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A. SOURCE PLASMA (HUMAN) 

I . Dc5criiation 

SOURCE PLA A (HWMN) is defined as the 'fluid portion of human blood which has been stabi l ized against clotting, col lected by plasmapheresis, and is intended as source material for further manufacture into blood' derivatives intended for injection. 

2. Specifications 

{ a. Each unit conta i ner of SOURCE PLASMA (HUMAN) shal l be uncolored,

hermetically sealed, steri le and pyrogen-free, permit clear vis-ibi lity OF the contents, and shal l be nonreactive with the plasma 
• 
contents under conditions of storage and use so as not to alter the safety, qual ity, purity, or potency of the plasma. The unit shall be marked or identified by a number or other symbol which relates directly to the donor. 

b. SOURCE PLASMA (HUMAf ) shal l not contain a preservative. 
c. Each unit of SOURCE PLASMA (HUMAN) shall be nonreactive for hepatitis .8 surface antigen when tested by a suitable test system of third generation sensitivity. 

d. Each unit of SOURCE PLASMA (HUMAN) shall consist of plasma col lect-ed from the same donor during a single plasroapheresis procedure of that donor. 

e. Each unit of SOURCE PLASMA (HUMAN) shal l be handled and s tored, inn~ediately following filling, at not warmer than -200C. 

f. A label shall be affixed to each unit of SOURCE PLASMA (HUMAN) delineating the fol lowing information: 

I. The proper name of the product. 2. Name and address of the manufacturer. 
3. Donor number. 
4. Col lection date of the Plasma. 
5. The statement: "Caution: For ManuFacturing Use Only". 6. The statement: "Store at -200C or colder". 7. A statement as to whether the plasma was col lected from normal donors or from immunized donors. In the case of immunized donors, the label shal l state the immunizing antigen. 8. The total volume of plas:nna and total quantity and type of anti-coagulant used. 
5. The test for hepatitis B surface antigen used and the results. 
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SUITABILITY AND SAFETY OF DONOR 
Thu su'i tabi 1 i ty of a 

ti Physician or by donor slra! 1 tie dc:tcrni, nod b ,x.. donor 
Suitability

under his 
supervision Y 4ua~1ilicd !i and trained ccnsed 

in determining Method .~, of 
 SOlcctin g honor • 

Informed Consent

The ►vr i t tcn Consentafter a qualified licensed 
a Prospective donor of the i.censed physician has explained 

shah be obtained Yom' Procedure to the rplainedshal l Prospective donor. the hazards_ include the risks oF. The ex 1or is h a hemol P anation YPerimnunized, yt'c transfusion closure and be made in suthexplanation shall cansistCof 
ion if dC:►-a 'consent be given and a Clear

a 

 
that i such dis-that ntellirefu and informed b• Medical °PPortunity to refuse~, ~.•. Examination is presented 

Each donor shall f
the day be exam lhed r:..;   of the fir by a 4ua l i fi edfirst 

donation licensed first donation °r not rriore PhYs i c i an on r' • the examining be certified than 
one week and sha 11 prior to at subse, 

 Physician. Medical 
to be ;n good health b 

~' ~" 
',•" examinati°ns Y tLucnt intervals r~i . .. 

2. 
of no longer than 1 shal l be per FormedQualif' °n of Year, 

ti $cati 
Donor 

r th~ The 
determination 

g na 
of the sui tab ili y ication tests and medi

# a donor shall include 
the fol-

ation cal . •. 
history r . 

, on the day r  of each doe-r;~,< a. Age:. . 21 66 years of age, except4. w~ laeion acknowled 1Yhe ges• 18 re lacalor a minor be +►een Years of age to be the „governmental I eg i s-
y, `. 3 a parent or guardian 

ages of 18 - 21 can gain written

g ia of consent 
consent from Oral 

:Temperature: 98.6° F + 1.0°F, 
y c Tnt, 1'i'rot~~in: hint 1 of Iris thin mi l l'i i i ters• of Plasma. 6.0 J'rs irtd not more t_ ,3rr c

;iR}k•+day' Y' o d .  9- 0
, r Sti 1 4lerght Minimum 110 Pounds _ ounds. 

i 
l w 

e• . , Blood. licmoylobi.n: Not lc$s than 12,r 
f• Mieroherratoeri t: Not

'yens per 100 mi I 1 i l i tors.

$) 

NOTE  "Mi crop  less than 38? e~~.'rtocrit determine 
(fen b or lr la hemog 1 Ob i r, , n de. terarinal'ions. Lions may be made in lieu ~of

zw ~L s s*J
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gr Blood Pressure: Systolic 90-180; diastolic 50-100. 

y. : , a ~ ;lye • ~- • 
h Pulse R.htc: 517 - 100 per minute:

l 'i Hepatitis B Surface Antigen (HBsAg):' Freedom from a history of 
° reactivity to a suitable third generation test. 

j Syphilis; Nonreactive serological test on the day of initial 
donation and every four • (4) months thereafter. 

k.' Serum Protein Electrophoresis: Normal serum protein composition 
- ç on the day of intial donation and every four (4) months thereafter. 

1.::"`Freedom from acuto respiratory diseascs. 

m.• Freedom from any infectious skin disease at the site of phlebotomy 
.:.:..and from any such disease general ized to such an extent as to crQate 

a risk of contamination of the plasma. 

n. Freedom from any disease, other than malaria, transmissible by blood
r=:~c transfusion, insofar as can be determined by history and examination: 

'tF~ rrs indicated .in, this section. 

b: „Freedom of the arms and forearms from skin punctures or sears 'indi-
_ =.cative of addiction to self-injected narcotics. 

p. Freedom from a history of viral hepatitis. 

q...Freedom from a history of close contact within six months of donatio, 
with an individual having viral hepatitis. 

r. Freedom from a history of having received, within six months, human 
•.blood or any derivative of human blood which is a possible source 
of viral hepatitis. 

,General 

An donor who; in the opinion of the interviewer, appears to be under 
the Influence of any drug, alcohol, or for any reason does not appear 
to be providing"reliallc answers to medical history questions, shatl-

J not be cons idured a suitable donor. 

4i. Continued Donor Suitability 

The accumulated laboratory data and col lection records of the donor 
shall be reviewed by a licensed qualified physician every four months 

• to determine and certify whether or not the donor may continue on the 
plasmapheresis program. This detailed review shall be completed within 

• 21 days following the collection of blood samples for the serologic zest 
: .;. for syphi l is and the seru.n protein electrophoresis. 
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C. PLAS14APHERESIS PROCEDURE 

The plasnmapheresis procedure is defined as the procedure in which blood is removed from a donor, the plasma separated from the formed elements, and the formed elements returned to the donor, during a single visit to the plasmapheresis establishment. 

1. Medical Supervision 
A qualified licensed physician shall be on the premises when donor suitabil ity is being determined, immunizations are being made, whole blood is being collected, and red blood cel ls are being returned to the donor. If a physican is not physical ly on the premises, he must be avai lable within 15 ml nu tcs.. 

