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be replaced or covered by suitable lab-
oratory clothing before entering a live 
vaccine processing unit. Persons caring 
for animals used in the manufacture of 
live vaccines shall be excluded from 
other animal quarters and from con-
tact with other animals during the 
same working day. 

[38 FR 32048, Nov. 20, 1973, as amended at 49 
FR 23833, June 8, 1984; 55 FR 11014, Mar. 26, 
1990; 62 FR 53538, Oct. 15, 1997]

§ 600.11 Physical establishment, equip-
ment, animals, and care. 

(a) Work areas. All rooms and work 
areas where products are manufactured 
or stored shall be kept orderly, clean, 
and free of dirt, dust, vermin and ob-
jects not required for manufacturing. 
Precautions shall be taken to avoid 
clogging and back-siphonage of drain-
age systems. Precautions shall be 
taken to exclude extraneous infectious 
agents from manufacturing areas. 
Work rooms shall be well lighted and 
ventilated. The ventilation system 
shall be arranged so as to prevent the 
dissemination of microorganisms from 
one manufacturing area to another and 
to avoid other conditions unfavorable 
to the safety of the product. Filling 
rooms, and other rooms where open, 
sterile operations are conducted, shall 
be adequate to meet manufacturing 
needs and such rooms shall be con-
structed and equipped to permit thor-
ough cleaning and to keep air-borne 
contaminants at a minimum. If such 
rooms are used for other purposes, they 
shall be cleaned and prepared prior to 
use for sterile operations. Refrig-
erators, incubators and warm rooms 
shall be maintained at temperatures 
within applicable ranges and shall be 
free of extraneous material which 
might affect the safety of the product. 

(b) Equipment. Apparatus for steri-
lizing equipment and the method of op-
eration shall be such as to insure the 
destruction of contaminating micro-
organisms. The effectiveness of the 
sterilization procedure shall be no less 
than that achieved by an attained tem-
perature of 121.5° C maintained for 20 
minutes by saturated steam or by an 
attained temperature of 170° C main-
tained for 2 hours with dry heat. Proc-
essing and storage containers, filters, 
filling apparatus, and other pieces of 

apparatus and accessory equipment, in-
cluding pipes and tubing, shall be de-
signed and constructed to permit thor-
ough cleaning and, where possible, in-
spection for cleanliness. All surfaces 
that come in contact with products 
shall be clean and free of surface solids, 
leachable contaminants, and other ma-
terials that will hasten the deteriora-
tion of the product or otherwise render 
it less suitable for the intended use. 
For products for which sterility is a 
factor, equipment shall be sterile, un-
less sterility of the product is assured 
by subsequent procedures. 

(c) Laboratory and bleeding rooms. 
Rooms used for the processing of prod-
ucts, including bleeding rooms, shall be 
effectively fly-proofed and kept free of 
flies and vermin. Such rooms shall be 
so constructed as to insure freedom 
from dust, smoke and other deleterious 
substances and to permit thorough 
cleaning and disinfection. Rooms for 
animal injection and bleeding, and 
rooms for smallpox vaccine animals, 
shall be disinfected and be provided 
with the necessary water, electrical 
and other services. 

(d) Animal quarters and stables. Ani-
mal quarters, stables and food storage 
areas shall be of appropriate construc-
tion, fly-proofed, adequately lighted 
and ventilated, and maintained in a 
clean, vermin-free and sanitary condi-
tion. No manure or refuse shall be 
stored as to permit the breeding of flies 
on the premises, nor shall the estab-
lishment be located in close proximity 
to off-property manure or refuse stor-
age capable of engendering fly breed-
ing. 

(e) Restrictions on building and equip-
ment use—(1) Work of a diagnostic na-
ture. Laboratory procedures of a clin-
ical diagnostic nature involving mate-
rials that may be contaminated, shall 
not be performed in space used for the 
manufacture of products except that 
manufacturing space which is used 
only occasionally may be used for diag-
nostic work provided spore-bearing 
pathogenic microorganisms are not in-
volved and provided the space is thor-
oughly cleaned and disinfected before 
the manufacture of products is re-
sumed. 

