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Subpart A—General Provisions

§600.2 Mailing addresszes.

(a) Licensed biclogical products regu-
lated by the Center for Biologics Evalua-
tion and Research (CBER). Unless other-
wise stated in paragraphs {(¢) or (d) of
this section, or as otherwise prescribed
by FDA regulation, all submissions to
CBER referenced in parts 600 through
680 of this chapter, as applicabls, must
be sent to: Document Control Center
(HFM-99), Center for Biologics Evalua-
tion and Research, Food and Drug Ad-
ministration, 1401 Rockville Pike, suite

200N, Rockville, MD 20862-1448. Exam-
ples of such submissions include: Bio-
logics license applications (BLAg) and
their amendments and supplements,
adverse experience reports, biological
product deviation reports, fatality re-
ports, and other correspondence. Bio-
logical products samples must not be
gent to this address but must be sent to
the address in paragraph (c) of this sec-
tion,

(b) Licensed biological products regu-
lated by the Center for Drug Ewvaluation
and Research (CDER). Unless otherwise
stated in paragraphs (b)1), (b)(2), (b)(3),
or (¢) of this section, or as otherwige
prescribed by FDA regulation, all sub-
missions to CDER referenced in parts
600, 601, and 610 of this chapter, a8 ap-
plicable, must be sent to: CDER Thera-
peutic PBiological Products Document
Rcom, Center for Drug Evaluation and
Research, Food and Drug Administra-
tion, 12229 Wilking Ave., Rockville, MD
20852. Txamples of such submisgions in-
clude: BLAs and their amendments and
supplements, and other correspond-
ence.

(1) Biological Product Deviation Report-
ing (CDER). All biological product devi-
ation reports required under §600.14
must be sent to: Division of Compli-
ance Risk Management and Surveil-
lance, Office of Compliance, Center for
Drug Evaluation and Research, Food
and Drug Administration, 10903 New
Hampshire Ave., Bilver Spring, MD
20093-0002.

(2) Postmarketing Adverse Experience
Reporting (CDER). All postmarketing
reports required under §600.80 must be
sent to: Central Document Room, Cen-
ter for Drug Evalunation and Research,
Food and Drug Administration, 5901-B
Ammendale Rd., Beltsville, MD 20705
1266.

(8) Advertising and Promotional Label-
ing (CDER). All advertising and pro-
motional labeling supplements re-
quired under §601.12(f) of this chapter
must be sent to: Division of Drug Mar-
keting, Advertizing and Communica-
tion, Center for Drug Evaluation and
Research, Food and Drug Administra-
tion, 5901-B Ammendale Rd., Beltsville,
MD 20705-1266.
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(c) Samples and Protocols for licensed
biological products regulated by CBER or
CDER. (1) Biological product samples
and/or protocols, other than radio-
active biological product samples and
protocols, required under §§600.13,
600.22, 601.16, 610.2, 660.6, 660.36, or 660.46
of this chapter must be sent by courier
gervice to: Sample Custodian (ATTN:
HFM-672), Food and Drug Administra-
tion, Center for Biologics Evaluation
and Research, Bldg: NLRC-B, rm. 113,
5516 Nicholson Lane, Kensington, MD
20895. The protocol(g) may be placed in
the box used to ship the samples to
CBER. A cover letter should neot be in-
cluded when submitting the protocol
with the sample unless it contains per-
tinent information affecting the re-
lease of the lot.

(2y BRadioactive hiological products
required under §610.2 of this chapter
must be sent by courier service to:
Sample Custodian (ATTN: HFM-6732),
Food and Drug Administration, Center
for Biologics Hvaluation and Research,
Nicholsen Lane Research Center, c/o
Radiation Safety Office, National In-
stitutes of Health, 21 Wilson Dr., rm.
107, Bethesda, MD 20892-6780.

