any purpose of dlagnosis or as
an ald in dlagnosis (21 CFR 800.3())).
Thus, the Commissioner concludes that
defining Source Plasma (Human) to in-
clude piasma for both injectable and
noninjectable products is authorized by
section 351 of the Public Health Service
Act. The additlonal standards will apply
to all such pleamn,

Bince the reasons for the Commis-
sloner's decision to apply the licensure
requirements ¢of Bource Pleama (Hu-

FEDRRAL
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man) to plasma obtained bv plasma-
pheresis and used for noninjectable
prodiucts were set forth fully in the pro-
posal, proper time and procedures for
public comment have already becn pro-
vided nnd no furilier nollce is necessary,
as suggested in one of the comments.

3. Four commenls objocted W the
vhrase “assurlhg the donor's safety and
tho stertBty of e leecnwed Bowee
Plasina  (Human” appearing In the
preamble of the proposn). ‘The commenta
objected o the implicatlon that Source
Plusma (Human) must be steirlle, The
comments slated that to requli e sleriiity
would serve no useful purpose because
current regulations for the Anal inject-
able products prepared from 8ource
Plasma (Human) requlre product steril-
ity. The comments also asserted that the
container for plasma intended for manu-
facturing into noninjectable products
need not he sterlle or pyrogen-free as
such properties are not essential for such
product.

The proposed rules did not propose
nor do the regulations reguire Lhat
Source Plasma (Hwnan) itself be sterile.
However, plasma should be prepared by
a method that maximizes the likelihood
of an uncontaminated product, particu-
larly for plasma intended for manu-
fecture into injectable producis. The
Commissioner agreea that contalners for
plasma for use in noninjectable products
need be neither aterile nor pyrogen-iree.
Although the comnments were directed to
@ phrase in the preamble of the proposal,
they are applicable to certain p
of § 040.68(a) concerning sterile asys-
tema, and the Commissioner i reviaing
that provision to require that the interior
surface of only those contaimers used
for Bource Plasma (Human) intended
for manufacturing into Injectable prod-
ucts, and all transfer and administration
sets inserted into the blood container
shall be sterile, pyrogen-free, nontoxic,
and compatible with the contents.

4. One comment suggested that the
regulations require tests prior to plasina-
pheresis to determine the sensiiivity of
a donor’s red blood cells to break down
(osmotic ‘ragllity) to reduce the risk that
the cells will not survive after reinfusion
into the donor's body (the cell viability
syndrome). In addition, the comment
suggested that tests to determine the
amount of antlthemophilic factor and
other coagulation factoxs should be re-
quired to detect any cobgulation defi-
ciencles as well as lo serve as indirect
indicators of freedom from lver de-
ficlencics (hepatitic status) reflected by
decreased proteln synthesls by the lliver,

No data were submilied with the com-
ment nor is the Commissioner aware of
any data suggesting that the plasma-
pheresls procedure subjects donors to
physical aad physio-chemical stresses re-
quiring testing, as suggested by the com-
ment. However, the Commissioner would
welcome submission of data 1o support
the suggested testing. In the abscnee of
such data the comment fs rejected.

5. One comment stated thet in pro-
posed § 640.60 the phrase “stabflized
against clotiing™ in the definition of

10763

Bouice Plasma (Mhimant s unnecessialy
and should be omiticd. Another comment
indjcated that it 15 not clear whether the
phrase refers to “human blood™ or “fluld
portion of human blood . This comment

noted that tn the coilection of pinsme
for munulacluting hnlo soae 1eagenta, i
{4 neceasnry for uciot to form W conven

tho plasniu Lu aerin

The Comnmisatoner concura that ihe
phrase “atabllized nuninat clotilng * ia
ununecessary sliee the repulations under
§ 040.84 currently provide that the nnti-
congulant be present in the blovd con-
talner Into which the blood s collrcted
Accordingly, the phunse 15 deleted from
§ 840 80 in the finu) regulations.

6. The present regulations in § 640.63
tb) require that the donor shali be ex-
amined by a lcensed physician on the
day of the first donation or no more than

1 week before the first donetion. How- |

ever. it has come to the attention of the
Conumissioner that donors who are re-
celving immunization injections, ey., D
positive red bloed cells, for the produc-
tion of high titer serum are often in-
Jected with the antigen g week or more
before the firss donalion. Consequenidy,
such dopoers may not recelve the phys:-
cal examination before the first immunt-
zation.

The Commsstoner concludes thut it
§s 11 the interest uf the health of such
donots that the tnitial medteal examinu-
tion be performed before the injection
procedure hias begun. Accordingly. the
Commissioner s gmcending § 640 62 In the
finel regulations to require that (1 the
initink medical examination ¢f a donor
who {8 to be lnununized murt be per-
formed withinn 1 week before the first
fnmununization fnjection, and 2 the
mnedical examination f{or plasinaplicrencs
need not be repented If the first donntion
occurs within 21 days afier the flrst
injection.

7. One comment suggested that pro-
posed § 64063(e), which piohibits a
donor from being plasmapheresed for 8
weeks If the red blood cells have not
been returned, be expanded tw include
indtviduals who have glven a uuit of
whole blood. Two other comme:iifs sug-
gested that the 8-week walting peried is
too restrictive and that pissmapheresis
should be permitted whenever the hemo-
globin or hematocrit value meels pre-
scribed levels.

The Commlgaloner ugrees thut tie loss
of red blood cells to the donar will have
the sumo effect whether the loss 1esulta
trom the donation of whole bloud or from
fatlure to return tie red bBlood criis to
a plasmapheresis donar. Accordingly, the
same f-week waltlng perind requbed In
§ 640.3(b) (21 CFIL 640.3(b) ) should o)
ply to both types of deonms, and § 840 43
fe) Is amended In the final reguintions
to prohibit plasmapherests of 8 dounor
who has been & whole blood donor within
the 8-week perfod, unless the donor ha:
been examined by a gqualificd enged
physician and certified by the physician
1o be acceplable prior (o 8 weeks.

The Commisstener disagrees with the
two comments suggenting thai plasma-
pheresls should be permitied after a loss
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of red blood cells &0 long as the donor's
hemoglobin or hemntocrit value mects
presceribed  levels, regnrdiess of  the
olnpred time. The respondents apparently
dn not conalder that such donors may
pgaln not recefve thetr red blood colls,
in which case they mnay lose the equivn-
tent of two units of whole blood (1,600
milllliters) within a 48-hour perfod. Buch
n loss of whole blood could result in a
devletion of iron reserves and may en-
danger a donor’s henith. The walting
period 18 necessary to allow the donor's
hematocerit value and iron stores to re-
turn to levels which are normal for each
donor regardless of whether that donor's
hematocrit or hemoglobin value meets
the generally acceptable level established
by the Source Plasma (Human) regula-
tlons. Accordingly, the comments are
. rejected.
* 8. One comment recommended that in
proposed §§ 640.64 and 840.68 the term
“non-pyrogenic” hc substituted for the
term  “pyrogen-free.” ‘The comment
stnted that the term “non-pyrogenic™ s
more sclientifically accurate than “pyro-
gen-free”

The Commissioner rejects the sugges-
tion that one teym 18 more sclentifically
accurate than the other since hoth terms
indlcate that the tested material does not
contain pyrogens as determined by the
test method used. In addition, since many
existing blologic reguiations use (he term
“pyrogen-free,” it is logical and consist-
ent to use the same term throughout the
biologics regulations. Accordingly, the
comment {8 rejected.

9. Beven camments objected to the
provision in proposed § 640.84(c) that an
amendment of the product Hcense must
be obtalned for use of an anticoagulant
solution formula differing from that
specified in the regulations, when the
plasma = Intended for manufacture of
8 noninjectable product. It was suggested
that written approval from the Direclor,
.} Burenu of Blologics, rather than smend-

ment of the product license, would be

sufficlent and would save time.

The Commissioner advises that wrii-
ten approval by the Dirertor constiiutes
an amendmaent of the product lMoense.
The time required for Approvii depends
on the complexity and complotenees of
submitted Information and not on any
Internal diffcrences In the processig of
such requests. Accordingly, the comments
are rejected.