2. Anticoagulant Solution 
The anticoagulant solution shall be steri le and pyrogen-free. One of the fol lowing formulas shall be used in the indicated volumes. 

a. Anticoayulant Citrate Dc_xtrosc Solution (ACD) 
In -sodium citrate 
(Na3C61.tS07-2H20) ---------------- ------22.0 grams

Citric Acid 
C 

( 0 .H20)---------------8 6H8 7  .O grams 

Dextrose (C6H1206H20)------------------2h.5 grams 

Water for injection (U.S.P.) to make---1,000 milli liters 

Volume per 100 milli l iters blood------- 15 mill i liters 

b. Anticoagulant Citrate Phosphate Dextrose Solution (CPD) 
Tri-sodium citrate 
(Na3C6H507•H20)------------------------26.3 grams 

Citric Acid (C6H807•F120)--------------- 3.27 grams 

DLxtru5c ( C61112061i.~0 ) --------------- --- 25.5 drams 

Monobasic Sodium Phosphate 
(NaH2PO4•H20)-------------------------- 2.2 drams 

Water for injection (U.S.P.) to r,;ake---1,000 mi l l i liters 

Volume per 100 mil l i liters blood------- l4 mi l lil iters 
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C. AnticoaryUIant SrAlirurr Citrate Solution 
Tri- ::uilium CILr, ft
(Na3C6H507.2H20)-----------------.---------- 10 gams 

Water for injection (U.S.P.) to make-----1,000 milliliters 

Volume per 100 mil liliters of blood------ 10 mil l iliters 
3. Whole Blood Volume 

• a. The amount of whole blood, not including anticoagulant, removed from a donor during a plasmapheresis procedure or in any 48-hour period shal l not exceed 1,000 mi lli l iters unless the donor's weight is 175 pounds or greater, in which case the amount- of whole blood, not including anti-Coagulant, removed from the donor during a plasmapheresis procedure or in any 48-hour period shal l not exceed 1,200 mi l lil iters. 

b. The amount of whole blood, not including anticoagulant,removed from a donor within a seven-day 
l 

i isnot
exceed 2,000 mi l liliters un less the donor's i weight 175 pounds reatcr, or 0 , in which case the amount of whole bloodnot ineludinil anticoagulant, rcrrioved from t1,e donor during a seven-day period shal l not exceed 2, 400 mi I l i l i tern

c. No more than 500 mi l lil iters of whole blood shal l be re-moved from a donor at one tiria, unless the donor's weight is 175 pounds or greater, in which case on more than 600 mi ll iliters of whole blood shall be removed from the donor at one time. - 

d. The plasma shall be separated from the red blood cells 
immediately after blood collection. The maximum feasible volume of red blood cel ls shal l be returned to the donor 
before another unit is col lected. 

4. Sterile System 

Al l surfaces that -come in contact with the pla :n hal l be both sterile and pyrogen-free. If the method of separation involves a vented system (i.e., where an airway roust be inserted into a container for withdrawal of the plasnm) , the airway and vent shal l be steri le and constructed so as to exclude microorganisms and maintain a sterile system. 
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. Donor 
Identification System 

A donor 
ident;f,catjQn nur:ibering systcu, slial I be es tab iished 

that pos ive►y icfent;f;as c.,ch donor and ruIatcs such donor
directly to his blood and his plasma as wel l as

 _ fated records and 
laboratory to 

ccum 

Y data. Such system shal lsinclude 
either a photograph of each donor which shall be used on each 
visit to confirm the donor's identity that provides equal or greater 

assurance of 
some other method

fying the donor, positively identi- 

{ b. Storage 

i n"med i s to l Y a-2000r fal l ing, the plasura shal l be stored at not 
warmer than -20°C. C. 

7• Pool ing 

Two units of SOURCE PLASMA (HUMAN) from the same donor may be 
pool;d if such units arc col lected during one plasmapht r•c~is 
procedure: Provided, that the that does not introduce a risk ofoeontaniynat

l ing r 

ion
e 

bof
y 
a the 

oredure cel ls and, 9;ves moxirnuno assurance of a 
red bloodsteri le container ofPlasma.

- . SOURCE PLASHA (IHUMAN) sha l I be i nsp~ c trJ fo, . at the time of issuance, except that 
;nspectionrofr'in to divichawiny 

plasma containers need not be made if the records 

ofcontiinuous 
monitoring of the storage 

temperature establish that the tempera-
ture remained at -2O°C or colder• 

9• Pi lot and Laboratory Samples 

Pi lot and laboratory samples shall he marked or identified by 
number or other symbol as to relate Chem to the individual donor 
whose identity shal l be establ ished at the time of determination 
of donor suitabi lity and of 

plasn,apheresis. 
ID. failure to Return Red Blood Cel ls 

Any donor who has not had the red blood cel ls returned from a 
unit of blood col lected during a piasmapheres;s who has been a donor of a unit of 

Whole blood 
procedurb or 

Sh jected to 
plasn,apheresis for al l not be sub-

has b 
by arn examined  a p 

Period o, 8 weeks unless the donor by the Phys ic ian to 
be acceptable 

l icensedd  physician and certified fore expiration of p, r for further 
plasr:,apnaresis sc-the 8 week period, 
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D. GOOD MANUFACTURING PRACTICES 

1 , Organization and Personnel 

A SOURCE PLASMA (HUMAN) establ ishment shal l be under the 

direction of a designated, qualified person who shal l ex-

ercise control of the establishment in all matters. 

The director shall have an understanding of the scientific 

principles and techniques involved in the delivery of 

blood services and shal l have the responsibi lity for ensuring 

that employees are adequately trained in standard operating 
procedures and that they are aware of the appl ication of 

good manufacturing practices to their respective functions. 

The personnel responsible for the col lection, processing, 

compatibi l ity testing, storage or distribution of blood 
or plasma shal l be adequate in number and have adequate 

educational background, training and experience, to ensure 

that the final product has the requisite safety, purity, 

- potency identity and effectiveness. 

2. Facil ities 

Faci lities shall be maintained in a clean and orderly manner, 

and shal l be of suitable size, construction and location to 

faci litate adequate cleaning, maintenance and proper operations. 

The faci lities shall: 

a. Provide adequate space for the following: 

1) Private and accurate examination of individuals 

to determine their suitabi l ity as plasma donors. 

2) The withdrawal of blood from donors with minimal 

risk of contamination, or exposure to activities 

and equipment unrelated to blood or pla;nea col lection. 

3) Sturagu of blood or plasma pending completion 

of tests. 

4) The quarantine storage or plasisa in a designated 

location pending repetition of those tests that 

ini tial ly gave questionable serological results. 

5) The storngc of plasma prior to distribution. 

6) The orderly collection, processing, storage and 

distribution of blood and plasma to prevent 
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6) contanrinatiun. 

7) The adequate and proper performance of al l steps in plasmapheresis.' 

8} The orderly conduction of all packaging, labeling 
and other finishing operations. 

b. Provide adequate l ighting, ventilation and screening of open windows and doors. 

c. Provide for safe and sanitary disposal for the fol lowing: 

1) Trash and items used during the col lection, process-
ing and compatibi l ity testing of blood and plasma. 

2) Blood and plasma not suitable for use or distribution. 

3 Equipment 

a Equipment E u i men t used in the col lection, processing, compati-
bi l ity testing, storage and distribution of blood and 
plasma shall be maintained in a clean and orderly manner and located so as to faci litate cleaning maintenance. The equipment shall be observed, standardized and calibrated on a regularly scheduled basis and shal l perform in the manner for which it was designed so as to assure con~-

~' pliance with the official requirements for SOUIcCE I'LALMA (HU;•IA;!) . 

b. •Equipment employed in the steri l ization of materials used 
in blood col lection or for disposition of contaminated 
blood or plasma shal l be designed, maintained and utilized to ensure the destruction of contants. 
The effcctivcncss of the steri l ization procedure shall be no 
less than achieved by an attained temperature of 121.5°C 
(251°F) maintained for 20 minuLOS by saturated stearn at a 
pressure of 15 atn;osphcres or by an attained tcr-.perature of 
170°C (3380F) maintained for 2 hours with dry heat. 

h. Supplies and Roagents 

Al l suppl ies and reagents used in the col lection, processing, 
storage and distribution of blood and plasma shall be stored in 0 Sire, saniiary and orderly manner. 
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Al I Surfacr::; cuminrj in contact wi tJ  bic,r,d and bInod coru-
por►cuts i'ntendcd for Lransfusion steal i be ;Lu:ri lc, pyrugen-
free, and shall not interact with the product in such a 
manner as to have an adverse effect upon the safety, purity, 
potency or effectiveness of the product. All final con-
tainers and closures for blood and blood components not in-
tended for transufusion shal l be clean and free of surface 
solids and other contaminants. 