(d) Vaccine Adverse Event Reporting
System (VAERS). All VAERS reports as
sgpecified in §600.80(c) must be sent to:
Vaccine Adverse Event Reporting Bys-
tem (VAERS), P.0O. Box 1100, Rockville,
MD 20849-1100.

() Address information for submis-
gions to CBER and CDER other than
those listed in parts 600 through 680 of
this chapter are included directly in
the applicable regulations.

(f) Obtain updated mailing address
information for biological products
regulated by CBER at hitp./
www.fda.gov/cber/pubinguire.atm, or for
biological products regulated by CDER
ab hitp:ifwww. fda.govieder/biologics/de-
Jault him.

[70 FR 14981, Mar. 24, 2005, as amended at T4
FR 13114, Mar. 26, 2009]

§600.3 Definitions.

As used in this subchapter;

(a) Act means the Public Health Serv-
ice Act (58 Stat. 682), approved July i,
1944,

(b) Secretary means the Secretary of
Health and Human Services and any
other officer or employee of the De-
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partment of Health and Human Serv-
ices to whom the authority involved
has been delegated.

{c) Commissioner af Food and Drugs
meansg the Commissioner of the Food
and Drug Administration.

{d) Center for Biologics Evaluation and
Research means Center for Biologics
Evaluation and Research of the Food
and Drug Administration,

{e) State means g State or the Dis-
trict of Columbia, Puerto Rico, or the
Virgin Islands.

(f) Possession includes among other
possessions, Puerto Rico and the Vir-
gin Islands.

{g) Products includes biological prod-
ucts and trivalent organic arsenicals.

(h) Biological product means any
virus, therapsutic serum, toxin, anti-
toxin, or analogous product applicable
to the prevention, treatment or cure of
diseases or injuries of man:

(1) A virus is interpreted to be a prod-
uect containing the minute living cause
of an infectious disease and includes
but is not limited to filterable viruses,
bacteria, rickettsia, fungi, and pro-
tozoa.

{(2) A therapeutic serum is a product
obtained from biood by removing the
clot or clot components and the blood
cells.

{3) A toxin is a product containing a
soluble substance poisonous to labora~
tory animals or to man in doses of 1
milliliter or less (or equivalent in
welght) of the product, and having the
property, following the injection of
non-fatal doses into an animal, of caus-
ing to be produced therein another
soluble substance which speoifically
neutralizes the poisonous substance
and which is demonsgtrable in the
gerum of the animal thus immunized.

(4) An antitoxin is a product con-
taining the soluble substance in serum
or other body fluid of an immunized
animal which apecifically neutralizes
the toxin against which the animal is
immune,

{8) A product is analogous:

(1) To a virus if prepared from or with
a virus or agent actually or potentially
infections, without regard to the de-
gree of virulence or toxicogenicity of
the specific strain used.
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(ii) To a therapeutic serum, if com-
posed of whole blood or plasma or con-
taining some organic constituent or
product other than a hormone or an
amino acid, derived from whole blood,
plasma, or serum.

(iii) To a toxin or antitoxin, if in-
tended, irrespective of its source of ori-
gin, to be applicable to the prevention,
treatment, or cure of disease or inju-
ries of man through a specific immune
Process.

(i) Trivalent organic arsenicals means
argsphenamine and its derivatives (or
any other trivalent organic arsenic
compound) applicable to the preven-
tion, treatment, or cure of diseases or
injuries of man,

(i) A product is deemed applicable to
the prevention, treatment, or cure of dis-
eases or injuries of man irrespective of
the mode of administration or applica-
tion recommended, including use when
intended through administration or ap-
plication to a person as an aid in diag-
nosis, or in evalvating the degree of
susceptibility or Immunity possessed
by a person, and including also any
other use for purposes of diagnosis if
the diagnostic substance so used is pre-
pared from or with the aid of a biologi-
cal product.

(k) Proper name, as applied to a prod-
uect, means the name designated in the
license for use upon each package of
the product.