10. One comment suggested that in
# 640 64(c) (1) the nome “Anticoaguiant
Acld Citrate Dextrose Soclution” should
be changed to be consistent with that of
the U.S. Pharmacopela XIX, “Anticoagu-
tant Citrate Dextrose S8olution.”

The Commissioner accepls the com-
ment and § 640.64¢(¢c) is amended in the
nnal regulnlions Lo adopt the change.
For consistency in the blologics regula-
tions, the Comunissioner 1s also amending
13 64D 4(d) (1) and 81¢. T (1 W) to re-
flect Lthis name change. The parenthetd-
cal abbreviation “ACD" un-
changed since it ia also (he correct sb-
breviation for the TSF mmme for the
anticohguiame,

RULES AND REGULATIONS

11 Two comment, objected to the ref-
erence In proposcd § 810 68(Ly to both
“plasmn’ and “serum” as the matorinl
uaed in performing the quantitintive test-
fng for sorum proteins or immunoglobu-~
lina. The cornment tndicuted that tho teat
is performed on scrum only.

‘I'he Comnmnissioner advises that somao
blood estnblishmenta are satisfactorily
using plasma for the qunulitative test for
proteins or immunoglobulins. According-
1y, the comment is rejected, However, the
Coinmissloner 18 amending § 640.65(h) to
specity that protetn determinations may
be performed on either plasing or serum.

12. One comment ohjected to the re-
striction In proposed § 640.63(1) (1) that
the quantitative tests for serum proteins
or immunogiobulins be conducted by the
slectrophoresis or immunodiffusion tests
only. The comment stated that otlier ac-
ceptable tests, such as quantitative ne-
phelometriz measurements, should be
permitted,

The Commissioner agrees that any
quantitativa test for determlning serum
proteins or lmmunoglobulins should be
permitted, if the test ts equivalent Lo the
electrophoresis or {inmunodiffusion tests.
Accordingly, the final regulation ia
amended in § 840.65(b) (1) (1) to permit
use of such tests.

13. One comment queationed the value
in proposed § 840.656(b) (1) of the quan-
iitative test for serum protein: or im-
munoglobulins, which 18 required to be
performed every 4 months, It was sug-
gested that the total serum protein test,
wiiich is coniucted each time a donor is
plasmapheresed, would adequately pro-
tect donors if an upper imit were cstab-
lished for an acceptable total serum
prolein level. Mowever, the comment pro-
vided no suggested upper imit or data to
suppart deletiun of Lthe perlodic quanti-
tative test for serium pioteins or im-
munogliobulins test requirenients. An-
other comment indicated that a quanti-
tative test for serwn tmmunoglobulins is
necessaty to protect the donor's henith,
thereby supporting the proposed regula-
tion. The respondent submitled data
fromn clinical studies refecting that
donors with atable total serum protein
lovels may, nevertheless, have marked
variationa In their gammms ylobuiin
composition.

The Commissioner adviscs that avall-
able data support continued requirement
of & quantitatlve test for serum protains
or Immunogiobulins. Accordingly, the
comment suggesting elimination of such
testing 1s rejected.

14. 8Ix commentis objected to the re-
quirement in proposed § 84085(b) (1)

.that the total protein determination be

performed by a chemical nssay method,
It was suggested that determingtion of
total protein by use of 3 refractometer
iz as geod as, If not better then, the
chemical assay method.

The Commissioner recognizes that the
total protein determination can be ade-
quately obtalned by both & refractometer
or the chemical assay method. Accord-

ingly, the reguirement that only a chem-
icel sssag method be aned for the. totel

piotens dots ribiaction s deleted from the
Nnal regulations,
10 One conunent concelnlng Proponed

164068y (1 prascntod data to lus
trate that the total prolein Jovels of
sorum,  colbocted 1 mberohiemntoosit

eaplilary tubes pator Lo plasnaphere:ds,
wheruges 04 goan per 100 wmdiiiiiers more
than those Jevel. of sorum collected fiom
venous bleod following remova) of the
final undt of Lloodt For this reason, {4 was
suggested Lt oither the totn! protein
value presciibid in § 840.85(h), which
is normally determined on a sampie of
scrum collectid after withdrawing the
first unit of blood [rowm the donor,
lowered from 60 o 56 grams per 1G4
milltliters of se1win, or that the tolal pro~
teln value prescribed in & 540.83:1ci2),
which fs norinally determined on & sam-
ple of plasma collected before wilhdraw-
ing a unit of blood, be raiscd from 6.0
to 6.2 grams per 100 milifliters of serum

The Commissloner 15 aware that $0'a}
protein levels mny be slightly higher for
plasma samples taken belore withdras -
fng a unit of blood compured with ihe
jevels deteymined for serun smmpies
tuken after withdrawing o unit of bloudg
However, these differences nwy be due
to physfalogie factors, gsuch w. the rate
of movement of albumin from the oxtia-
vascular to the iIntiravascular spaces,

which is not slgulficant by determining,
acceptability of a donor Since Wha dats

presented provide no informeation on Lhe
reasons for the variation i total pro-
tein levels, and In view of the exten.ive
satisfactory experience with doner safety
resulting from use cf the piuosently re-
quired 8.0 grams minimum level of toin!?
serum protein per 100 milliliters of seru:s:
the Commisstioner finds no reason for
revising the regulations us proposed v
the comment. Accordingly, the comment
15 rejected.

16. One comutent coticerning proposcd
§ 840.65(b) 1) stated that there are
occasions when a doner's serum s found
W be reactlve due to a liclogle fulse-
positive result from & nonspecific sero-
logic test for syphllis perfarmed by the
plasmapheresis  {acility, Howaver, the
donor's scrum may subsequelitly be found
nonreactive by a imore specific test pur-
formed by n stuto or local healih mgcney
or other labarublory that possesses the
equlpment and oxpertse fur apecific
testing for syphills, The comment notod
that such n douor would be nnjastly re-
Jected under the presunt reanizements
and suggested that provision be made to
permit the use of resuils of & more spe-
cific test for sypluils that is perfonned by
a gualified testing facility other tnan the
plasmapheresis center.

The Commissioner agrees the! resulta
of a more specific test for syphiliz Lhat
is performed by & qualifie:d laboratory
may be used to determine goce;stability of
@ donor, Accordingly, new pmragraph (b
(2) (441 1s added to § 640.85 (o pruvide
for plasmapherests of a duner found
serologically reactive by a biologic Talee.
positive test result for syphilis provided
that no underlying disorder has caused
the reactive result and such information
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18 documented in the donor's file at the
plasmapheresis center.

17. Bix comments concerning proposed
§ 640.85(b) (1) stated that manufactur-
ers of positive control serum used in per-
forming the serologic test for syphllls
will be unable to obtain adequate ma-
terial for production of this necessary
control reagent since a donor with a re-
active serologic test for syphilis may not
be plasmapheresed. Another comment
quedtionod the necessity of excluding re-
active donora because the noninfectivity
of such pinsma when uaed for mannfac-
turing purposes haa been well eatabllshed.

The Commissioner recognizes the im-
portance of maintaining an adeguate
supply of source material for preparation
of positive control reagenta for use in per-
forming the serologic test for syphilis,
Blnce the source material for such con-
trol reagents can be obtained only from
donors with a reactive serological test for
syphilis, the Commissioner agrees with
the comment suggesting that provisions
should he made In the regulations for
collecting plasma from such donors.
Fowever, the Commissioner believes that
syphilitic persons must not be exploited

d that it Is the obligation of the FDA

assure that ity regulations do not sanc.-
tlon continued fllness of any person. The
Commissioner is awere that such plasma
is nouninfeciious when used for other
manufacturing usea, However, he has
concluded that prohibiting use of plasma
from & donor with a positive serological
teat for syphilis, except to obtain control
reagents, is a necessary and proper ele-
ment of donor protection. Accordingly,
new paragraph (b)) (D) (1y) s ndded to
§ 340.05 tn the Nnal regulations to permit
he plrsmaphieresta of a donor with a re-
wclive aorologic test for ayphills only to
obtaln plasma to be used for further
mauuwfacturs into oontrol serum for the
serological test for syphilis, provided the
plasmapherests center has documenta-
tion: In the donor's flle that treatment
has been initiated for syphilis and that
continuance in the plasmapheresis pro-
gramn wili not Interfere with or jeopardize
e treatment. In addition, § 640.70(a)
(8) (redesignaied from proposed § 640.89
(@)} requires approprinte labeling for
such plasma, and new § 840.72(a) (5) is

dded to require that distribution records
édlmte by number those plasma units

und reactive to & scrological test for
syphiilis.