Each blood collecting container and its satellite container(s) 
~ M1

if any, shal l be examined visual ly for damage or evidence of 
contamination prior to its use and immediately after fill ing. 
Such examination shal l include inspection for breakage of seals, 
when indicated, and abnormal discoloration. Where any defect 
is observed, the container shal l not be used, or, if detected 
after fi lling, shal l be properly discarded. 

Representative samples of ai l reagents or solutions shall be 
tested on a regularly scheduled basis by methods described in 
the Standard Operating Procedures Manual to determine their 
capacity to perform as required. 

:•-':•z:;'= Supplies and reagents that do not bear an expriation date 

~ '' r''°- shal l be such a manner that the old s toted i n  G5t i 5 used first y~n`

Supplies and reagents shall be used in a manner consistent 
with instructions provided by the manufacturer. 

Items that are required to be steri le and come into contact 
with blood or plasma should be disposable whenever possible. 

S. Written Standard Operating Procedures. 

Written standard operating procedures shal l be maintained and 
shall include al l steps to be followed in the col lection, pro-
cessing, record keeping, storage and distribution of Source 
Plasma (Human). Such procedures shall be avai lable to the 
operating personnel for use in the areas where the procedures 
arc performed. 

The written procedures shal l include, but are not limited to, 
operating detai ls of the fol lowing: 

a. Criteria used to determine donor suitability, including 
acceptable medical history criteria. (Hyland Donor Center 
Technical Guide no. 20.9, 20.7, & 20.8) 
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b. Methods of performing tests and nrcasur(;,jncnts for deturni;n ng d~rinr :,ui l':rhi 1 i ly int lu,iirrry nrinirnurrr .]flrl iii.lxiuuuu v:rfurLest or pr"oCcdure when these are iruipor{pnL . 
fr,r : r

C. Method to be used Lo prepare the vcnihuncLure siLe to .sure a sterile container of blood. (Hyland Donor Center Technical Guide No. 30.7). 

d. Method of plasnapheresis. (Hyland Donor Center Technical Guide No. 30.6). 

C. Methods of control of blood volume and frequency of donation. (Hyland Donor Center Technical Guide No. 70. 1, 70.4 and 100.1.2). 
fr Method for reinfusion of red blood cells, including precautions taken to ensure reinfusion of a donor's own cells. (Hyland Donor Center Technical Guide No. 30.10 and 60.3). 
9• Centrifuge Room operating procedures. 

Technical Guide No. 70.2 and 70.3). (Hyland Donor Center

h. Procedures for investigating and managing donor adverse reactions during 
plasmapheresis. (Hyland Donor Center Technical Guide No. 60.2 and n0. 13) . 

. Storage temperatures and methods '- L '~' of control l ing storage temp-eratures. (Hyland Donor Center Technical Guide No. 100.1) 
J. Schedules and procedures for al l equipment maintenance, plasma storage freezers, autoclaves and calibration of same. (Hyland Donor Center Technical Guide No. 100.6, 100,1.4 and 100. 1.9). 
k. Plasma labeling procedures. (Hyland Donor Center Technical Guide 

No. 8D.7). 
1. Procedures for disposal of potentially infectious materials. (Hyland Donor Center Technical Guide No. 100.10). 
m. Procedure for handl ing permanent donor records. (Hyland Donor Center Technical Guide No. 20.5, 80. 1 1, 100, 1,7 and 100.8). 

6. Records 

Records shal l be maintained concurrently with the performance of each significant step in the col lection, processing, compatibi l ity testing, storage and distribution of each unit of plasma so that all steps can be clearly traced. Al l records shal l ba legible and indel-ible, and shal l identify the person performing the work, include dates of the various entries, show test results as well as the interpretation 
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of the resul Ls, show, the Cxpir tion ciaLc: to and br: ; cicl'ni tcd n;; nact:sr,r7r, spt:ci fie products, 
per formed. 

to l,rovidc: ,i c.nu lcl~ It i :, lory n1' the work 

Records shall be maintained that include, but are not l imited to, the fol-
lowing

a. Donor records 

1) Donor selection, including medical interview, and examination. 
') Permanent and temporary deferrals for health reason reason(s) for deferral. s including 

3•) Donor adverse reaction complaints and reports, including results of al l investigations and fol low-up. 

4} 
lrmunization, including informed consent, identification of the antigen, dosage and route of administration. 

5) Blood col lection, including identification of the phlebotomist. 
6) For each donor, separate and complete record of al l initial and periodic examinations, tests, laboratory data, interviews, etc., undertaken. 

7) The original or a clear copy of the donor's written consent for participation in the plasnapheresis progran or for immunization. 
$) The certification of the donor's good health. 

9) Each donor record must be directly cross-referenced to the unit(s) of SOURCE PLAS1•IA (HUMAN) associated with the donor. 
117) If a repeat donor is rejected or a donor's plasma is found unsuit-able, the donor's record shal l contain a ful l explanation for the rejection. 

b. Processing Records 

I) Blood an pl sma processing, including results and interhrctotion of al l tests and retests. 

2) Centrifugation and pool ing of source plasma. 

3) Labeling; including initials of person(s) responsible. 
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c. Storage and distribution Records 

!) Distribution and disposition, 
as appropriate, of blood and plasma. 

2) Visual inspection of plasma during storage and immediately before distribution. 

3) Storage temperature, including initialed temperature recorder charts. 

d. Qual ity Control Records 

1) Calibration and standardization of equipment. 

2) Performance checks of equipment and reagents. 

3) Periodic check on steri le technique. 

4) Periodic tests of capacity of shipping containers to maintain proper temperature in transit. 

e. General Records 

1) Steri lization of suppl ies and reagents prepared within the faci l ity, including date, time interval, temperature and make. 

2) Responsible personnel. 

3) Errors and accidents. 

4) maintenance records for equipment and general physical plant. 
5) Suppl ies and reagents, including name of manufacturer or suppl ier, 

lot numbers, expiration date and date of receipt. 

6) Disposition of rejected suppl ies and reagents used in the col lection, processing of blood and plasma. 

f. -Records shal l be. retained for a period no less than 5 years after the records of processing have been completed or 6 months after the latest expiration date of the final finished blood derivative uti l izing the individual donor plasma units. 

7• Distribution and Receipt Procedures 

Distribution and receipt procedures shal l inelucle a system by whichdistribut ion or receipt of each unit can be readi ly 
dcLcrrrined to fat i l l tate its recal l, if necessary. 
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• B. Adverse Reaction Fi le 

Records shah be maintained of any reports of complaints of adverse reactions regarding donor  p]asmapheresis. 
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E. FDA LICENSING PROCEDURES 

Two I iconses, (1 ) establ islmiurrt and (2) product, shat I he obtained by 
• application to the Director, Bureau of Biologics, United States Food -and 

Drug Administration, by ail owners or operators of establ ishments that 
• engage in the col lection, manufacturing, preparation, propagation, com-

pounding, or processing of human blood or blood products. 

I. Establishment License 

a. An application for license, Form FD2599 (i/73), shal l be submitted 
." to the Bureau of Biologics, Food and Drug Administration. 

e ol

n 

b. An establishment l icense shal l be issued only after inspection of 
the establishment and upon a determination that the establishment 
compl ies with the appl icable Federal standards. 

c. A license shall be val id until suspended or revoked by order of the 
Secretary of the Federal Food and Drug Administration. 

d. Important proposed changes in establ ishment locations, equipment, 
management and responsible personnel , shal l be reported to the 
Director, Bureau of Biologics. 