(1) Dating period means the period be-
yond which the product cannot be ex-
pected beyond reascnable doubi to
yvield its specific regults.

(m) Expiration date means the cal-
endar month and year, and where ap-
plicable, the day and hour, that the
dating period ends.

(n) The word sitandards means speci-
fications and procedures applicable to
an establishment or to the manufac-
ture or release of products, which are
prescribed in this subchapter or estab-
lished in the biologics license applica-
tion degigned to insure the continued
safety, purity, and potency of such
products.

(0) The word continued as applied to
the safety, purity and potency of prod-
ucts is interpreted to apply to the dat-
ing period.

(p) The word safety means the rel-
ative freedom from harmiul effect to
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persong affected, directly or indirectly,
by a product when prudently adminis-
tered, ftaking into consideration the
character of the product in relation to
the condition of the recipient at the
time.

(qa) The word sterility is interpreted to
mean freedom from viable contami-
nating microorganisms, as determined
by the tests prescribed in §610.12 of this
chapter,

(r) Purity means relative freedom
from extranseous matter in the finished
product, whether or not harmiful to the
recipient or deleterious to the product.
Purity includes but is not limited to
relative freedom from residnal mois-
ture or other volatile substances and
pyrogenic substances.

(s) The word potency is interproted to
mean the specific ability or capacity of
the product, as indicated by appro-
priate laboratory tests or by ade-
guately controlled clinical data ob-
tained through the administration of
the product in the manner intended, to
effect a given result,

(t) Manufaciurer means any legal per-
son or entity engaged in the manufac-
ture of a product subject to license
under the act; “Manufacturer” also in-
cludes any legal person or entity who
is an applicant for a license where the
applicant assumes responsibility for
compliance with the applicable product
and establishment standards.

(w) Monufacture means all steps in
propagation or manufacture and prepa-
ration of products and includes but is
not limited to filling, testing, labeling,
packaging, and storage by the manu-
facturer.

(v) Location includes all buildings,
appurtenances, equipment and animals
used, and personnel engaged by a man-
ufacturer within a particular arca des-
ignated by an address adequate for
identification.

(w) Establishment has the same mean-
ing as ‘‘facility’’ in section 351 of the
Public Health Service Act and includes
all locations.

(x) Lot means that quantity of uni-
form material identified by the manu-
facturer as having been thoroughly
mixed in a single vessel,

(¥) A filling refers to a group of final
containers identical in all respects,
which have bheen filled with the same
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product from the same bulk lot with-
out any change that will affect the in-
tegrity of the filling assembly.

(z) Process refers to a manufacturing
step that is performed on the product
itself which may affect 1ts safety, pu-
rity or potency, in contrast to such
manufacturing steps which do not af-
fect intrinsically the safety, purity or
potency of the product.

(aa) Selling agent or distributor means
any person engaged in the unrestricted
distribution, other than by sale at re-
tail, of products subject to license.

(bb) Coniainer (referred to also as
“final container”) iz the immediate
unit, bottle, vial, ampule, tube, or
other receptacle containing the prod-
uct as distributed for sale, barter, or
exchange.

(ce) Package means the immediate
carton, receptacle, or wrapper, includ-
ing all labeling matter therein and
thereon, and the contents of the one or
more enclosed containers. If no pack-
age, ag defined in the preceding sen-
tence, is used, the container shall be
deemed Lo be the package.

(dd) Label means any written, print-
ed, or graphic matter on the container
or package or any such matter clearly
visible through the immediate carton,
receptacle, or wrapper.

(ee) Radioactive biological product
meang g biclogical product which is la-
beled with a radionuclide or intended
solely to be labeled with a radio-
nuclide.

(ff) Amendment is the submission of
information to a pending license appli-
cation or supplement, to revise or mod-
ify the application as originally sub-
mitted.

(gg) Supplement is a request to ap-
prove a change in an approved license
application.

