§ 630.87

ure. of each filling, including all re-
wilts of each test for which test results
ire requested by the Director, Bureau
if Biologics. -

(il A total of no less than two 25-
nilliliter volumes, in a “frozen state
—60° O), of preclarification bulk mea-
les component contaming no preser-
ative or adjuvant,

(iii) A frozen 5-milliliter sample of
he smallpox component prior to any
ilution or filtration.

(iv) A sample- consisting of no less
han sixteen 10-dose vials, or twelve

5-dose vials, or ten 50-dose vials of

anceine in final labeled containers,
lus sufficient diluent in final labeled
antainers to reconstitute the vaccine.
(2) In addition to the requirements-
f paragraph (eX1) of this section,

henever a new measles production

ed lot, is introduced, or whenever the
ource of measles cell culture subtrate
st be reestablished and recertified,

unples consisting of no less than 100
illiliters in 10-milliliter volumes, in a -

ozen state (—60° C), of the bulk mea-
es component after clarification and
mtaining stabilizer but no preserva-
ve or adjuvant, taken from each of §
insecutive lots of the bulk vaccine.

(3) The product shall not be issued:
r the manufacturer until written no-
fication of official release of each

ling of each lot is received from the-

irector, Bureau of Biologics.

B FR 32068, Nov. 20, 1873, as amended at
FR 6779, Feb. 14, 1975; 41 FR 10430, Mar.
, 1975; 42 FR 27582, May 31, 1977]

i30.87 Equi%t@'ient methods.

Modification of any particular man-
acturing method or process or the
nditions under which it is conducted
. set forth in the additional stand-
ds relating to Measles-Smallpox Vac-
1e, Live (§§630.80 to.630.86, inclu-
'e), shall be permitted whenever the
wnufacturer presents evidemce that
monstrates the modification will
ovide assurances of the safety,
rity, and potency of the vaccine
.1t are equal to or greater than the
jurances provided by such stand-
is, and the Commissioner of Food
d Drugs so finds and makes such
ding a matter of official record.
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 § 640.63

tions are being made, whole blood is
being collected, and red blood cells are
being returned to the donor.

§ 640 63 Smtahlhty of donor.

ability of a donor for Source Plasmasa
(Human) shall be determined by a
~ gualified licensed physician or by per-
sons under his supervision and trained
in determining donor suitability. Such
determination shall be made on the
- day of collection from' the donor by
means of a medical history, tests, and
such physical examination as appears
. necessary to the gqualified hcensed
' physician.

(b) Initial medical examinations. (1)
Fach donor shall be examined by a
gualified licensed physician on the day

of the first donation or no more than’
.1 week before the first donation and at’

subsequent mtervals of no longer than
1 year.

(2) If a donor is to be Jmmumzed for‘

the production of high titer plasma,
the initial medical examination shall
be performed within no more than 1
- week before the first immunization in-
jection. The medical examination for
plasmapheresis need not be repeated if
the first donation occurs within 21
days after the first injection.
- (2) BEach donor shall be certified to
be in good health by the examining
physician. The certification of good

' health shall be on a form supplied by

the licensed establishment and shall

" indicate that the certification applies

to -the suitability of the individual to
o¢ a plasmapheresis donor arnd, “when
apphcable an immunized donor.
(c) Qualification of donor. Donors
shall be in good health on the day of
doaation, as indicated in part by:
(1) Normal temperature;
(2) Demonstration that systolic and
. diastolic blood pressures are within
- normal limits, unless the examining
physician is satisfied that an individu-
al with blood pressures outside these
limits is an otherwise gualified donor
urder the provisions of this section;
(3) A blood hemoglobin level of no
less than 12.5 grams of hemoglobin
per 100 milliliters of blood;
(4) A normal pulse rate;

Title 21—Food and Drugs

(5) A total serum protein of no less
than 6.0 grams per 100 milliliters of
serum;

(6) Welght, which shall be at least

‘ 110 pounds;
. (a) Method of determining. The suit- =

(7) Freedom from acute respira.tory
diseases;

(8) Freedom from any infectious -

skin disease at the site of phlebotomy
and from any such disease generalized

to such an extent as to create g risk of .
.contamination of the plasma,; .

(9) Freedom from any disease, other

than malaria, transmissible by blood . -

transfusion, insofar as can be deter-
mined by history and exammations in-
dicated in this section;

. (10) Freedom of the arms and fore-

arms from skin punctures or scars in-

" dicative of addiction to self-injected -

narcotlcs.
"(11) Freedom from a history of vn'al
hepatitis;

(12) Freedom from a history of close.
contact within six months of donation

with an individual ha.ving viral hepati-
tis;

(13) Freedom from & history of -

having received, within six months,

human blood or any. derivative of

human blood which the Food and

Drug Administration has advised the .

licensed establishment is a possible
source of viral hepatitis, except for
specific immunization performed in ac-
cordance with § 640.66 of this part.