. , 2. Product License 

a. An appl ication for l icense, Form FD2600 (4/73) , shall be submitted 
to the Bureau of Biologics, Food and Drug Administration. 

b. A product license shall be issued only upon examination of the pro-
duct and a determination that the product complies with the stand-
ards of safety and effectiveness under the prescribed, recommended, 
or suggested conditions of use. 

c. A product l icens shall be val id until suspended or revoked by•order 
of the Secretary of the Federal Food and Drug Administration. 

d. Important proposed changes in manufacturing methods and label ing 
shall be reported to the Director, Bureau of Biologics. Such changes 

• may not be implemented until approved by the Director, Bureau of Dio-
logics. 

3. Licensing of Foreign Establ ishments and Products 

Licenses for foreign establ ishments and products shal l be issued, sus-
pended, and revoked in the same manner as l icenses for U.S. domestic 
establ ishments and products. 

L. Annual Licensing lnspcc.tions 

Al l licensed establishments wil l be inspected by representatives of the 
Food and Drug Administration annually. 
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DEPARTMENT QFHEALTHAND HUMAN SER VICES 
WASHINCTON, D.C. 

ESTABLISHMENT   LICENSE 
FOR THE MANUF.4 CTURE OF 

BIOLOGICAL PRODUCTS 

~. 

This is to certify that Fstablishtntnt License No. ILA 
is herb issued to tavesio! ? aborataries i nc. } 

located at .the manufacturer, 
Glendale Califo 

i 
i ~• 

a 

establishment identified as 
through the 

located at Glendale California and Travenol laboratories Inc., eerfe1 ~- I IZ is with 7
locatiatu which follow, 

Hyland Therapeutics Division of Travenol Laboratories, +~': Bakersfield, California Inc. 
Baltimore, Maryland Oklahoma City, Oklahocya 
Bgto ltattge, Louisiana 

Omaha, Nebraska

Loio 
Pensacola, FloridaCleveland, •

• Duluth, 

p 
Columbia, South Carolina 

Raleigh, North Carolina

Ylnnesota 
Round Lake, Illinois

Eu ene Saginaw, Michigan8 , Oregon San Bernardino, California Evansville, Indiana San Jne, California Huntington, West Virginia 
Indianapolis 

a Spokane, Weshlagton P Indiana • 
Springfield, Missouri _Johnson City, Tennessee Tampa, Florida Knoxville. Tennessee 

Las Vegas, Nevada Tucson. Arizona

Los Angeles, Califorcia 
Van Nuys, California

(2) Wichita, Kansas 
Youngstown, Ohio 

Travenol Laboratories, Inc. 
Beaufort , South Carolina
Morton Grove, Illinois 

pursuant to Section 351 of the Public Health Sersioee Act., approved July I, 1944 (58 Stat. 702, 42 U.S.C. 262), as 
amcndcd, and the regulations thereunder. The license authorizes the manufacturer to maintain an establishment for the 
propagation or manufacture and preparation for sale, barter, or exchange in the Distnei of Columbia, or for  sending, 
carrying, or bringing for sale, barter, or exchange from any State or passcssian into any other State or poses 

 sn or into 
any foreign country, or from any foreign country into any State or possession, any virus, therapeueic serum, toxin, 
antitoxin, vaccine, blood, blood component or derivative• allergenic product, or analogous product, or artic 

serum,
namine or 

its deri.atives, for which the manufacturer holds an unsuspended and unrevoked produn license issued by the Secretary 
of Health and Human Service$ pursuant to said Act and regulations. 

Dote APR Q9 1982 

FORM FDA 315017,,0) 

GRO-C
~Direcror. Bureau of Biologics 
Food and Drug tdrninurrcrra 
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SOURCE PLASMA (HUMAN) 

Plasma used to manufacture Hyland Blood Products is collected 
only at Plasma Collection Centres licensed by the United States 
Food and Drug Agency. 

The centres used and their locations are as follows : 

Hyland Therapeutics Division of Travenol Laboratories , Inc., 
Glendale, California, and Travenol Laboratories Inc., Deerfield, 
Illinois_ 

LOCATIONS Bakersfield, CA 

Baltimore, MD 

Baton Rouge, LA 

Cleveland, OH 

Columbia, SC 

Duluth, MN 

Eugene, OR 

Evansville, IN 

Huntington, WV 

Indianopolis, IN 

Johnson City, TN 

Knoxville, TN 

Las Vegas, NV 

Los Angeles, CA 

fsa~ Oklahoma City, OK 

Omaha, NB 

Pensacola, FL 

Raleigh, NC 

San Bernardino, CA 

San Jose, CA 

Spokane, WA 

Springfield, MO 

Tampa, FL 

Tucson, AZ 

Saginaw, MI 

Wichita, KS 

Youngstown, OH 

Van Nuys, CA 

Glendale, CA Office Only 

Round Lake, IL 

Wichita Falls, TX 

Johnson City, TX 
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SOURCE PLASMA (HUMAN) RA 1002 

Alpha Plasma Clinic, Inc., Richmond, CA EL 759 
Avre Biologicals, Colorado Springs, CO EL 723 
Binary Associates Inc., Colorado Springs, CO EL 576 
(Loc, at Clarksville, IN; Colorado Springs, CO;) 
Bio-Blood Components, Gary, IN EL 785 
Bio-Blood Components, Shreveport, LA EL 785 
Biological Products Inc., Madison, WI EL 685 
Blood products of Boulder, Inc., Boulder, Colorado EL 859 
Cherry Street Plasma Center, Inc. EL 775 
Columbia Donor Center, Inc., Columbia, Missouri EL 585 
Eastern Blood Bank, Inc., Cincinnati, OH EL 336 
Hattiesburg Plasma Centre, Inc., Hattiesburg, Mississippi EL 667 
International Biological Inc., Gainesville, Florida EL 767 
Interstate Blood Bank, Chicago, IL EL 305 
Interstate Blood Bank, Inc., Memphis, Tennessee EL 173 
Interstate Blood Bank, Inc., of Wisconsin, Milwaukee II, WI EL 497 
Interstate Blood Bank, Inc., of Missouri, St. Louis, MO EL 268 
Jay Incorporated, Chattanooga, Tennessee EL 880 
Finn Bluff Biological Products, Inc., Arkansas, USA EL 770 
Plascon, Inc., Indianopolis, IN, Muskegon, IN EL 572 
Plasma Producers Group, long Beach, CA EL 670 
Plasma Production Associates, Los Angeles, CA EL 630 
Plasma Products, Inc., Lake Charles, LA EL 502 
(Loc. at Austin, TX, Monroe, LA; Texarkana, TX) 
Plasma Tec Ltd., Jersey City, NJ EL 554 
Research Procurement Company, Knasas City, Missouri EL 692 
Sera-Tec Biologicals, North Brunswick, New Jersey EL 443 
(Loc. at Athens, OH - Bloomington, IN - College Park, MD 
H--rrisburg, PA - Lakeland, FL - Morgantown, WV - North 
Brunswick, NJ - Pittsburgh, PA - State College, PA 
Southern Biotech, Incorporated Tampa, Florida EL 799 
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SOURCE PLASMA (HUMAN) 
RA 1002 

r 

IV UNITED STATES CODE OF FEDERAL REGULATIONS 

Title 21 Food and Drugs 
(21 CFR 640, Subpart G) 
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§ 640.57 

hemophilic factor per container. im• 
mediate corrective actions shall be 
taken and a record maintained of such 
action. 

g 640.51 Labeling. 
In addition to the applicable require-

ments of § 610.62 of this chapter, and 
in lieu of the requirements of §§ 610.60 
and 610.61 of this chapter. the con-
tainer label shall bear the following 
Information. 

(a) The proper name of the product. 
(b) The appropriate donor classifica-

tion statement prescribed in 
4 606.120(b)(2) of this chapter. 

(c) ABO blood group designation of 
the source of blood. 