(hh) Distribuied means the biclogical
product has left the control of the 1i-
censed manufacturer.

(ii) Conirol means having responsi-
bility for maintaining the continued
safety, purity, and potency of the prod-
uct and for compliance with applicable
product and establishment standards,
and for compliance with current good
manufacturing practices.

(jiy Assess the effects of the change, as
used in §601.12 of this chapter, means
to evaluate the effects of a manufac-
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turing change on the identity,
strength, quality, purity, and potency
of a product as these factors may re-
late to the safety or effectiveness of
the product.

(kk) Specification, as used in §601.12 of
this chapter, means the guality stand-
ard (i.e., tests, analytical procedures,
and acceptance criteria) provided in an
approved application %o confirm the
quality of products, intermediates, raw
materials, reagents, components, in-
process materials, container closure
systems, and other materials used in
the production of a product. For the
purpose of this definition, acceptance
criteric means numerical limits, ranges,
or other criteria for the tests de-
geribed.

(11} Complete response letter means a
written communication to an applicant
from FDA usually describing ali of the
deficiencies that the agency has identi-
fied in a biclogics license application
or supplement that must be satisfac-
torily addressed before it can be ap-
proved.

(mm) Resubmission means a submis-
sion by the hiologics license applicant
or supplement applicant of all mate-
rials needed to fully address all defi-
ciencies identified in the complete re-
sponse letter. A biologics license appli-
cation or supplement for which FDA
issued a complete response letter, but
which wag withdrawn before approval
and later submitted again, is not a re-
submission.

[38 FR 32048, Nov. 20, 1973, as amended at 40
FR 31313, July 25, 1975; 66 FR 11014, Mar, 26,
1980; 61 FR 24233, May 14, 1996; 62 FR 39901,
July 24, 1997: 64 FR 56449, Qot. 20, 1999; 856 FR
66634, Nov. 7, 2000; 69 FR 18766, Apr. 8, 2004; ‘710
FE. 14982, Mayr. 24, 2006; 78 FR 39610, July 10,
2008]

Subpart B—Establishment
Standards

§600.10 Personnel.

(a.) [Regerved]

(b) Personnel. Pergonnel shall have
capabilities commensurate with their
assigned functions, a thorough under-
standing of the manufacturing oper-
ations which they perform, the nec-
essary training and experience relating
to individual products, and adequate
information concerning the application
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of the pertinent provisions of this sub-
chapter to their respective functions.
Personnel shall include such profes-
sionally trained persons as are nec-
essary to insure the competent per-
formance of all manufacturing proc-
e8ses.

(¢} Restrictions on personnel—(1) Spe-
cific duties. Peraons whose presence can
affect adversely the safety and purity
of a product shall be excluded from the
room where the manufacture of a prod-
uct is in progress.

(2) Sterile operations. Personnel per-
forming sterile cperations shall wear
clean or sterilized protective clothing
and devices to the extent necessary to
protect the product from contamina-
tion.

(3) Pathogenic viruses and spore-form-
ing organisms. Persons working with vi-
ruses pathogenic for man or with
spore-forming microorganisms, and
persons engaged in the care of animals
or animal quarters, shall be excluded
from areas where other products are
manufactured, or such persons shall
change outer clothing, including shoes,
or wear protective covering prior to en-
tering such areas.