8. One comment suggested that the
serological test for syphilis in proposed
# 640.65(b) (1) should be conducted at
each plasmapheresis session rather than
at 4-month Intervals, as presently
required.

The Commissioner advises that the ¢~
mounth test for syphilis is deaigned pri-
marily to ldentily the disease in donors
and to ensure treatment before a donor
is scriously aflected. Indeed, mnany States
require referral of such individuala to the
Btate health sutherities for treatment.
Morcover, since the disease-causing spi-
rocheles are destroyed during processing
of the plasma, more frequent testing will
not increase assurances of the safety of
the final product. The respondent sub-

FEDERAL
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mitted no data nor s the Commisslioner
awnre of any data to aupport a change
in this regquirement. Accordingly, the
comment is rejected.

19. Three comments concerming pro-
posed § 640.65(b) (2) suggested that &
provision be included in the regulations to
apply to a situation in which a repeat
donor does not appear within the 4-
month period, but does appear shortly
thereafter. For such a donor a sample
of blood could not be collected for the
required 4-month teats, and the physi-
clan would not have a ourrent serum
protein or immunoglobulin test result W
review. Consequently, the dunor would
not be able Lo be lminediately plasma-
pheresed but rather would have Lo be
processed aa a new donor in accordance
with § 640.6. The comment suggested
that the regulations should permit the
plasmapheresis center to collect the 4-
month sample and continue plasma-
pheresis of the donor. The review of the
results of the 4-month tests would be
made within 21 days, and together with
the physician’s review of the donor's rec-
ords, & decision would be made as o
whether or not the donor could continue
on the program.

The Commissioner recognizes that the
plasinapheresis center can only request
that the donor return for the 4-month
tests ahd has no control over the reliabll-
ity of the dounor to return for such testa.
For this reasan, the Commissioner ac-
cepts the suggestion that the regulations
be amended to permit the plasmapheresis
oeiiter to collsct the sample for the 4~
month testing and continue plasma-
pheresis of » donor who returns shortly
after the ¢-month paried. To protost the
donor, the physician on the plaama-
phereain contor's premises must approve
the reuin of the donor to the plasma-
pheresis program before plasmaplieresis
{8 begun. The Commiasioner concludes,
bawever, that a donor from whom the
plasmapheresis center fa unable to ob-
tain a sample for testing for & period ex-
ceeding 6 months must be processed aa &
new donor before retwrning to the plas-
mapheresis program.

Accordingly, new paragraph (b) (1) ()
aud (11) is added to § 640.65 of the final
regulations to provide exceptions to the
4-month teuting and record review re-
quiremeints. The new provision also in-
cludes a maximum period of 6 months in
which the donor may be abeent from thd
program and then reinstated without be-
ing consldered as & new donor.

20. Four comments concerning pro-
posed § 640.65(b) (2) questioned the
necessity of a tracing of the serum pro-
tein electrophoretic pattern if the cal-
culried value of each component is avail-
able. The comments indicated that such
& requirement would exciude the use of
more sophiaticated Inatruments that
quantitate scrum proteina but do not
provide tracings.

The Commissioner concurs with the
comments since it i3 not his Intention to
prevent the use of new equipment or
technigues that produce resulis at lenst
equivalent to exlating permiited equip-
ment or techniques. Accordingly, ¢ 640,68
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2y of the Dnal regulations 1e-
qQuires that the resulls of the tests iIn-
clude tracings, if any, of the plasima or
serum electrophoresi:. patiern. Tracings
are not required if the Instruments used
for the tests quantitate the plasma or
serutn protetns but do not provide trac-
ings.

21. Two comments concerning § 640 63
(b) (8) of the regulations indicated that
the volume of blood permitted to be
withdrawn from a donor s excessive

In the preamble of the Sowrce Plasima
(Hwnan) regulations published In the
Progral Reolnrza of July 30, 1873 (38
FH 19302, the Comnmissionsr established
the volume of blood permitted W Lo
withdrawn from a donor Thia level was
based upon data avatinble at thal time
and upon discussions with an advisory
committee concerncd with sefeguerds for

plasma donors, The respondents sub. .,
mitted no new data. nor is the Commis ¥

sloner aware of any data, o support a re-
duction ef the volume of blood currentdy
perinitted to be withdrawn from a donor
Accordingly, the comments are rejected.
However, the Commissioner witl propose
to reduce the currently permitted volume
of blood to be withdraws irom a donor
in the event that date become available
to support such & proposal.

22. One corument reques.cd clarifica-
tion of the phrase in § 640.65(b) (8), “at
one time."”

The Commissioner advises that the
phrase refers to the volume of blood col-
lected into a slngle container.

33. Seven comments objected to e
requirement in § 640.66 that immunizing
agonts must ba efther lloenssd or ap-
proved by Lhe Directoy of the Bureay of

Bisloglen.
The Commissioncr connldevs Hesnmure
anud approval of immonizing ageniw nec-

essnry to assure e suiety of the donor
and rociplent of the immunizing ngent. It
should be noled that approval of n Source
Plaama (Human) lcense application de-

scribing procedures {or obtaining and_ .

transfusing red blood cells intended fo:
immunizallon constitutes approval of the
red blood cells as lmmmuncgens pursuant
to § 840.668. Accordingly, the coroments
are rejected.

24. One comment suggested that
reference to “Normal Saline” in proposed
§ 640.68(a) should be replaced with
“Sodium Chioride Injectlon, USP," the
official terminology of the United States
Pharmacopeisa.

The Commissioner uagrees. and the
final regulation is 50 ainended.

25. One comment concerning proposed
§ 640.48(a) requested that an appropri-
ate method for the pyrogenicity lesting
of admIinistration and transfar sets be in-
cluded In the regulations,

The Commissloner concludea that It is
unnecessary to include such procedures
in the regulations governing Bource
Plamna tHuman) . Buch teating s the re-
aponatbility of the manufacturor of the
sets and must be performed in compli-
ance witih the test procedures prescribed
in the U.8, Pharmacopela.

26. Three comments suggested that
the regulations in proncesd § $40.69(a)
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should permit the pooling of plasma that
{a from\ different donors und is intended
for manufacture Into noninjectahle
producls only after the plasma is re-
moved from the red blood cells and the
red blood cell container is senrled.

The Comnilssioner agrees that the reg-
ulations should specify that the pooling
of plasma that is from different donors
and is intended for manufacture into
noninjectable products must be per-
formed In a manner that will ellminate
the posstbility of cross-contamination
of one donor's red blood cells with the
plasma of another doner. Accordingly,
a new paragraph (a)(2) iz added to
% 840.69 in the final regulationa to pro-
vide that plasma from one dohor mey
be pooled with plasma from another
donor, provided that the plasma from
- oach donor I8 firat aeparated from the
T red blood cells and the red blood cell

""com.a!ner is senled.

27. 8even comments concerning pro-
posad  § 840.60(R) muggested that the
pooling of plaame from two or more
danors should be permitted without ra-
quiring prior written approval from the
Director of the Pureau of Diologics.

8ince the regulations are now revised
to permit pooling only under prescribed
conditions that assurs safety of the
donor, proviston for prior approvel is no
longer nccervary. Accerdingly, this re-
guirement is deleled from § 640.88(n) of
the final regulations.