(d) General. Any donor who, in the
opinion of the interviewer, appears to

be under the influence of any. drug, al-

cohol, or for any reason does not

appear to be providing reliable an-

swers to medical history gquestions,
shall not be consuie; ed a suitable
donor,

(e) Failure to return red blood cells.
Any donor who has not had the red
blood cells returned from a unit of
blood collected during a plasmaphere-
sis procedure or who has been a donor

“of a unit of whole blood shall not be

subjected to plasmapheresis for a

_period of 8 weeks, unless:

(1) The donor has been exammed by
a qualified licensed physician and cer-
tified by.the physician to be accépt-
able for further plasmapheresis before
expiration of the 8-week period;
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~ (2) The donor possesses an antibody
that is (i) transitory, (ii) of a highly
unusual or infrequent specificity, or
(iii) of an unusually high titer; and
'(3) The special characteristics of the
antibody and the need for plasma-
pheresing the donor are documented.

138 FR 32089, Nov. 20, 1973, as amended at
41 FR 10768, Mar. 12, 1976; 43 FR 9805, Mar.
10, 1978; 43 FR 12311, Mar. 24, 1978]

-§64064 Collection of blood for Source :

Plasma (Human).

(a) Supervision. All' blood for the
collection of Source Plasma (Human)
shall be drawn from the donor by a
qualified licensed physmla.n or by per-
sons under his supervmlon trained in
the procedure.

(b) Blood containers. Blood contain-
ers and donor sets shall be pyrogen-
free, sterile and identified by lot
number. The amount of anticoagulant
required for the quantity of blood to
be coliected shall be in the blood con-
tainer when it is sterilized. ,

(c) The anticoagulant solulion. The

' anticoagulant solution shall be sterile .

and pyrogen-free, One of the following
formulas shall be used in the indicated
volumes, except that a different for-
mula may be used for plasma for man-
ufacture into noninjectable products if

~ prior written approval is obtained

from the Director of the Bureau of
Biologics at the time of licensing or in
the form of an amendment to the
Source Plasma (Human) product li-
cense, i

{1) Anticoagulant citrate demtrose SO-

' ~ lution (ACD).

Tri-sodium citrate 22,0 grams
(NRsCsH: 0, 2H,0).

" Citric Acid (CeHsOrH1O ovvvnnee. 8.0 grams
Dextrose (CoHuOd:0) e 24.5 grams
Water for lmectxon (U.B.P.) 1,000 milliliters

to make. .
Volume per 100 milliliters 15 milliliters
blood.

(2) Antzcoagulant cztrate phos;phazfe
dextrose solution (CPD).

Tri-sodium citrate 26.3 grams
(NasCeH,0:-28.0).

Citric acid (CH,O-H.0)............ 3.27 grams

Dextrose (C:H ;O HiO) eeennennns 25.5 grams

Monobesic sodium phosphate 2.22 grams
(NaH,PQH.0). -

§ 640.65

Weter for njection (U.8.P.) . 1,000.mllllliters
to make, N
Voalume per 100 rnilllliters

blood.

14 miliiliters

(3) Anttcoagulant sodwm citrate so-.
lution.

Tri-sodium cltr-ate 40 grams

(NasCH, 0, 2H O ),

Water for Injection (U.S.P.)
to make.

Volume per 100 mllullters of
hlood. :

(d) Donor identification. Each unit
of blood and plasma shall be so
marked or identified by number or
other symbol so as to relate it directly
to the donor.

(e) Prevention of contamination of
the blood and plasma. The skin of the
donor at the site of phlebotomy shall
be prepared thoroughly and carefully
by a method that gives maximum as-
surance of a sterile container of blood.
The blood -shall be collected, the
plasma separated, and the cells re-
turned to the donor by aseptic meth-
ods in a sterile system which may be
closed, or may be vented if the vent

1,000 milliliters

10 milliliters

protects the blood cells and plasma

against contamination.

[38 FR 32088, Nov. 20, 1873; 39 FR 13632,
Apr. 16, 1974, as amended at 41 FR 10768
Mar. 12, 1976] :

§ 640.65 Plasmapheresls

() Procediyre—general. The plasma-
pheresis procedure is a2 procedure in
which, during a single visit to the es-
tablishment, blood is removed from a
donor, the plasma separated from the
formed elements, and at least the red
blood cells returned to the donor. This
procedure shall be described in detail
in the product license application.

- (b) Procedures—specific  require-

" ments. ‘The plasmapheresis procedure

shzll meet the following requirements:
" (1xi) A sample of blood shall be
drawn from each donor on the day of
the first medical examination or plas-
mapheresis, whichever comes first and
at least every 4 months thereafter by

" a qualified licensed physician- or by

persons under his supervision and
‘trained in such procedure. A serclogic
test for syphilis, a total plasma or
serum proteinn determination, and a .
plasma or sermam protein electrophore-
sis or quantitative immuno-diffusion
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