(4) Live vaccine work areas. Persons
may not enter a live vaccine processing
area after having worked with other in-
fectlons agents in any other laboratory
during the same working day. Only
persons actually concerned with propa-
gation of the culture, production of the
vacoine, and unit maintenance, shall be
allowed in live vaccine processing
areag when active work is in progress.
Casual visitors shall be excluded from
such units at all times and all others
having business in such areas shall be
admitted only - under supervision.
Street clothing, including shoeg, shall
be replaced or covered by suitable lab-
oratory clothing hefore entering a live
vaccine processing unit. Persons caring
for animals used in the manufacture of
live vaccines shall be excluded from
other animal guarters 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,
1090; 62 FR. 63538, Oct. 15, 1997; 68 FR 75119,
Dec. 80, 2003]

§600.11

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

(&) Work areas. All rooms and work
areas whers products are manufactured
or stored shall be kept orderly, clean,
and free of dirt, dust, vermin and oh-
jects mot required for manufacturing.
Precautions shall be taken to aveoid
clogging and hack-siphonage of drain-
age 8ystems, Precauticns 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
dissernination of microorganisms from
one manufacturing area to another and
t0 avoid other conditions unfavorable
to the safety of the product. Filling
rooms, and other rooms where open,
sterile operations are conducted, shall
be adeguate 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) Eguipment. Apparatus for steri-
lizing equipment and the method of op-
eration shall be such as to ingure 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-
egsing 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
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factor, equipment shall be sterile, un-
less sterility of the product is assured
by subsequent procedures.

(c) Luboratory 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
g0 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 wvaccine animals,
shall be disinfected and be provided
with the necessary water, electrical
and other services.

(d) Animal guarters and sitables. Ani-
mal guarters, 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 diognostic no-
ture. Laboratory procedures of a clin-
ical diagnostic nature involving mate-
rials that may be contaminated, shall
not bhe performed in gpace used for the
manufacture of products except that
manhufacturing space which is used
only occasionally may be used for diag-
nogtic work provided spore-forming
pathogenic microorganisms are not in-
volved and provided the space is thor-
oughly cleaned and disinfected before
the manufacture of preducts is re-
sumed.

(2) Spore-forming organisms for supple-
mental sterilization procedure control test.
Spore-forming organisms used as an

additional control in sterilization pro- -

cedures may be introduced into areas
used for the manufacture of products,
only for the purpoges 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

10
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sterility test area or areas designated
for work with spore-forming orga-
nisms, (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-forming microorga-
nisms. (1) Manufacturing processes
using spore-forming microorganisms
conducted in a multiproduct manufac-
turing site must be performed under
appropriate controls to prevent con-
tamination of other products and areas
within the site. Prevention of spore
contamination can be achieved by
using a separate dedicated building or
by using process containment if manu-
facturing is conducted in a multi-
product manufacturing building. All
product and personnel movement be-
tween the area where the spore-form-
ing microorganisms are manufactured
and other manufacturing areas must be
conducted under conditions that will
prevent the introduction of spores into
other areags of the facility.

(ii) If process containment is em-
ployed in a multiproduct manufac-
turing area, procedures muost be in
place to demonstrate adeguate removal
of the spore-forming microorganismi(s)
from the manufacturing area for subse-
quent manunfacture of other products.
These procedures must provide for ade-
guate removal or decontamination of
the spore-forming microorganisms on
and within manufacturing equipment,
facilities, and anclllary room items as
well as the removal of disposable or
product dedicated items from the man-
ufacturing area. Environmental moni-
toring specific for the spore-forming
microcrganiam(s) must be conducted in
adjacent areas during manufacturing
operations and in the manufacturing
area after completion of cleaning and
decontamination.

(4) Live vaccine processing. Live vac-
cine processing must be performed
under appropriate controls to prevent
cross contamination of other products
and other manufacturing areas within
the building. Appropriate controls
must include, at a minimuam:

(i)(A) Using a dedicated manufac-
turing area that is either in a separate
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building, in a separate wing of a build-
ing, or in guarters at the blind end of a
corridor and includes adequabte space
and equipment for all processing steps
up to, but not including, filling into
final containers; and

(B) Not conducting test procedures
that potentially involve the presence of
microorganisms other than the vaccine
gtrains or the use of tissue culture cell
lines other than primary cultures in
space used for processing live vaccine;
or