28. Three comments objected to the
requirement in proposed § 840.62(h) that
Source Plasma (Human) be stored at &
temperature below —230° C. It was sug-
gested that the storage temperature ap~
propriate for the fingl product to be pre-
pared fromn the plasma should be
permitted,

The Commissioner agrees that Source
Plasmna (Human) intended for mahu-
facture inio nonimjectable products may
be stored at a temperaturs warmer than

-20° C i such temperature is appro-
printe for the intended fnal product.
Bection 540.62(h) Is amendesd accord-
ingly with the provision that such tom-
peratures are fancluded in the lcense
appiteativn of the Bourcs Plasinn
(Humuan) manufacturer. However, the
Conmmiseioner  advises  that  Boutrce
Tiusuna (Jluman) intended for manuface
turn ot injectable products must be
rtored nt n temperature of -20° C or
colder. Such atorage temperatire {s nec-
essury to assure preservation of Inbile
factors. such as antihemophilic factor.
in addiiion, this storage temperaturs is
desirable for minimizing bacterfal growth
If there Is any inadvertent contamination
of the plassna during processing.

29. One comment suggested that pro-
vislons he mpde in propesed § 640.89(b)
fo1 storage of Plannia st —8° C Immedi-
ately after separation from the red hlood
cells and transfer ta — 20° C storage when
the plasmna t» froven. The comment
stated that this procedirre would reduce
the fluctustions in temperwture of the
~20° C freezer thang reeudt fromn frequont
opuning of the deowr to edd Plesta L0 Lhe

. froemes.
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The Comamisaloner advises that the
piasima ghould be frosen as quickdy as
possible. Many ostublishments employ &
rapid freesing method of dry loe and al-
cohol to freaws the plasma initdally and
then place & number of the gulok-frozen
plasma units into the --20° C freezer.
This method reduces the number of times
needed to open the —20° C {reerer. The
respondent’s proposed initial storage of
plasma st ~5° C will not freeze the
pinsma a& quickly as - 20° C storage or
the rapid freezing method of dry ice and
alcohol. Accordingly, the comment ls re-
$ected, and no change is made inthe final
regulation.

30. Two comments suggested that the
requirement fn proposed § 640.60(c) that
each unit of Bource Plasma (Humnan)
intended for manufacturing into injec-
table products be inspected for thawing
before ssuing is unneccssary. The oo~
ments stated that if continuous moni-
toring of the freeser indicated that the
tempsrature remained at —-20° C or
coldor, such freeser temperature recoids
would be sufficlant evidence thal the
plaama had remaluned st the proper
temporature.

The Comunissioner agrees that con-
tinuous monitoring of the freezer tun-
perature providea sdequate aasursige
that the plssmas has yemainad frozen
throughout the storage psriod. Accords
ingly, § 840.68(c) is aunended in the final
reguinitons to exempt manufacturers
from the requirement of examining each
unit of plasms for svidence of shawing,
provided that sdequate temperature
monitoring is mainteined and docu-
mented by the appropriste records. -

31, To ‘be consistent with the orga-
nization and format of other biologlc
regulations, the Commissioner has re-
designated paragraph (e) of § 640.69 as
§ 640.70 Labeling, paragraph () of
§ 840.60 ns § 640.71 Manufacturing re-
sponsidifity, paragraph (g1 of § 840.08 as
§ 840.72 Revords, paragraph (b of
§ 860.65 ea § 040.73 Reporting of fatal
donror reactions; § 840.70 Modifications
of Soucce Pluema (Human) us § 640.74
Modifications of! BSource  Plasma
(Human); and § 040.71 Alteruate proce-
dures no uoo 18 Alternate prooedwres.
These revisions do not altor the aub-
stance of tha rogulations, but eerve %o
divide them into more managosble seb-
4Aion headingn for easier referenoce.

32. Bix commentis suggestod that the
required label statements “For Reagents
Only” and “Caution: For Use in Manu-
{acturing Products Not Intended For In-
Jectiny” in proposed § 840.60(e) (1) and
(» are duplicalive and that one of the
statementia should be delsted. Five
of slx commenisd favored setalning
e statement “Caution: For Use In
Manufactartng Products Not Intended
For Injection” since thia would enabie
manufacturers (o use s “strip label” to
distinguish between the two uses of the
jlssma, thus eliminating the expense and
multipliciy of lsbels and reducing the
shancs of {abeling mbnups.

The Cunanissiones sgrees u\u having
the oo etatoments is ssd@mudent. Ins-
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el an Houtee Plana (Hwnaa) le a
product with two distinet usoa, the (om -
misnjoner bellcves that fformation -
garding the use of the plaamn aasumes
new linportunce nnd showd be s proin-
inent position on the lnbel and should
be tn large type. Mor lhils rewson, ths
Commissioner has  determined thet
Bource Plasmua (Humen) intended for
further manutacture into noninjectable
products shall benr the statement, which
may be in the form of a strip iabel, “Cau-
tion: For Use In Manufacturing Nonh-
injectable Products Only” {folluwing the
proper name of the product. The state~
ments proposed in § 640.68¢e) (1) and (5)
are no Ionger needed. This new requuired
label statement is incorpotated inte
§ 640.70(a) (2) of the Anal reguintions.

33. The Commissioner is revising peo-
posed § 640.60(e) (3 (redesignated ag
§ 640.70(8) (8)) to permit the use of the
donor number or bleed aumber or both on
the label of each unit of Sourcs Piawma
(Huwmnan). Inspociions of Bource Plasma
(Human) manufecturing establishments
by the FDA have revealed that the bleod
number may provide more exact lden~
tiflontion of & unit of plasmn then e
donor number. If a donor gives ¢ elngle
units of plasmi cach week, L9 seme
donor nunber may appear on sach unit
of pluama. However, & now blead nom.
Ler is ussigned to the plasma frem 3
donor each time the donor {a plaama-
pheresed, and the number may provide
& better means of ilentifying & uni$ of
plasmas.

34. One comment requested that pro-
posed § 840.69¢e) (3} (redesignated
§ 840.70(n) (5)) be revised to perm!t the
use of » pool number in iten of ndividual
donotr or bleed numbers on the inbit of
plasma that has been pooled from two oy
more donors, provided the plazmaphere-
sis center maintaing records adequate for
tracing the blood product to specifie
donors.

The Commlssioner concura witly this
request since the proocessing records
maintained by the BSourse Plasme
(IMMuman) manufacturer providas tdoni:-
fication af the individual plesmre nite
omnpeising the pool.  Aoscverding'y,
§ 640.70¢m) (B) of the final reguintions (s
smemded Lo permit the tae of 1 pool
member in place of the donor or hlood
numbders to identify poolod nlesne from
two or more donorn.

35. Ona comment concerning propoacit
2 040.80(0) (4) fredeclgnated wns § 840.70
(8) (8)) suggested that pinama thad haa
been pooled from two or more donors be
labeled with the pooling date of the
plasma rather than the collection dato of
each unit. The comnmeni alsc vropnosed
that the records of the Bource Masme
(Human) manufacturer be required w
indicate the collection dale of each unit
of plasma.

The Commissioner recognizes that all
units of plosma may not be added to the
pon! on the same date, making it iRt~
cult to calcuinte a pooling date 3hni ig
used for determining the ags of the
plasma. To eliminate crowding of the
label with collection detee o° modled
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plasma from two or more donors, the
Commisstoner has revised § 640 70(a) (6)
of the Ainal regulations to permit use of
the collection date of the oldest unit of
nlasma In the pool to be on the plasma
Inbel, regardless of when thie plasina was
nooled, provided that the pooling records
shiow the collection date of eanch unit
comprising the pool.

36. One comment Interpreted pro-
posed § 640 60¢e) (redesignated ns
§ 640.70) to require that the label of
Masma Intended for manufacture into
noninjectable products must identify
the specific product for which that
viasma I8 intended.

The respondent’s interpretation is in-
correct. Except for plasma for use in
manufacturing the positive control
serum for the serologic test for syphilis,
the regulations do not require that the
lubeling of Bource Plasma (Human)
fdentify the final product that is to be
prepared from the plasma. Rather, the

regulations require only that, when ap- '

plicable, the label stute that the plasma
is Intended for manufacture into a non-
injectable final product.