(d) Donor number. 
(e) Expiration date. 
(f) Type of serologic test for syphilis 

used and result or the statement 
"Nonreactive for syphilis-by STS". 

(g) Type of test for hepatatis B sur-
face antigen used and the result, or 
the statement "Nonreactive for HB,Ag 
by FDA required test". 

(h) The statement "Average potency 
is 80 or more units of antihemophilic 
factor". 

(i) Instructions to store the product 
at —18' C or colder. 

(j) A warning against further proc-
essing of the product if there is evi-
dence of breakage or thawing. 

(k) Instructions to thaw the product 
at a temperature between 30-37' C. 

(1) Instruction to store at room tem-
perature after thawing and use as soon 
as possible but no more than 4 hours 
after entering or pooling and within 6 
hours after thawing. 

(m) Instructions to use a filter in the 
administration equipment. 

(n) A statement to see the Instruc-
tion circular for directions for use. 

(o) The statement "Caution: Federal 
law pro.,  ;bits dispensing without pre-
scription". 

(p) Name, address, and license 
number of the manufacturer. 

(Sees. 201, 501. 502, Pub. L. 717, 52 Stat. 
1040-1042 as amended. 1049-1051 as amend-
en (21 U.S.C. 32;. 351, 352): sec. 361. Pub. L. 
410, 58 Stat. 703 as amended (42 tl.S.C. 264)) 
142 FR 21774. Apr. 29, 1971. as amended at 
43 FR 2148, Jan. 13. 19781 

Title 21—Food and Drugs 

Subpart G—Source Plasma (Human) 

8 610.60 Source Plasma (Human). 

The proper name of the product 
shall be Source Plasma (Human). The 
product is defined as the fluid portion 
of human blood Collected by plasma-
pheresis and intended as source mate-
rial for further manufacturing use. 
The definition excludes single donor 
plasma products intended for intrave-
nous use. 

[4) FR 10768, Mar. 12, 1976) 

§ 640.61 Informed consent. 

The written consent of a prospective 
donor shall be obtained after a quali-
fied licensed physician has explained 
the hazards of the procedure to the 
prospective donor. The explanation 
shall Include the risks of a hemolytic 
transfusion reaction if he is given the 
cells of another donor, and the haz-
ards Involved If he is hyperimmunized. 
The explanation shall consist of such 
disclosure and be made in such a 
manner that Intelligent and informed 
consent be given and that a clear op-
portunity to refuse is presented. 

6 640.62 Medical supervision. 

A qualified licensed physician shall 
be on the premises when donor suit.-
ability is being determined, immunisa-
tions are being made, whole blood is 
being collected, and red blood cells are 
being returned to the donor. 

§ 6411.63 Suitability of donor. 

(a) Method of determining. The suit-
ability of a donor for Source Plasma 
(Human) shall be determined by a 
qualified 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 physi•:al examination as appears 
necessary to the qualified licensed 
physician. 

(b) Initial medical examinations. (1) 
Each donor shall be examined by a 
qualified licensed physician on the day 
of the first donation or no more than 
1 week before the first donation and at 

124 
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Chapter I—Food and Drug Administration 

subsequent intervals of no longer than 
1 year. 

(2)(j) A donor who is to be immu-
nized for the production of high-titer 
plasma shall be examined by a quali-
fied licensed physician. The medical 
examination shall be performed 
within no more than I week before the 
first immunization infection. The 
medical examination for plasmaphere. . 
sis need not be repeated. if the first 
donation occurs within 3 weeks after 
the first injection. 

(ii) A donor who is an active partici-
pant in a plasmapheresis program, and 
has been examined in accordance with 
paragraph (b)(1) of this section, need 
not be reexamined before immuniza-
tion for the production of high-titer 
plasma. 

(3) Each 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 
be a plasmapheresis donor and, when 
applicable, an immunized donor. 

(c) Qualification of donor. Donors 
shall be in good health on the day of 
donation, 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 qualified donor 
under 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; 
(5) A total serum protein of no less 

than 6.0 grams per 100 milliliters of 
serum; 

(6) Weight, which shall be at Ieast 
110 pounds; 

(7) Freedom from acute respiratory 
diseases; 

(8) Freedom from any infectious 
skin disease at the site of phlebotomy 
and frnm any such disease generalized 
to such an extent as to create a risk of 
contamination of the plasma; 

(9) Freedom from any disease, other 
than malaria, transmissible by blood 
transfusion, insofar as can be deter.

f 
§640.64

mined by history and examinations 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 
narcotics; 

(11) Freedom from a history of viral 
hepatitis: 

(12) Freedom from a history of close 
contact within six months of donation 
with an individual having viral hepati-
tis; 

(13) Freedom from a 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 questions. 
shall not be considered 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 examined by 
a qualified licensed physician and cer-
tified by the physician to be accept-
able for further piasmapheresis before 
expiration of the 8-week period; 

(2) The donor possesses an antibody 
that is (i) transitory, (ii) of a highly 
unusual or infrequent specificity, or 
(lii) of an unusually high titer; and 

(3) The special characteristics of the 
antibody and the need for plasma-
pheresing the donor are documented. 

(38 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; 45 
FR 57480. Nov. 24. 1981) 

§ 6-10.64 Collection of blood for Source 
Plasma (Human). 

(a) Supervision. All blood for the 
collection of Source Plasma (Human) 
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§ 640,65 

shall be drawn from the donor by a 
qualified licensed physician or by per-
sons under his supervision 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 collected shall be in the blood con-
tainer when it is sterilized. 

(c) The anticoagulant solution. 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. 

(1) Anticoagulant citrate dextrose so. 
loLion (ACD). 

'T oorfanrimare (N8.GH,O,.2H2O)_.__ 22.0 gems. 
CCaic acid (GH.O,-H,C) ....•....__ ...............:.... 8.0 grams. 
DeslDSe IC.I't„o.H2OJ .........................._._.. 24.5 gams. 
Wafer for mleclicn (U.S.P.) to make._....._.. 1.000 mllrkters. 
Volume per 100 m0d5ena blood................... 15 milldrters. 

(2) Anticoagulant citrate phosphate 
dextrose solution (CPD)_ 

Tnsodwm Wale (Na.C,H2O,-2H,0)...._....... 26.3 grams. 
Cunt atd (GH.PHA).............-......_......~._. 3.27 grans 
Dexlroac iC.H,A.HA).•......_._. .................... 25.S grams, 
IAorrobascc sod,um ptospttaie 222 grams. 

(NaH,PO.-H,0). 
Woler for iniec.on (U.S.P.) to make............ 1,000 milh;ders 
Volume per 100 nglldiers blood ................... 14 rrdMle,S 

(3) Anticoagulant sodium citrate so-
lution. 

Trrsodwm auete (Na rGH.Cr•2HrO)..-.,......, 40 prams. 
Wale+ ter mlealmer W.S.P.J to make............ 1,000 rrklwner8 
Volume per 100 mdM4ars of blood .............. to mill:lfers. 

(d) Donor identification. Each unit 
of blood and plasma shall be so 
r,iarked 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-

Title 21—Food and Drugs 

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 
protects the blood cells and plasma 
against contamination. 

[38 FR 32089, Nov. 20, 1973; 39 l'R 13632. 
Apr. 16. 1974, as amended at 41 FR 10768, 
Mar. 12. 19761 

§ 640.65 Plasmapheresis. 
(a) Procedure-general. The plasma-

pheresis procedure is a 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 requirements. 
The plasmapheresis procedure shall 
meet the following requirements: 

(1)(i) 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 serologic 
test for syphilis, a total plasma or 
serum protein determination, and a 
plasma or serum protein electrophore-
sis or quantitative immuno-diffusion 
test or an equivalent test to determine 
immunoglobulir. composition of the 
plasma or serum shall be performed 
on the sample. 