(i1} If manufacturing is conducted in
a multiproduct manufacturing building
or area, using procedural controls, and
where necessary, process containment.
Process containment is deemed to be
necessary unless procedural controls
are sufficient to prevent cross contami-
nation of other products and other
manufacturing areas within the build-
ing. Process containment is a system
designed to mechanically isolate equip-
ment or an area that involves manufac-
turing using live vaccine organisms.
All product, equipment, and personnel
movement between distinct live vac-
cine processing areas and between live
vaccine processing areas and other
manufacturing areas, up to, but not in-
cluding, filling in final containers,
must be conducted under conditions
that will prevent cross contamination
of other products and manufacturing
areas within the building, including
the introduction of live vacecine orga-
nisms into other areas, In addition,
written procedures and effective proc-
esses must be in place to adequately re-
move or decontaminate live vaccine or-
ganisms from the manufacturing area
and equipment for subsequent manu-
facture of other products. Written pro-
cedures must be in place for
verification that processes to remove
or decontaminate live vaccine orgs-
nisms have been followed.

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

() Animals wused in manufacture—(1)
Care of animals used in manufacturing.

1
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Caretakers and attendants for animals
used for the manufacture of products
shall be sufficient in number and have
adequate experience to insure adegunate
care. Animal quarters and cages shall
be kept in sanitary condition. Animals
on production shall be inspected daily
to cbserve response to production pro-
cedures. Animals that become ill for
reasons hot related to production shall
be isolated from other animals and
ghall 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 gquarantine
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 gquar-
antine periods and particular care shall
be taken during the quarantine periods
to reject animals of the equine genus
which may he infected with glanders
and animals which may be infected
with tuberculosis.

(i1) Quarantine of monkeys. In addi-
tion to obeerving the pertinent general
quarantine reguirements, monkeys
used as a source of tiggue in the manu-
facture of vaccine ghall be maintained
in guarantine for at least 8 weeks prior
to use, except when otherwise provided
in this part. Only monkeys that have
reacted negatively to tuberculin at the
gtart of the guarantine period and
again within 2 weeks prior to use shall
be used in the manufacture of vaceine,
Due precaution shall be taken to pre-
vent crogg-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 thronghout the quarantine
peried in cages closed on all sides with
solid materiale 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
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to tetanus, that are used in the proc-
essing steps of the manufacture of bio-
logical products, ghall be treated ade-
guately to maintain immunity to tet-
anus.

(4) Immunization and bleeding of ani-
mals used as o source of products. Toxing
or other nonviable antigens adminis-
tered in the immunization of animals
uged in the manufacture of products
shall be sterile. Viable antigens, when
80 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) [Resgerved]

(8) Reporting of certain diseases. In
cases of actual or suspected infection
with foot and mouth dissase, glanders,
tetanus, anthrax, gas gangrene, equine
infectious anemsia; equine
encephalomyelitis, or any of the pock
digeases 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 or
the Director, Center for Drug Evalua-
tion and Research (see mailing address-
es in §600.2).

(1) Monkeys used previously for experi-
mental or test purposes. Monkeys that
have been used previously for experi-
mental or test purposes with live
miocrobiological agenta 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 pro-
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 (uar-
antine requirements have been met.
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(B)Y Necropsy eramination 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 111 health,
particularly for (i) evidence of tuber-
cnlosis, (ii) presence of herpes-like le-
gions, 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 gignificant gross patho-
logical lesions, the tissue shall not be
nsed 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 lees suitable for the intended
use. All final containers and closures
ghall 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 a8 possible after filling final con-
tainers shall be labeled as prescribed in
§610.60 et seg. of this chapter, except
that final containers may be stored
without such prescribed labeling pro-
vided they are stored in a sealed recep-
tacle labeled both ingide and outside
with at least the name of the product,
the lot number, and the fiiling identi-
fication.