37. The Commissioner is amending
aaRosed § 640.80(f) (redesignated as
§ 1) to reflect the types of ftacllitics
with which testing arrangements can be
made by a Bource Plasma (Fluman) man-
ufacturer The amendment concerns
«larification of the phrase “Clinical lab-
oratory lcensed under section 353 of tho
Public Health Bervice Act” In view of
the fact that & clinical laboratory does
not necessartly need to be lcensed un-
der sectlon 353 of the Public Health Sery-
fre Act to meet prescribed standards, the
final regulation is revised to include the
wurding “a clinical laboratory which
meets the standards of the Clinical Lab-
oratories Improvement Act of 1067 (42
U.8.C. 263a).” Such clinicrl lnhoratories
include not only thosc llecensed under
section 3563 of the Public Health Service
Act, but al<o those having letters of ex-
emption from llcensing from the Center
for Disease Control. Letters of exemp-
tion are glven to clinical laboratories ac-
credited by the College of American
Pathologists, or permitted by New York
Stute. The regulation §s further revised
to include the phrare “‘provided the es-
ta himent or clinlcal luboratory s
q\*ed to perform the assigned test.”
THW phrase is added because & “liceneed”
or “scciedited” laboratory may he capa-
ble of performing various categories of
test procednrea, but may not he qualified
tc perform the specific assigned teatosy,

38. Three comments sugegested that
proposed £ 640 69(f) (4) (i) <(redesignat-
ed as §640.71(d)(2)) be amended 0
permit tnspectors from the Center for
Disease Control to inspect off-premises
testing procedures and facilities.

The Commissioner advises thot such
amendment is unnecessary. The Center
for Msease Control is the government
agency charged with sdministering the
provisions of the Clinical Laboratories
Improvement Act of 1867 (42 UB.C, 203
a) end has authority to inspect clinfcal
jaboratories that it licenses. '

RULES AND REGULATIONS

39 Six comrents concerning proposed
§640.69(1) (&) iy (rederignated as
§640.71¢d) (3)) sugrested that proficien-
cy testing programs from either the Cen-
ter for Discare Control or the Bureau of
Biologics shou'd be acceptable,

The Coinmissloner belleves that it s
the responsibility of the FDA to assure
that an establishment {s capable of per-
forming testing for complinnce with the
food and drup regulations. Accordingly,
the Commissioner rejects the comment
and estahlishments are required to con-
tinue participation in the specially de-
signed proficiency testing programs ini-
tiated by the FDA.

40. One conument concerning proposed
§ 640.69(g) (redesignated ns § 640.72)
suggested that documentation of proper
shipping temperatures for plasma in-
tended for manufacturing into nonin-
Jectable products should not be required
since, in most instances, the shipping
temperature would not aftect the final
product. *

The Commissioner concludes that due
to the ordinarlly short shipping time
required for the product and in view of
the nature of the product and its in-
tended use, docwnenlation of shipping
temperatures for plasma for noninject-
able products 1s unnecessaly. Accord-
ingly, the Commissioner accepts the
comment, and § 840.72¢r) (1) of the final
regulations rogulres that documenta-
tion of shipping temperaturcs be main-
tatined unly for plasma Intended for man-
ufacturing into Injeclabie products.

41. Onc comment concerning proposed
§ 840.69¢(g) (redesighated as 1§ 040.72»
suggested that the regulations provikie
examples of shipping techniques that
assure compliance with the shipping
tempersture regirement. The technique
suggested was to frecze the nlasma tn a
slanted positfon and then ship It ip an
upright position so that any thawing
of plasma cuab be easlly detected by In-
spection.

The Commissioner believes that there
s no need to provide examples of techui-
ques for assuring compliance with ship-
ping temperature requirements because
many techniques, including the one sur-
gested, are well known by blood estab-
Hshments and companics specialieing in
the dellvery of Bource Plasma (Hwnan).
Accordingly, the conuneni is rejected,
amnd no change is made \n tho final
regulation,

42. One comment concerning proposcd
£ 640.69(g) (redesignated an § 640 72) In-
quired whether each negetive test yesult
for detection of the hepatitls B surtace
aullgen and the amount or wetght of
pinsma wilhdrawn from a donor eanch
tilme must be recorded on the tndividual
donor records. The comment suggested
that such Information is unnecessary for
individual donor records since the same
Information is recorded and maintained
in the area where the testing and weigh-
ing are performed

The Commissioner agrees that this In-
formation need not be dupli~ated. Ac-
cordingly, the final regulstions are
amended In §840.72(a)(2) to provide
that negative test resulls for the detec-
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tion of hepatitls B curin e antigen and
the volume or welrht of plasma with-
drawn from a donor nced not be kept
on the Individua! donam record, provided
that such Information 18 msaintained
elsewhiere on the premtses of the plasma-
pheresis center where the donor’s plpsma
is collected.

43. Oue commen! «cneerning proposed
§ 640 00(g) (redestgnnted ns  § 64072
asked whether the donor reentd must
tnclyde a reaction occurring before the
acturl plasmapherecing  was fitiated,
such as & donor fulnling In the waiting
room before helng processed or fainting
when a samnple of blood {s withdrawn for
a labaratory trst,

The Commissioner advises that any
donor reaction observerd while the donor
is on the plasmapheresis premises must
be noted In the donor’s record, whether

1t occurred before, during, or sfler coi- 77
lectlon of the plasma. In addition, donor

actions peported after the donor hes
{:ﬂ. the premises and anitributable to the
donor's vigit to the center shall be re-
corded on the donor's record. The Com-
missioner concludes that auch occur-
resices are a necessary pnrt of the donor's
total record to determine the donor's
suitabtiity to conunue in the-pgogram.
Accordingly, the final regulations are re-
vised tn § 640 721 to require that any
donor reaction while un the plaanmmn-
phereais premitaos or reported to the
plasmapheresls center ~hintl bo recorvadod.

44. One comnient concarning proposed
§ 64080 redrsignnted ns & 840 T2
wiked whether 8 record of deuor rejec-
tion waa necesanry for & donor who is
obviously Intoxicated or a donur whe
returns o the plasmaphere:is center

hefore the required ttme interval be-
tween donation: 1o vas sugge ted that
the reguiation be amended to requive

that a record of donot rerection he main-
tained only if the donor is reje: ted after
tnitiation of the processine of ihe donor.

The Comniissioner advises that o rec~
ord of rejection is necessary for pros- S

pective donors. Tiie 1ecord may provide
valuable information for the bLloed w
tablishment 1 evaluating the edlepl
history and suitabililty of the donor for
plasmapheresis  Accordingly. the com-
ment ik rejected

45 One commeont concerning propused
§ 640.60¢(h) relating tu Lhe reverting of
severe adverse reactions (noorporeted
into new §640.73  regueswed fuither
more precise identification of reactions
that are consideiexd reporiable. Two
other cominents supkoentedd e the ree
quirement Lthat the DBurea:u of Blulugiea
be notiNcd immedivtely by wientione of
a gever e iudverse reaction waa impractieal
due to the Ume chwngea betwecit the
West and Fast cosuts,

The proposed ¢ 640.69 deflnicd a sciere
reactlon as a cliulcal response that re-
sults in death or life-threatening {ilness.
However, the Commissiouer recognizes
that many clinlcal responses, 4 not prop-
erly treated. could aggravate or develap
into a life-threatening illness. Conso-
guently, the regulation could be nisin-
terproted to mean that &1! clinical re- |
sponsts mIust be reported. Bincs the |
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Conunissioner is most concerned about
Hfe-threatening responses that result In
death, to preclude ambiguity, § 640.73 Is
amended tn the regulations to require
that only failnl donor reactions must be
roported to the Bureau of Blologica, All
othor donor reaclions must he recorded
in the records of tho plasmapherosis cen-
ter ns required by § 840.73(d).

Tho Commiastoner accepts the com-
moents suggesting that immediate notifl-
callon, by telephonn, of w fatnl ronction
is lmpractical due to tho llme changes
between the East and West coasts, Bec-
tion 640.73 13 amended accordingly.