(2) Spore-bearing organisms for supple-
mental sterilization procedure control test. 
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Spore-bearing organisms used as an ad-
ditional control in sterilization proce-
dures may be introduced into areas 
used for the manufacture of products, 
only for the purposes of the test and 
only immediately before use for such 
purposes: Provided, That (i) the orga-
nism is not pathogenic for man or ani-
mals and does not produce pyrogens or 
toxins, (ii) the culture is demonstrated 
to be pure, (iii) transfer of test cultures 
to culture media shall be limited to the 
sterility test area or areas designated 
for work with spore-bearing organisms, 
(iv) each culture be labeled with the 
name of the microorganism and the 
statement ‘‘Caution: microbial spores. 
See directions for storage, use and dis-
position.’’, and (v) the container of 
each culture is designed to withstand 
handling without breaking. 

(3) Work with spore-bearing organisms. 
Except as provided in the previous 
paragraph, all work with spore-bearing 
microorganisms shall be done in an en-
tirely separate building: Provided, That 
such work may be done in a portion of 
a building used in the manufacture of 
products not containing spore-bearing 
microorganisms if such portion is com-
pletely walled-off and is constructed so 
as to prevent contamination of other 
areas and if entrances to such portion 
are independent of the remainder of the 
building. All vessels, apparatus and 
equipment used for spore-bearing 
microorganisms shall be permanently 
identified and reserved exclusively for 
use with those organisms. Materials 
destined for further manufacturing 
may be removed from such an area 
only under conditions which will pre-
vent the introduction of spores into 
other manufacturing areas. 

(4) Live vaccine processing. Space used 
for processing a live vaccine shall not 
be used for any other purpose during 
the processing period for that vaccine 
and such space shall be decontami-
nated prior to initiation of the proc-
essing. Live vaccine processing areas 
shall be isolated from and independent 
of any space used for any other purpose 
by being either in a separate building, 
in a separate wing of a building, or in 
quarters at the blind end of a corridor 
and shall include adequate space and 
equipment for all processing steps up 
to filling into final containers. Test 

procedures which potentially involve 
the presence of microorganisms other 
than the vaccine strains, or the use of 
tissue culture cell lines other than pri-
mary cultures, shall not be conducted 
in space used for processing live vac-
cine. 

(5) Equipment and supplies—contami-
nation. Equipment and supplies used in 
work on or otherwise exposed to any 
pathogenic or potentially pathogenic 
agent shall be kept separated from 
equipment and supplies used in the 
manufacture of products to the extent 
necessary to prevent cross-contamina-
tion. 

(f) Animals used in manufacture—(1) 
Care of animals used in manufacturing. 
Caretakers and attendants for animals 
used for the manufacture of products 
shall be sufficient in number and have 
adequate experience to insure adequate 
care. Animal quarters and cages shall 
be kept in sanitary condition. Animals 
on production shall be inspected daily 
to observe response to production pro-
cedures. Animals that become ill for 
reasons not related to production shall 
be isolated from other animals and 
shall not be used for production until 
recovery is complete. Competent vet-
erinary care shall be provided as need-
ed. 

(2) Quarantine of animals—(i) General. 
No animal shall be used in processing 
unless kept under competent daily in-
spection and preliminary quarantine 
for a period of at least 7 days before 
use, or as otherwise provided in this 
subchapter. Only healthy animals free 
from detectable communicable diseases 
shall be used. Animals must remain in 
overt good health throughout the quar-
antine periods and particular care shall 
be taken during the quarantine periods 
to reject animals of the equine genus 
which may be infected with glanders 
and animals which may be infected 
with tuberculosis. 