(ii) A repeat donor who does not 
return for plasmapheresis at the time 
the 4-month sample is due to be col-
lected may be piasmapheresed on the 
day he appears: Provided. That no 
longer than 6 months has elapsed 
since the last sample was collected. 
and the physician on the premises ap-
proves the plasmapheresis procedure 
and so indicates by signing the donor's 
record before such procedure is per-
formed. The sample for the 4-month 
tests shall be collected on the day of 
the donor's return. 

(iii) A repeat donor from whom the 
plasmapheresis center is unable to 
obtain a sample for testing as pre-

126 

BAXT0000011 _002_0034 



34 

60

Chapter l--Food and Drug Administration 

scribed in paragraph (bX1)(i) of this 
section for a total period exceeding 6 
months shall be processed as a new 
donor. 

(2)(i) The accumulated laboratory 
data, including tracings, if any, of the 
plasma or serum protein electrophore-
sis pattern, the calculated values of 
each Component, and the collection re-
cords shall be reviewed by a qualified 
licensed physician Within 21 days after 
the sample is drawn to determine 
whether or not the donor may contin-
ue in the program. The review shall be 
signed by the reviewing physician. If 
the protein composition is not within 
normal limits established by the test-
ing laboratory, or if the total protein 
is Iess than 6.0 grams per 100 millili-
ters of samples, the donor shall be re-
moved from the program until these 
values return to normal. 

(ii) A donor with a reactive serologic 
test for syphilis shall not be plasma-
pheresed again until the donor's 
serum is tested and found to be 

non -

reactive to a serologic test for syphilis, 
except as provided in paragraph (b)(2) 
(iii) and (iv) of this section. 

(iii) A donor whose serum is deter-
mined to have a biologic false-positive 
reaction to a serologic test for syphilis 
may be plasmapheresed: Provided, 
That the donor's file identifies the se-
rologic test for syphilis and results 
used to confirm the biologic false-post. 
tive reaction and indicates that the 
physician on the premises has deter-
mined the false-positive reaction is not 
the result of an underlying disorder 
that would disqualify the donor from 
participation in the plasmapheresis 
program. If the serologic test for 
syphilis is performed at a facility 
other than the plasmapheresis center, 
all applicable provisions of 4 640.71 
shall be met. 

(iv) A donor with a reactive serologic 
test for syphilis may be plasmapher-
esed only to obtain plasma to be used 
for further manufacturing into control 
serum for the serologic test for syphi-
lis: Provided, That the physician on 
the premises approves the donation, 
the donor's file contains a signed 
sti"ement from a physician or clinic 
establishing that treatment for syphi-
lis has been initiated and that continu-
ance in the plasmapheresis program 

§ 640.66 
will not interfere with or jeopardize 
the treatment of the syphilitic donor. 

(3) A donor identification system 
shall be established that positively 
identifies each donor and relates such 
donor directly to his blood and its 
components as well as to his accumu-
lated records and laboratory data. 
Such system shall include either a 
photograph of each donor which shall 
be used on each visit to confirm the 
donor's identity, or some other 
method that provides equal or greater 
assurance of positively identifying the 
donor. 

(4) The amount of whole blood, not 
including anticoagulant, removed from 
a donor during a plasmapheresi.s pro-
cedure or in any 48-hour period shall 
not exceed 1,000 milliliters unless the 
donor's weight is 175 pounds or great-
er. In which case the amount of whole 
blood, not including anticoagulant, re-
moved from the donor during a plas-
mapheresis procedure or in any 48-
hour period shall not exceed 1,200 mil-
liliters. 

(5) The amount of whole blood, not 
including anticoagulant, removed from 
a donor within a seven-day period 
shall not exceed 2.000 milliliters unless 
the donor's weight is 175 pounds or 
greater, in which case the amount of 
whole blood, not including anticoagu-
lant, removed from the donor during a 
seven-day period shall not exceed 
2,400 milliliters. 

(6) No more than 500 milliliters of 
whole blood shall be removed from a 
donor at one time, -unless the donor's 
weight is 175 pounds or greater, in 
which case no more than 600 millill. 
ters of whole blood shall be removed 
from the donor at one time. 

(7) The plasma shall be separated 
from the red blood cells immediately 
after blood collection. The maximum 
feasible volume of red blood cells shall 
be returned to the donor before an-
other unit is collected. 
138 FR 32089, Nov. 20, 1973, as amended at 
71 FR 10769, Mar. 12. 19761 

5 640.66 Immunization of donors. 
If specific immunization of a donor 

is to be performed, the selection and 
scheduling of the injection of the anti-
gen. and the evaluation of each 
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donor's clinical response, shall be by a 
qualified licensed physician or physi-
cians. The administration of the anti-

gen may be performed by a licensed 
physician or a trained person under 
his supervision. Any material used for 
immunization shall be either a prod-
uct licensed under section 351 of the 
Public Health Service Act for such 
purpose or one specifically approved 

by the Director. Bureau of Biologics, 

Food and Drug Administration. Immu-
nization procedures shall be on file at 
each plasmapheresis center where im-
rnunizations are performed. 

6 640.67 Test for hepatitis B surface anti-
gen. 

Each unit of Source Plasma 
(Human) shall be nonreactive to a test 

for the hepatitis B surface antigen as 
prescribed in § § 610.40 and 610.41 of 
this chapter. except insofar as permit-
ted in § 610.40(d) (2) -and (3) of this 
chapter. 

[41 FR 10769. Mar. 12. 19761 
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contents, Final containers and their 
Components shall not interact with 
the plasma contents under conditions 
of storage and use so as to alter the 
safety, quality, purity, or potency of 

the plasma and shall provide adequate 
protection against external factors 
that may cause deterioration or con• 
Lamination. Prior to filling, the final 

container shall be marked or identi-
fied by number or other symbol which 

will relate it directly to the donor. 

(c) Preservative. Source Plasma 
(Human) shall not contain a preserva-

tive. 

138 FR 32089, No}, 20, 1973, as amended at 
41 F'R 10769. Mar. 12, 1976) 

9 640.68 Processing. 

(a) Sterile system. All administration 
and transfer sets inserted Into blood 
containers used for processing Source 
Plasma (Human) intended for manu-
facturing into injectable or noninjecta-

ble products and all interior surfaces 

of plasma containers used for process-

ing Source Plasma (Human) intended 

for manufacturing into injectable 
products shall be sterile, pyrogen-free. 
nontoxic, and compatible with the 
contents under normal conditions of 
use. Only Sodium Chloride Injection 
TJSP shall be used as a red blood cell 
diluent. If the method of separation of 

the plasma intended for injectable 
products involves a system in which an 
airway must be inserted into the 
plasma container, the airway shall be 

s rile and constructed so as to ex-

clude microorganisms and maintain a 
sterile system. 

(b) Final containers. Final contain-
ers used for Source Plasma (Human). 
whether Integrally attached or sepa-

rated from the original blood contain-
er, shall not be entered prior to issu-

ance for any purpose except for filling 

with the plasma. Such containers shall 

be uncolored and hermetically sealed, 

and shall permit clear visibility of the 

6 6.10.69 General requirements. 