48. One comment concerning proposed
£ 640.69(h) (incorporated Into new
§ 640.73) Inquired how the proposed
regulations would affect foreign estab-
lishments and suppliers of Source Plasma
(Human).

AT ‘The Commissioner advises that the

2

‘regulations are applicable to all estab-

= lshments, both foreign and domestic,

that Introduce or market Source Plasma
(Human) in the Uniled States.

47. Seven comments concerning pro-
posed § 640.71 (redesignated as § 840 75)
suggested that the Source Plasma (Hu-
man) manufacturer should not be re-
quired o obiain approval for an alter-
nale procedure only at the time of -
consing or tn the form of an amendment
to the Source Plaama (Human) product
license. Tho commeonts sialed that
amendment of the product license re-
quires too much time and thal writlen
approval from the Direstor of the Bureau
of Biologics shiould be adequate.

The Commissioner advises that ap-
proval by the Director of the Bureau of
Blologics of any procedure used in
processing a licensed product consti-
tutes an amendment of the product
license. The time required for approval
depends upon the complexity and com-
pleteness of submitted Information and
not upen the characterizaton of the
processing of such rcquests, Accordingly,
the comments are rejected.

48. Ore comment concerning proposed
§ 640.71 tredesignated as § 640.75) noted
that provisions for an alternnte pro-
codure applicd only (o 8ource Plasma
(Human) futended for manufacturing
into noninjectable products. The com-
ment suggested that the provision should
nl30 apply to plasma (or injectable prod-
ucts, such as plasma from a donhor who
had recently recovered from herpes
roster. Although certain donors may not
mect all the requirements of donor suit-
ability, their plas.ra may be rare and
very valuable in the production of thera-
peutic agents that cannot be obtained
- from plasma of another donor.

The Commissioner concurs with the
suggestlion that alternate procedures
sheuld apply to Bource Plasma (3uman)
Intended for manufucturing into both
injectable and neoninjectable products,
and § 640.73 is so amended in the final
regulations.

49. The Commissioner ia adding new
§ 640.78 % the final regulations to re-
quire that Source Plasma (Human) for
manufsciure into Injectable producta
that has been inadvertently exposed to

RULES AND REGULATIONS

temperatures wurmey than  20° C or
—5* C during storage or shipment, 1e-
spectively, musat be relabeled as “Source

Plasma (Human) Salvaged” and appro--

printe records made of the cause of the
devintion and the corrections taken by
the manufacturer. The new scction is
added i resapouse to a munher of in-
quiried recolved hy tho Bureau of Blo-
logles concernlty heovssary action when
thie storngo or shipping toinpersture of
plasma intended for manutacturing into
Injectable products exceedna that spectNed
in the regulations. In addition, a new
paragraph (b) ls added to §640.70 to
prescribe labeling requirements for such
products.

50. The Cominissioner ls amending
§ 61053 (21 CFR 81083 and § 840.70
(redesignated as § 640.74) to correct the
references, as needed, to section numbers
that have been redesignated.

Therefore, under the Public Health
Service Act (sec. 351, 58 Btat. 702, &8
amended (42 U.B.C. 262) and under au-
thority delegated to the Commissioner
(21 CFR 2.120), Bubchapter ¥ of Chap-
ter I of Title 21 of the Code of Federal
Regulations {s amended as follows:

A. In Part 610, in § 610.63 by revising
the listing for Source Piasms (Human)
to read as follows:

§5610.83 Deiing porlode for specilie

producia.

L L] L] o L]
Houres Plasma In lleu of au sxpiration
Human, date, the wolleation
dale shall appesr on
the Ilahel aa pro-
scribed in § 640.70(s)
{8) of this chapter.

. LS . e L]

B. In Part 640 as follows:

1. I'y §640.4 by revising its heading
and the heading of paragraph (&) (1) to
read as follows:

§ 640.4 Collection of blood.
L e L] L] ®

(d) L] * &

(1) Anlicoagulant citrate dextrose so-
lution (ACD), * * °

2. In § 040.7 by revising parsgraph (2
(1) (1) to read aa follows:

§610.7 Labeling.

L] L] ® L3 [
(a ! & & @
( ! , o ¢ &
(1) Either “ACD", or “anticosgulant
citrate dextroes solution”,
* L] & - L]

3. By revising § 640.60 to read as fol-
lows:

8 640.60 Source Plusma (Human).

The proper name of the product shaill
be S8ource Plasma (Human), The prod-
uct is defined as the fluid portion of hu-
man blood collected by plasmapheresis
and intended as source matertal! for fur-
ther manufacturing use, The definition
excludes single donor plasmsa products
intended for intravenous uss.

(b:' al:d. a:o.n by revising pe.nut)apg
adding new (s
read as follows: pamgraph

$ 010,63 Sustadatiny of dunor,
L) - . . L
by Initial mcdical eraminations 1

Euach donor shall he exnmined by a qual-
ifted llcensed physictan on the day ot
the first donntlon or no more than 1
week hefore the tirst domation and at
aibsequent lutervals of no longer than
1 yenr

) I A donot 1o be Immunired for

the production ot hipgh titer plasma, the
Initnd medient exnminntion shnll be pey-
formed within vo more than 1 week he-

fore the Arst humuniration injection.
The medicnl exumination for plasmn-
pheresis need not be repeated {f the first
dounation octurs within 21 days after the
first injection.

(3) Each donor shall be certified to be
in good health by the examining phy-
siclan. The certification of good herith
shall be on & form supplied by the Ji-
censed establishnient and shall indicate
that _the certification applies $0 the
suitabllity of the tndividua! tc be & plas-
mapheresia donor and, when applicabie,
an immunized donor.

. & L . *

ter Fatlure fo return red blood cells
Any donor who has not had the red
blood cells relurned from a unit of
blood collected durtng & plasmapheresis
procedure or wha has heen n donor of &
unit of whole blood shall not be sub-
Jocted to pliusminpheresis for n period of
8 weoks unlean the donar has hHoen oxam-
ined by a cualifed Moenwed phvaiolsn
and certified by the phvaleinn to be ae-
ceplahle for furllier plamnashereals be-
fore sxplration of tho 8-week naripd

8. In §640.8¢ by revising ihe Intro-
ductory text of parsgraph ¢’ and the
heading of paracraph (¢) (1) {0 read aa
follows:

§610.61  Colb ctinn of bluod for Source
Plasin (Hunan).
L . ° o »

(¢ The anticoagpulant solution, The
anticoagulant solution shall be sterile
end pyrogen-frec. One of the folloewing
formulas shall be used in the fndleated
volumes, excepl that a different formuin
may be used for plamna for manu’zeiure
into noninjectable products 17 1srior o th-
ten approval is obtalned from ths Di-
rector of the Bureau of Blolngics at the
time of licensing or in the furn o an
smondment to the Soivce Plasma
(B(}l}mj))l product lcense

¢ nteoagulant eitrete dertrose a0-
lutlon (ACD), » o ¢ Frose to

8. In §640.856 by revining pa:agraphx

() and () (D and 2} to read as
follows:
§ 610.65 Plurimsphereas.

(®) Procedure-gencral. The plasma-
pheresis procedure ta & proccdure In
which, during a single visit to the satnb-
lishment, bicod is renioved fromw a donor.
the plasma separated from the formed
elements, and at least e red bicod cella
returned to the doncr. Th's procedure
shall be described in detali in the prod-

uct license application.
(b) e @ o
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() () A sample of blood shall be
drawn from each donor on the day of
the first medical examination or plasma-
pheresis, whichever comes first and at
least every 4 months thereafter by a
quaitfied licensed physician or by persons
under his supervision and trained in such
procedure. A serologic test for syphills,
2 total plasma or serum protein deter-
mination, and a plasma or serum protefn
clectrophoresis or quantitative immuno-
diffusion teat or an equlvalent test W
determine imsmunogiobulin composition
of the plasma or serum shall be per-
formed on the sample.