(ii) Quarantine of monkeys. In addi-
tion to observing the pertinent general 
quarantine requirements, monkeys 
used as a source of tissue in the manu-
facture of vaccine shall be maintained 
in quarantine for at least 6 weeks prior 
to use, except when otherwise provided 
in this part. Only monkeys that have 
reacted negatively to tuberculin at the 
start of the quarantine period and 
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again within 2 weeks prior to use shall 
be used in the manufacture of vaccine. 
Due precaution shall be taken to pre-
vent cross-infection from any infected 
or potentially infected monkeys on the 
premises. Monkeys to be used in the 
manufacture of a live vaccine shall be 
maintained throughout the quarantine 
period in cages closed on all sides with 
solid materials except the front which 
shall be screened, with no more than 
two monkeys housed in one cage. Cage 
mates shall not be interchanged. 

(3) Immunization against tetanus. 
Horses and other animals susceptible 
to tetanus, that are used in the proc-
essing steps of the manufacture of bio-
logical products, shall be treated ade-
quately to maintain immunity to tet-
anus. 

(4) Immunization and bleeding of ani-
mals used as a source of products. Toxins 
or other nonviable antigens adminis-
tered in the immunization of animals 
used in the manufacture of products 
shall be sterile. Viable antigens, when 
so used, shall be free of contaminants, 
as determined by appropriate tests 
prior to use. Injections shall not be 
made into horses within 6 inches of 
bleeding site. Horses shall not be bled 
for manufacturing purposes while 
showing persistent general reaction or 
local reaction near the site of bleeding. 
Blood shall not be used if it was drawn 
within 5 days of injecting the animals 
with viable microorganisms. Animals 
shall not be bled for manufacturing 
purposes when they have an intercur-
rent disease. Blood intended for use as 
a source of a biological product shall 
be collected in clean, sterile vessels. 
When the product is intended for use 
by injection, such vessels shall also be 
pyrogen-free. 

(5) [Reserved] 
(6) Reporting of certain diseases. In 

cases of actual or suspected infection 
with foot and mouth disease, glanders, 
tetanus, anthrax, gas gangrene, equine 
infectious anemia; equine 
encephalomyelitis, or any of the pock 
diseases among animals intended for 
use or used in the manufacture of prod-
ucts, the manufacturer shall imme-
diately notify the Director, Center for 
Biologics Evaluation and Research. 

(7) Monkeys used previously for experi-
mental or test purposes. Monkeys that 

have been used previously for experi-
mental or test purposes with live 
microbiological agents shall not be 
used as a source of kidney tissue for 
the manufacture of vaccine. Except as 
provided otherwise in this subchapter, 
monkeys that have been used pre-
viously for other experimental or test 
purposes may be used as a source of 
kidney tissue upon their return to a 
normal condition, provided all quar-
antine requirements have been met. 

(8) Necropsy examination of monkeys. 
Each monkey used in the manufacture 
of vaccine shall be examined at ne-
cropsy under the direction of a quali-
fied pathologist, physician, or veteri-
narian having experience with diseases 
of monkeys, for evidence of ill health, 
particularly for (i) evidence of tuber-
culosis, (ii) presence of herpes-like le-
sions, including eruptions or plaques 
on or around the lips, in the buccal 
cavity or on the gums, and (iii) signs of 
conjunctivitis. If there are any such 
signs or other significant gross patho-
logical lesions, the tissue shall not be 
used in the manufacture of vaccine. 

(g) Filling procedures. Filling proce-
dures shall be such as will not affect 
adversely the safety, purity or potency 
of the product. 

(h) Containers and closures. All final 
containers and closures shall be made 
of material that will not hasten the de-
terioration of the product or otherwise 
render it less suitable for the intended 
use. All final containers and closures 
shall be clean and free of surface solids, 
leachable contaminants and other ma-
terials that will hasten the deteriora-
tion of the product or otherwise render 
it less suitable for the intended use. 
After filling, sealing shall be performed 
in a manner that will maintain the in-
tegrity of the product during the dat-
ing period. In addition, final containers 
and closures for products intended for 
use by injection shall be sterile and 
free from pyrogens. Except as other-
wise provided in the regulations of this 
subchapter, final containers for prod-
ucts intended for use by injection shall 
be colorless and sufficiently trans-
parent to permit visual examination of 
the contents under normal light. As 
soon as possible after filling final con-
tainers shall be labeled as prescribed in 
§ 610.60 et seq. of this chapter, except 
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that final containers may be stored 
without such prescribed labeling pro-
vided they are stored in a sealed recep-
tacle labeled both inside and outside 
with at least the name of the product, 
the lot number, and the filling identi-
fication. 