(a) Pooling. Two units of Source 

Plasma (Human) from the same donor 

may be pooled if such units are collect-
ed during one plasmapheresis proce-

dure. Provided, That the pooling is 

done by a procedure that does not in-
troduce a risk of contamination of the 

red blood cells and, for plasma intend-

ed for injectable products. gives maxi-

mum assurance of a sterile container 

of plasma. 
(1) The pooling of plasma from two 

or more donors is not permitted in the 
manufacture of Source Plasma 

(Human) intended for manufacturing 

into injectable products. 
(2) The pooling of plasma from two 

or more donors by the manufacturer 

of Source Plasma (Human) intended 

for manufacturing into noninjectable 
products is permitted: Provided, That 

the plasma from two or more donors is 

pooled after the plasma has been re-

moved from the red blood cells, and 

after the red blood cell containers are 

sealed. 
(b) Storage. immediately after fill-

ing, plasma Intended for manufactur-

ing into injectable products shall be 

stored at a temperature not warmer 

than —20 C., except for plasma col-

lected as provided in 1640.74. Plasma 

intended for manufacturing into non-
injectable products may be stored at 
temperatures appropriate for the in-

tended use of the final product, pro-

vided these temperatures are included 

in the Source Plasma (Human) license 

application. 
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Cc) Inspection, Source Plasma 
(Human) intended for manufacturing 
into Injectable products shall be in-
spected for evidence of thawing at the 
time of issuance, except that Inspec. 
tion of individual plasma containers 
need not be made if the records of con-
tinuous monitoring of the storage tem-
perature establish that the tempera-
ture remained at —20' C or colder. If 
there is evidence that the storage tem-
perature has not been maintained at 
—20' C or colder, the plasma may be 
relabeled and issued as provided in 

640.76(a). 
(d) Pilot samples. If pilot samples 

are provided, they shall meet the fol-
lowing standards: 

(1) Prior to filling, all pilot samples 
shall be marked or identified so as to 
relate them directly to the donor of 
that unit of plasma. 

(2) All pilot samples shall be filled at 
the time the final product is prepared 
by the person who prepares the final 
product. 

(3) All pilot samples shall be repre-
sentative of the contents of the final 
product. 

(4) All pilot samples shall be collect• 
ed in a manner that does not contami-
nate the contents of the final contain-
er. 

[38 FR 32089, Nov. 21], 1973, as amended at 
41 FR 10769, Mar. 12. 1976: 41 FR 14367. 
Apr. 5. 1976) 

640.70 labeling. 
(a) In addition to the labeling re-

quirements of § 610.62 of this chapter, 
and in lieu of the requirements In 
11610.60  and 610.61 of this chapter, 
the following information shall appear 
on the label affixed to each container 
of Source Plasma (Human): 

(1) The proper name of the product. 
(2) The statement "Caution: For 

Manufacturing Use Only" for products 
Intended for further manufacturing 
into injectable products, or the state-
ment, "Caution: For Use In Manufac-
turing Noninjectable Products Only". 
for products intended for further man-
ufacturing into noninjectable prod-
ucts, The statement shall follow the 
proper name in the same size and type 
of print as the proper name. 

(3) The statement "Store at —20 C. 
or colder": Provided, That where 

§ 640.70 

plasma is intended for manufacturing 
into noninjectable products, this state-
ment may be omitted If replaced by a 
statement of the temperature appro-
priate for the final product to be pre-
pared from the plasma. 

(4) The total volume or weight of 
plasma and total quantity and type of 
anticoagulant used. 

(5) The donor number or individual 
bleed number, or both. If plasma is 
pooled from two or more donors, 
either all donor numbers, all bleed 
numbers, or a pool number that is 
traceable to each Individual unit com-
prising the pool. 

(6) The collection date of the 
plasma. If plasma intended for manu-
facturing into noninjectable products 
is pooled from two or more donors, 
either the collection date for each do-
nation or the collection date of the 
oldest unit in the pool: Provided, That 
the pooling records show the collec-
tion date for each unit comprising the 
pool. 

(7) A statement as to whether the 
plasma was collected from normal 
donors or from immunized donors. In 
the case of immunized donors, the 
label shall state the immunizing anti-
gen. 

(8) The test for hepatitis B surface 
antigen used for the results, or the 
statement "Nonreactive for HB1Ag by 
FDA required test". 

(9) When plasma collected from a 
donor is reactive for the serologic test 
for syphilis, a statement that the 
plasma is reactive and must be used 

only for the manufacturing of positive 
control reagents for the serologic test 
for syphilis. 

(10) Name, address, and license 
number of the manufacturer. 

(b) Source Plasma (Human) diverted 
for Source Plasma (Human) Salvaged 
shall be relabeled "Source Plasma 
(Human) Salvaged" as prescribed in 
§ 640.76. Immediately following the 
proper name of the product, the label-
ing shall conspicuously state as appli-
cable. "STORAGE TEMPERATURE 
EXCEEDED —20' C" or "SHIPPING 
TEMPERATURE EXCEEDED —S' 
C .I.
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141 FR 10770, Mar. 12. 1976, as amended at 
41 FR 27034. July 1, 1976; 41 FR 35062, Aug 
19. 19761 

9640.71 Manufacturing responsibility. 
(a) All steps in the manufacture of 

Source Plasma (Human), including 
donor examination, blood collection, 
plasmapheresis, laboratory testing, la-
beling, storage, and issuing shall be 
performed by personnel of the estab-
lishment licensed to manufacture 
Source Plasma (Human), except that 
the following tests may be performed 
by personnel of an establishment li-
censed for blood or blood derivatives 
under section 351(a) of the Public 
Health Service Act, or by a clinical 
laboratory that meets the standards of 
the Clinical Laboratories Improve-
ment Act of 1967 (CLIA) (42 U.S.C. 
263a). Provided, The establishment or 
the clinical laboratory is qualified to 
perform the assigned test(s). 

(1) The test for hepatitis B surface 
antigen. 

(2) The total plasma or serum pro-
tein and the quantitative test for 
plasma or serum proteins or for im-
munoglobulins. 

(3) The serologic test for syphilis. 
(b) Such testing shall not be consid-

ered divided manufacturing, which re-
quires two product licenses for Source 
Plasma (Human)' Provided, That 

(1) The results of such tests are 
maintained by the establishment li-
censed for Source Plasma (Human) 
whereby such results may be reviewed 
by a licensed physician as required in 
§ 640.65(b)(2) and by an authorized 
representative of the Food and Drug 
Administration. 

(2) The Source Plasma (Human) 
manufacturer has obtained a written 
agreement that the testing laboratory 
will permit authorized representatives 
of the Food and Drug Administration 
to inspect its testing procedures and 
facilities during reasonable business 
hours. 

(3) The testing laboratory will par-
ticipate in any proficiency testing pro-
grams undertaken by the Bureau of 
Biologics, Food and Drug Administra-
tion. 

141 FR 10770. Mar. 12. 19761 
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§ 640.72 Records. 

(a) In addition to the recordkeeping 
requiremelts of this subchapter, the 
following records shall be maintained: 

Cl) Documentation compiled every 3 
months establishing that the shipping 
temperature requirements of § 600.15 
of this title and I640.74(b)(2) are 
being met for Source Plasma (Human) 
intended for manufacture into injecta-
ble products. 

(2) For each donor, a separate and 
complete record of all initial and peri-
odic examinations, tests, laboratory 
data, interviews, etc., undertaken pur-
suant to §§640.63, 640.65, 640.66 and 
640.67, except that negative test re-
sults for the detection of the hepatitis 
B surface antigen and the volume or 
weight of plasma withdrawn from a 
donor need not be kept on the individ-
ual donor record: Provided, That such 
information is maintained on the 
premises of the plasmapheresis center 
where the donor's plasma has been 
collected. 

(3) The original or a clear copy of 
the donor's written consent for partici-
pation in the plasmapheresis program 
or for immunization. 

(4) The certification of the donor's 
good health as prescribed in 
$ 640.63(b)(3). :. 

(5) If plasma that is reactive to a se-
rologic test for syphilis is issued - as 
prescribed in § 640.65(b)(2)(iv), the dis-
tribution records shall indicate by 
number those units that are reactive. 

(b) Each donor record must be di-
rectly cross-referenced to the unit(s) 
of Source Plasma (Human) associated 
with the donor. 

(c) If a repeat donor is rejected or a 
donor's plasma is found unsuitable, 
the donor's record shall contain a full 
explanation for the rejection. 