(1)) A repeat donor who does not re-
turn for plasmapheresis at the time the
4-month sample Is due to be collected
may be plasmapheresed on the day he
appears: Provided, That no longer than
6 months has elapsed since the last sam-~
ple was collected, and the physiclan on
the preinises approves the plasinaphere-
8is procedure and so indicates by signing
the donor's record before suct. procedure
is performed. The sample for the 4-
month tests shall be collected on the day
of the donor's return,

(Jif) A repeat donor from whom the

&maphermu center is unable to ob-
& eample for testing as prescribed
in paragraph (b} (1) (§) of this section
for n total perfod exceeding 8 monthg
shall bo processed as o new donor.

() The accumulated laboratory
dnta, Including tmceings. if any, of the
plasma or serum protein electrophore-
sts prttern, the caleilated values of each
component, and the collection records
shall be revicwed by a qualified licensed
physirian within 21 days after the san-
plo 18 drawn to determine whether or not
e donor may continue in the program.
The review shall be slgned by the review-
ing physictun. If the protein composition
is not within normal !imits established
by the testing laboratory, or if the total
protein i3 less than 6.0 grams per 100
milliMiters of samples, the donor shall be
removed from the program until these
values return to normal

1y A donor with a renctive serologic
tost for syphliis shall not be plesma-
phereacd again until the donor’s serum
s tested and found to be nonreactive to
a seroioglc test for ayphills, except as

tded in paragraph (b} {(2) (1) and

) of this section.

(i) A donor whose scrum s deter-
mined Lo have a biologic false-positive
reaction to a serologic test for syphills
1any be pinsmapherosed: Provided, That
the donor's file identifier the rerulogic
teat for avphilis and results used to con-
Airm the biologic false-positive roaction
and indicates that the physician on the
premisca has determined the false-pesi-
tive reaction is not the reault of an un-
derlytng dlsorder that would disquality
the donor from participation in the plas-
mapheresis program. If the serologic test
for syphilis is performed at a facility
other than the plasmapheresis center,
al? appiicable provisions of § 840.71 shall
be med.

(iv) A donor with & reactive serologle
test for sybhilis may be plasmapheresed
only te obtein piasma to be used for fur-

RULES AND REGULATIONS

ther manufacturing into control serum
for the serologic test for syphilis: Pro-
vided, That the physiclan on the prem-
ises approves the donation, the donor’s
file contains a signed statement from a
physiclan or clinjo establishing that
treatment for syphills has been initiated
and that continuance in the plasma-
pheresis program will hot interfore with
or jeopardire the treatment of the
syphilitio donor.

7. By revising ¢ 640.67 to read as fol-
lows:

§ 640.67 'Tost for hepatitie B aurlaco
antigen,

Ench unit of SBource Plasma (Human)
shall be nonreactive to a test for the
hepatitis B surface antigen as prescriocd
in §4 610.40 and 610.41 of this chapter,
except insofar as permitted in § 610.40(d)
(2) and (3) of this chapter.

8. In § 640.68 by revising paragraph
(a) to read as follows:

§ 640.68 Procoming.

‘u) Sterile system. All administration
and transfer sets Inserted into blood con-
tainers used for processing Source
Plasma (Human) intended for manufac-
turing into injectable or noninjectable
products and all Interior surfaces of
pinsma containers used for prooessing
Bource Plasma (Human) intended for
manufacturing into injectabls products
shall be sterfle, pyrogen-free, nontoxio,
and compatible with the contents under
normal conditions of use. Only Bodium
Chioride Injection USP shall be used as
& red blood cell diluent. If the method
of separation of the pasma intended for
injectable products involves a system in
which ap alrway must be inserted into
the plasma contalner, the airway shall
be sterile and constructed ao as to ex-
clude microorganisms and maintsin a
sterile system.

* - . L L

9. In §640.69 by revising paragraphs
(a), (b}, and (c) and deleting paragraphs
e}, (1), and (3>, as follows; )

§ 630.69 General requircments.

\n) Pooling. Two unils of Source
Plaama (Human) from the same donor
may be pooled if such units are cullected
during one plasmapheresis prooedurs:
Provided, That the pooling is done by a
procedure that does not introduce & riske
of contamination of the red blood cells
angd, for plaamua intcnded for inleciable
products, gives maximum assuranes of &
sterile contatner of piugma.

(1} The pooling of pinama froin two or
more donors s nol permitied in the
manufacturs of Source Plasma (Human)
intended for manufacturing into inje.t-
@ble products.

(2) Thu pooling of plagwna from two or
more donors by the manufacturer of
Source Plasma (Human) intended for
manufecturing into noninjectable prod-
ucts is permitted: Provided, That the
plasma {rom two or more donore 13 podled
alter the plasma has been removed {rom
the red blood ceils, and after the sed
biood cell containers are sesled.

- “Crution:
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(h) Storage Immediately niter Alling,
plasma Intended for manufacturing uto
injectable products shall be stored at a
temperature not warmer than 20° C., ex-
cept for ptasma collected as provided in
§ 640.74. Plasma lntended for nanufac-
turing Into noninjcctable products may
be stored at temperntures appropriate
for the intended use of the finnl product,
provided these temperatures ure included
in the Bource Plasma (Humun) lioowso

npplication.
(c) Juspeefion Bource Plaamn -
man? intended for manufacturing into

Injectable products shall be inspected for
evidence of thawing st the time of -
suance, except that inspectien of Indi-
vidual plasma containers nced not be
made if the records of continuous mon-
ftoring of the storage temperature es-

tablish that the temperature remained at aie

—320° C or colder. If there in evidence that
the storage temperature has nct been
maintained at --20° C or colder, the
plasma may be relabeled sand {ssued as
provided in § 640.76(a).

. L] Ll @ .
(e)-(g) Renoveci}

10. By redesignatling present § 640.70
Modification of Source Plasma {Human)
as § 640.7¢4 and adding new § 640.70 o
read as follows:

§ 640.70 Fabeling,

(a) In addition Lo the labeling require~
ments of § 610.62 ¢ this chapter, und Iin
lieu of the requivementa in §8 610 80 and
610.61 of this chajtor, the following in-
formation ahall appeir on the label af-
fixed to each container of Bource Plnsma
(Human) ¢

(1) The proper neme of the produet

(2) The statement “"Caution For Man-
ufacturing Use Only' for products in-
tended for further manufecturing into
fnjectable products, or the statement,
For Use In Munufacturing
Noninjectable Products Only". for prod-
ucts intended for further manufaciuring
into noninjectable products. The state-
ment shall follow the proper name in the
same size and type of print as the proper
name.

(3) The statemcnt “Store ni -- 20" C.
or colder”: Provided, That where plasma
18 Intended for manufacturin;: into non-
injectnble producls, this gtatemment may
bo omitted If replnced by a statement of
the temperature approprinte {4y the Anal
product ta be prepured from the plasma.

(4) The total volume or weiglit of
plasinn and tolal quantity and ¢ype of
anticongulant uzed

) The donor number or individimd
bleed numbor, or both. T{ nlusma is
pooled from two or more donors, elther
nll donor numbers, alt bLleed numbera, or
o pool number that s tracenbic to each
individual unft comprising the pool.

{6) The collection date cf the plasma.
If plasma tntended for manufacturing
into noninjectable products ‘s pooled
from twe or mare donors, efther the col-
lection date for cach donation or Lhe col-
lection date of the oldest unttin tixe nool:
Provided, That the pooling reer~ds show
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.- .{Human)
) 640,78,
~proper name of the praduct, the labeling
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the coliection date for each unit com-
prising the pool.

(D A statement as to whether the
plasma was collected from normal do-
nors or from tmmunized donors, In the
case of immunized danors, the 1abel shall
state thie immunizing antigen.

(8) The Lest for hepatitis B surface
antigen used and the results.

(9) When plasma collected from a do-
nor is reactive for the serologic teat for
syphills, a statement that the plasina is
reactive and must be used only for the
manufacturing of positive control re-
agenta for the serologic test {or syphillis.

(19) Name, address, and license num-
ber of the manufacturer.