[38 FR 32048, Nov. 20, 1973, as amended at 41 
FR 10428, Mar. 11, 1976; 49 FR 23833, June 8, 
1984; 55 FR 11013, Mar. 26, 1990]

§ 600.12 Records. 

(a) Maintenance of records. Records 
shall be made, concurrently with the 
performance, of each step in the manu-
facture and distribution of products, in 
such a manner that at any time succes-
sive steps in the manufacture and dis-
tribution of any lot may be traced by 
an inspector. Such records shall be leg-
ible and indelible, shall identify the 
person immediately responsible, shall 
include dates of the various steps, and 
be as detailed as necessary for clear un-
derstanding of each step by one experi-
enced in the manufacture of products. 

(b) Records retention—(1) General. 
Records shall be retained for such in-
terval beyond the expiration date as is 
necessary for the individual product, to 
permit the return of any clinical report 
of unfavorable reactions. The retention 
period shall be no less than five years 
after the records of manufacture have 
been completed or six months after the 
latest expiration date for the indi-
vidual product, whichever represents a 
later date. 

(2) Records of recall. Complete records 
shall be maintained pertaining to the 
recall from distribution of any product 
upon notification by the Director, Cen-
ter for Biologics Evaluation and Re-
search, to recall for failure to conform 
with the standards prescribed in the 
regulations of this subchapter, because 
of deterioration of the product or for 
any other factor by reason of which the 
distribution of the product would con-
stitute a danger to health. 

(3) Suspension of requirement for reten-
tion. The Director, Center for Biologics 
Evaluation and Research, may author-
ize the suspension of the requirement 
to retain records of a specific manufac-
turing step upon a showing that such 
records no longer have significance for 
the purposes for which they were made: 

Provided, That a summary of such 
records shall be retained. 

(c) Records of sterilization of equipment 
and supplies. Records relating to the 
mode of sterilization, date, duration, 
temperature and other conditions re-
lating to each sterilization of equip-
ment and supplies used in the proc-
essing of products shall be made by 
means of automatic recording devices 
or by means of a system of recording 
which gives equivalent assurance of the 
accuracy and reliability of the record. 
Such records shall be maintained in a 
manner that permits an identification 
of the product with the particular man-
ufacturing process to which the steri-
lization relates. 

(d) Animal necropsy records. A ne-
cropsy record shall be kept on each 
animal from which a biological product 
has been obtained and which dies or is 
sacrificed while being so used. 

(e) Records in case of divided manufac-
turing responsibility. If two or more es-
tablishments participate in the manu-
facture of a product, the records of 
each such establishment must show 
plainly the degree of its responsibility. 
In addition, each participating manu-
facturer shall furnish to the manufac-
turer who prepares the product in final 
form for sale, barter or exchange, a 
copy of all records relating to the man-
ufacturing operations performed by 
such participating manufacturer inso-
far as they concern the safety, purity 
and potency of the lots of the product 
involved, and the manufacturer who 
prepares the product in final form shall 
retain a complete record of all the 
manufacturing operations relating to 
the product. 

[38 FR 32048, Nov. 20, 1973, as amended at 49 
FR 23833, June 8, 1984; 55 FR 11013, Mar. 26, 
1990]

§ 600.13 Retention samples. 
Manufacturers shall retain for a pe-

riod of at least 6 months after the expi-
ration date, unless a different time pe-
riod is specified in additional stand-
ards, a quantity of representative ma-
terial of each lot of each product, suffi-
cient for examination and testing for 
safety and potency, except Whole 
Blood, Cryoprecipitated AHF, Plate-
lets, Red Blood Cells, Plasma, and 
Source Plasma and Allergenic Products 
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