(d) If a donor has a reaction while 
on the plasmapheresis premises, or a 
donor reaction is reported to the 
center after the donor has left the 
premises, the donor's record shall con-
tain a full explanation of the reaction, 
including the measures taken to assist 
the donor and the outcome of the inci-
dent. 

141 FR 10770. Mar. 12. 1976) 
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§ 640.73 Reporting of fatal donor reac-
tions. 

It a donor has a fatal reaction 
which, in any way, may be associated 
with plasmapheresis the Director of 
the Bureau of Biologics shall be noti-
fied by telephone as soon as possible. 
11 the facility is located outside of the 
continental United States, notification 
by cable or telegram shall be accept-
able. 

[41 FR 10770, Mar. 12, 1976: 

A 610.7 t Modification of Source Plasma 
(Human). 

(a) Upon approval by the Director, 
Bureau of Biologics, Food and Drug 
Administration, of an amendment to 
the product license for Source Plasma 
(Human), a manufacturer may pre-
pare Source Plasma (Human) as a 
liquid product for a licensed blood de-
rivative manufacturer who has indicat-
ed a need for a liquid product, 

(b) Liquid Source Plasma (Human) 
shall meet all standards of the frozen 
Source Plasma (Human) except: 

(1) Liquid Source Plasma (Human) 
shall be stored in nonleachable con-
tainers so that the containers and 
their components will not interact 
with the plasma contents under condi-
tions of storage and use so as to alter 
the safety, quality, purity, or potency 
of the plasma and shall provide ade-
quate protection against external fac-
tors that may cause deterioration or 
contamination. 

(2) Liquid Source Plasma (Human) 
shall be shipped, stored and labeled 
for storage at a temperature of 10°C. 
or colder. An exception to the ship-
ping or storage temperature shall be 
approved by the Director, Bureau of 
Biologics, Food and Drug Administra-
tion, based upon his receipt of sub-
stantial evidence to support another 
temperature. Such evidence may be 
submitted by either the product li-
censee of the liquid Source Plasma 
(Human) or the manufacturer of the 
final blood derivative product who has 
requested the liquid Source Plasma 
(Human). 

(3) The label for the liquid Source 
Plasma (Human) shall be easily distin-
guished from that of the frozen prod-

§ 640.76 

uct. Color coding shall not be used for 
this purpose. 

(4) The label affixed to each con-
tainer of liquid Source Plasma 
(Human) shall contain, In addition to 
the Information required by 
§ 640.70(a) but excluding 
g 640.70(a)(3), the name of the manu-
facturer of the final blood derivative 
product for whom it was prepared. 

(5) Liquid Source Plasma (Human) 
shall be Inspected immediately prior 
to issuance. If the color or physical ap-
pearance is abnormal, or there is any 
indication or suspicion of microbial 
contamination, the unit of liquid 
Source Plasma (Human) shall not be 
issued. 

(38 FR 32089. Nov- 20. 1973- Redesignated 
and amended at 41 FR 10770, Mar. 12, 1976] 

§ 630.73 Alternate procedures. - 
Source Plasma (Human) may be col-

lected and processed at variance with 
one or more of the requirements of 
this subpart, including the licensing 
requirements: Provided, That prior ap-
proval for such alternate procedures is 
obtained from the Director of the 
Bureau of Biologics. Such approval 
may be obtained orally but must be 
followed by a written request and a 
written approval. 

(41 FR 10770, Mar. 12. 1976) 

630.76 Products stored or shipped at un-
acceptable temperatures., 

(a) Storage temperature. (1) Except 
as provided in paragraph (a)(2) of this 
section, Source Plasma (Human) in-
tended for manufacture into injectable 
products that is inadvertently exposed 
(i.e., an unforeseen occurrence in spite 
of compliance with good manufactur-
ing practice) to a storage temperature 
warmer than —20' C and colder than 
+ 10' C may be issued only if labeled as 
"Source Plasma (Human) Salvaged." 
The label shall be revised before issu-
ance, and appropriate records shall be 
maintained Identifying the units in-
volved, describing their disposition, 
and explaining fully the conditions 
that caused the inadvertent tempera-
ture exposure, 

(2) Source Plasma (Human) intend-
ed for manufacture into injectable 
products that is exposed inadvertently 

131 

BAXT0000011 _002_0039 



39 

§ 640.80 Title 21—Food and Drugs 

(i.e.. an unforeseen occurrence in spite 
of compliance with good manufactur-
ing practice) to one episode of storage 
temperature fluctuation that is 
warmer than —20 C and colder than 
—5' C for not more than 72 hours is 
exempt from the labeling require-
ments of paragraph (a)(1) of this sec-
tion. provided that the plasma has 
been and remains frozen solid. Appro-
priate records shall be maintained 
Identifying the units Involved. describ-
ing their disposition, explaining fully 
the conditions that caused the inad-
vertent temperature exposure, and 
documenting that the episode of tem-
perature elevation did not exceed 72 
hours, that the temperature did not 
rise to warmer than —5' C in storage, 
and that the plasma remained frozen 
solid throughout the period of elevat-
ed temperature. When requested, 
copies of the records shall be provided 
to the plasma derivative manufactur-
er, 

(b) Shipping temperature. If Source 
Plasma (Human) for manufacture into 
injectable products is exposed inad-
vertently (i.e., an unforeseen occur-
rence in spite of compliance with good 
manufacturing practice) to a shipping 
temperature warmer than —5' C and 
colder than +10' C, the plasma deriva-
tive manufacturer shall label It 
"Source Plasma (Human) Salvaged." 
Appropriate records shall be main-
tained identifying the units involved, 
describing their disposition, and ex-
plaining fully the conditions that 
caused the inadvertent temperature 
exposure. 

(C) Relabeling. If Source Plasma 
(Human) is required to be relabeled as 
"Source Plasma (Human) Salvaged" 
under paragraph (a)ti) or (b) of this 
section, the person responsible for the 
relabeling shall cover the original 
label with either (1) a complete new 
label containing the appropriate Infor-
mation or (2) a partial label affixed to 
the original label and containing the 
appropriate new information. which 
covers the incorrect information re-
garding storage temperature. 

(Sec. 351. 5B Stat. 702 as amended (42 U.S.C. 
262): secs. 501. 701(a), 52 Stat. 1047 as 
amended (21 U.S.C. 351. 371(a)) 
t45 FR 80501, Dec. 5. 18801 

Subpart H—Normal Serum Albumin 
(Human) 

SouRca 42 FR 27582. May 31. 1977. unless 
otherwise noted. 

§640.80 Normal Serum Albumin 
(Human). 

(a) Proper name and definition. The 
proper name of the product shall 
Normal Serum Albumin (Human). The 
product is defined as a sterile solution 
of the albumin component of human 
blood. 

(b) Source material. The source ma-
terial of Normal Serum Albumin 
(Human) shall be blood, plasma, 
serum or placentas from human 
donors determined at the time of do-
nation to have been free from disease-
causative agents that are not de-
stroyed or removed 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 ob-
tained. Where source material is a 
product for which additional stand-
ards are effective, the requirements of 
those additional standards shall deter-
mine the propriety of the source mate-
rial for use in the production of 
Normal Serum Albumin (Human). 
Where no additional standards are ef-
fective with respect to source Material 
for the production of Normal Serum
Albumin (Human), such source materi-
al shall: 

(1) Be collected by a procedure 
which is designed to assure the integri-
ty and to minimize the risk of con-
tamination of the source material. The 
manufacturer of Normal Serum Albu-
min (Human) shall ensure that the 
collection procedure shall be as de-
scribed in its license. 

(2) Be identified to relate it accu-
rately to the individual donor and the 
dates of collection. 

(3) Not contain a preservative. 
(4) Be stored and transported In a 

manner designed to prevent contami-
nation by microorganisms, pyrogens. 
or other impurities. 

(c) Additives in source material. 
Source material shall not contain an 
additive unless it is shown that the 
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