(b Source Plasma (Human) diverted
for Source Plasma (Human) Balvaged
ghail be relabeled “Source Plasma
Balvaged” as prescribed in
Immediately following the

shall conspicuously state “CAUTION:
DO NOT USK FOR PRODUCTS RE-
QUIRING LARILE FACTORS” and,
wiwere  applicable, “STORAGE 7TEM-
PERATURE EXCEFEDFD --20° C or
“SHIPPING TEMPERATURE EX-
CEEDED —-56° C.”

11. By adding new § 640,71 Lo read as
follows:

§ 610,71 Munaincinring renponsihilivy.

ta) Al steps In the manufacture of
Bource Plamma (Human), incinding
donor exammination, blood collection,
plasmapheresis, laboratory testing, label-
ing. storage. and issuing rhall be per-
formed by personnel of the establish-
ment lcensed Lo inanufacture SBource
Plasma (Humen), except that the fol-
Jowing tests may be performed by per-
sonnel of an estnblihment licensed for
blood or blood dertvatives under section
851(a) of the Public Health Service Act,
or by a clinical laboratory that mests the

estandards of the Clinical Laboratorles
. fmprovement Act of 18687 (CLIA)

(42
U.R.C. 283a); Prortded, The establish-
ment or the clinieal laboratory I8 guall-
fled Lo perform the nssigned test(s).

(1) 'I'he test for hepatitis B surface
antigen.

(2 The total plasma or serum protein
and the quantitative test for ploama or
tum proteins or for immunoglohullns.

(3) The serologic test {or syphilis.

() Buch testing rhall not be cone
sldered divided manufacturing, which re-
gnites two product lcenses for Bourco
Plasmia (IZuman) : Provided, That

(1) The resulls of such tests are main-
talned by the establishinent licensed for
Bource Plasma (Hum:an) whereby such
results may be reviewed Ly a llcensed
physician as required in § 640.65(b) (2)
and by an suthorized representstive of
the Food and Drug Administration.

(2) The Bource Plasma (Human)
manufacturer has obtained a writlen
pgreement that the tesiing laboratory
will permit authorized representatives of
1he Food ang Drug Administration to in-
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spect its testing procedures and tacili-
ties during reasonable business hours.

€3) The testing Inboratory will partici-
pate In any proficiency testing programs
undertaken by the Bureau of Bfologics,
Food and Drug Adminiatration. -

12. By adding new § 640.72 to read as
follows:

§ 640.72 Records,

(n) In addition to the recordkeeping
requirements of this subchapter, the fol-
lowing records shall be maintained:

11) Documentation complled every 3
months establistilng that the shipping
teniperature requirements of § 800.15 of
this title and § 640.74(b) (3) are being
met for Source Plasma (Human) in-
tended for manufacture into injectable
producta. .

(2) For each donor, a separate and
complete record of all initlal and
periodic examinations, tests, laboratory
data, interviews, etc., undertaken pur-
suant to §§ 640.63, 0640.85, 640.66 and
640.67, except that negative test resulls
for the detection of the hepatitis B sur-
face antigen and the volume or welght of
plaswia withdrawn from a donor need
not be kept on the individual doner
record: Irovided, That such informna-
tion s maintuined on the premison of
the plasmaphersals conler where the
donor's plasmin hes besn collected.

(3) The ortginal or a clear copy of the
donor's written consent for participation
in the plasmaplieresis program or for
tmmunization,

(4) The certification of the donor's
good health as prescribed in § 840.63(b)
Q.

(6) 1f plasma that is reactive to A
serologic test for ayphlils is issued as
prescribed in § 840.65(h) ¢2) (1v), the dis-
tribution reeords shall indicate by hum-
ber those units that are reactive.

() kach donor record must be direct-
ly crosa-referenced to the unit(s) of
Bource Plusma (Human) associated with
the donor.

(¢) It a repeat donor s rejected or &
donor's plasma is found unsultable, the
donor's record shall contain & full ex-
planation for the rejection.

(d) ¥ & donor hns A reaction while on
the plasmapheicsis premises, or a tonor
reaction I8 reported to the center afler
the donor has left the premises, the
donor's record shall contain a full ex-
planation of the reartion, including the
measures taken to assiat the donor and
the outcoine of the incident.

13. By adding new 3 640,73 to read as
follows:

§ 640.73 Reporting of (atal donor re-
nctions.

If a donor has a fatnl reaction which!
in any way, may be associated with
plasmapheresis the Director of the Bu-
renu of Blologics shall be notified by
telephone 88 soon as possible. ¢ the
facility is foosted outside of the con-

tmentsl United States, notificatlon by
cable or telegram shall be acceptable.

14. By amending redesignated § 640.74
(formerly § 640.70) by revising para-
graph (hi (4r to1end as follows:

8§ 610.7¢ Mudihvution of Source Plamua
(Huwian).

. . S

b

(41 The lubel affixed to eoch con=
Lainer ol liquid Source Plasma tHuman)
shidl contain. In addition to the informa-
tion reguited hy § 640.70(a) but exclud-
ing § 640701 tr . the nume of the
manufacturct of the finul blood dertva-
tive product 1or whom It was prepared.

-

. .

¢ s .

. . . s

15. By adding new &% 640 .76 and 640.76
Lo read as follows

§ 640,75

Soutce Plamna «Human mav be col-
lerted and procewed i variahce with
one or more of the reguirements of thiy
cubpart, including the Heensing tequlve-
ments: Provided. ‘Phat prlor approval for
such allernnte procedures ls obtalned
from the Director of ihe Bureau u! 3jo-
logics. Buch appmoval mav be obtalncd
orally but must be followed by » written
raquest and n written approval.

B 610,76 Pioducts storcd or sbipped i
unneeepinble itmporntnrce.

o) Source Pheana (Human Intended
for manutacun e inlo ingeciable products
that Is indvertently exposcd to o storage
tempersture waimer than --20 € and
colder than 10 € may be issucd only if
Inbeled B8 “Source Plagma (Human? Sal-
vaged'. The nbel shall be revised before
fssuance and appropriare records shall
be maintained dentifying the units in-
volved, Lhelr disposition, and fuily ex-
plaining the conditions that caused ihe
temperature cxposure

(1) Souvrce Plasma (Humnn) {for man-
ufacture Into mniectable products that is
inndvertently exposed to shipping tem-
peratures warner than - 3° C ond colder
thun 10" C shall be labeled by the plasma
dertvative manufacturer was “Bource
Piaams (Ifuman) Salvaged”’, Appropri-
ate records shetl be matntained tdeniify -
Ing the units involved, thelr disposition,
and fully explatning the conditions that
eaused the accldental temperatine ex-
posure,

() Bource Plasma «Huunan) shall be
relabeled as “Source Filasma (Human?
Ralvaged' by covering the originnl iabel
with sither (1) a complete new label con-
taining the nppropriate infornnation or
(D 8 partial label affixed to the original
jabel and containing the appropriate new
information, which covers the incorract
information regarding sborage ‘ompera-
ture.

Egective date. This reguiation shall be
effactive on May 11, 1878

Plasmaphoereses estabiishments hat
have not previously submitted license ap-

Ahernnte procedures.

-
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plications because they were producing
source plaama Intended for noninjecta-
ble use only ghall filc an establishment
and product license application by May
11, 1076

Plasmaphereses  eatablishmenta that
have pending or approved license appli-
cations for Bource Plasina (Human) in-
tunded for Injectable products shell file
appropriate amendmmenta by May 11,
1974,

Until such time as finnl action has been
taken regarding approval or dental of &
scemingly valld license application or

amendment, cstablishinents may con-
tinue o ghip Source Plasimma (Human):
Provided, That these additional stand-
ards for Bource Plhsma (Human) are
being adhered to in all respects.

(Bec. 351, 68 BlaL, 703, as amended (42 US.C.

443)) .
Dated: March 4, 1976
_Bam D. Fine,
Assoclate Commissioner for
Compliance.

{PR Doc. 76 0809 Fiied 3-11-76,8 46 am]
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