[38 FR 32048, Nov. 20, 1973, as amended at 41
FR 10428, Mar, 11, 1978; 40 FR 23833, June 8,
1984; 65 FR 11013, Mar. 26, 1980; 68 FR 75119,
Dec. 30, 2008; 70 FR 14982, Mar. 24, 2005; 72 FR
55003, Oct. 18, 2007]
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§600.12 Records.

()} 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
persoen immediately responsible, shall
include dates of the varicus steps, and
be as detailed as necessary for clear un-
derstanding of each step by one experi-
enced in the manufacture of products.

by 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 Bioclogics Evaluation and Re-
search or the Director, Center for Drug
Evaluation and Research, 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 hy
reason of which the distribution of the
product would constitute a danger to
health.

(3) Suspension of requirement for reten-
tion. The Director, Center for Biologics
Evaluation and Research or the Direc-
tor, Center for Drug Evaluation and
Research, may authorize the suspen-
sion of the requirement to retain
records of a specific manufacturing
step upon a showing that such records
no longer have significance for the pur-
poses for which they were made: Pro-
vided, That a summary of such records
ghall be retained.

(e) Records of sterilization of equipment
and supplies. Records relating to the
mode of gterilization, date, duration,
temperature and other conditions re-
lating to each sterilization of equip-
ment and supplies used in the proc-
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egsing of products shall be made by
meang of automatic recording devices
or by means of a system of recording
which gives equivalent assurance of the
accuracy and reliability of the record.
Buch records shall be maintained in a
manner that permits an identification
of the product with the particular man-
ufacturing process tc 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 cuse 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 0 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 ingo-
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 23823, June 8, 1984; 66 FR 11013, Mar, 28,
1890; 70 FR 14982, Mar. 24, 2005]

§600,13 Retention samplies.

Manufacturers ghall retain for a pe-
riod of at least 68 months after the expi-
ration date, unless a different time pe-
riod is specified in. additional stand-
ards, a guantity 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 Plasms and Allergenic Products
prepared $o a physician’s prescription.
Samples so retained shall be selected
at random from either final container
material, or from bulk and final con-
tainers, provided they include at least
one final container as a final package,
or package-equivalent of such filling of
each lot of the product ag intended for
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digtribution. Such sample material
shall be stored at temperatures and
under conditions which will maintain
the identity and integrity of the prod-
uct. Samples retained as required in
this section shall be in addition to
samples of specific products reqguired to
be submitted to the Center for Bio-
logiog Evaluation and Research or the
Center for Drug Hvaluation and Re-
search {(see mailing addresses in §600.2).
Exceptions may be authorized by the
Director, Center for Biologics Evalua-
tion and Research or the Director, Cen-
ter for Drug Evaluation and Research,
when fthe lot yields relatively few final
containers and when such lots are pre-
pared by the same method in large
number and in close succesgion.

[41 FR 10428, Mar, 11, 1676, as amended at 49
FR 23833, June 8, 1984; 50 FR 4133, Jan. 29,
1985; 66 FR 11013, Mar. 26, 1990; 70 FR. 14982,
Mar. 24, 2005]

§600.14 Reporting of biological prod-
uct deviations by licensed manufac-
turers.

{a) Who must report under this section?
(1) You, the manufacturer who holds
the biclogical product license and who
had control over the product when the
deviation occurred, must report under
thig section. If you arrange for anocther
person to perform a manufacturing,
holding, or distribution step, while the
product is in your control, that step is
performed under your control. You
must establish, maintain, and follow a
procedure for receiving information
from that person on all deviations,
complaints, and adverse events con-
cerning the affected product.

(2y Exceptions:

(i) Persons who manufacture only in
vitro diagnostic products that are not
subject to licenging under gection 351 of
the Public Health Service Act do not
report biological product deviations for
those preoducis under this section but
must report in accordance with part
803 of this chapter;

(ii) Persons who manufacture blood
and blood components, including li-
censed manufacturers, unlicensed reg-
istere@d ©blood establishments, and
transfusion serviceg, do not report bio-
logical product deviations for those
products under this section but must
report under §606.171 of this chapter;
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(iii) Persons who manufacture Source
Plasma or any other blood component
and use that Source Plasma or any
other blood component in the further
manufacture of another licensed hio-
logical product must report:

(A) Under §606.171 of this chapter, if a
biological product deviation occurs
during the manufacture of that Source
Plasma or any other blood component;
or

(B) Under this section, if a biological
product deviation ocours after the
manufacture of that SBource Plasma or
any other blood component, and during
manufacture of the licensed biological
produect. )

(b) What do I report under this section?
You must report any event, and infor-
mation relevant to the event, associ-
ated with the manufacturing, to in-
clude testing, processing, packing, la-
beling, or storage, or with the holding
or distribution, of a licensed biological
product, if that event meets all the fol-
lowing criteria:

(1) Either:

{i) Represents a deviation from cur-
rent good manufacturing practice, ap-
plicable regulations, applicable stand-
ards, or established specifications that
may affect the safety, purity, or po-
tency of that product; or

(i1) Represents an unexpected or un-
foreseeable event that may affect the
safety, purity, or potency of that prod-
uct; and

(2) Oceurs in your facility or another
facility under contract with you; and

(3) Involves a distributed biological
product,

(c) When do I report under this section?
You should report a biological product
deviation as scon as possible but you
must report at a date not to exceed 46-
calendar days from the date you, your
agent, or another person who performs
a manufacturing, holding, or distribu-
tion step under your control, acquire
information reasonably suggesting
that a reportable event has occourred,

(d) How do I repori under this section
You must report on Form FIDDA-3486.

(e) Where do I report under this section?
(1) For biclogical products regulated by
the Center for Biologics Evaluation
and Research (CBER), send the com-
pleted Form FDA-3486 to the Director,
Office of Compliance and Biologics
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Quality (HFM-600) (see mailing ad-
dresses in §600.2), or an electronic fil-
ing through CBER's Web site at Attp./
wsw. fda.gov/cher/biodev/biodev. him.

(2) For biological products regulated
by the Center for Drug Evaluation and
Research (CDER), send the completed
Form FDA-3486 to the Division of Com-
pliance Risk Management and Surveil-
lance (HFD-330) (see mailing addresses
in §600.2). CDER does not currently ac-
cept electronic filings.

(3) If you make a paper filing, you
gshould identify on the envelope that a
biological product deviation report
(BPDR) i3 enclosed.

(f) How does this regulation affect other
FDA regulations? This part supplements

§600.15

and does not supersede other provisions
of the regulations in thig chapter. All
biological product deviations, whether
or not they are required to he reported
under this section, should be inves-
tigated in accordance with the applica-
ble provisions of parts 211 and 820 of
thig chapter.

[66 FR 66634, Nov. 7, 2000, as amended at 70
F'R 14982, Mar. 24, 2005]

§600.15 Temperatures during ship-
ment.

The following products shall be main-
tained during shipment at the specified
temperatures:

(a) Products,

Product

Temperature

Cryoprecipitated AHF
Measles and Rubella Virus Vaccine Live
Measles Live and Smallpox Vaccine .......
Maaslas, Mumps, and Rubella Virus Vaccine Live .
Measles and Mumps Virus Vaccine Live
Measles Virus Vaccine Live
Mumps Virus Vaceine Live

Fresh Frozen Plasma

Do.

—18 *C or colder.
10 °C or calder.

—18 “(5 or colder.

Liquid Plasma. .......ivnemuermsssmnssanen 1t0 10 °C.
Prasma —18 °C or colder,

Platelet Rich Plasma

Flatalets

Betwaen 1 and 10 °C if the label indicates storage between 1 and 6
°C, or all reasonable methods to maintain the temperature as close
as possible 10 a range beiwean 20 and 24 °C, if the labsl indicates
storage between 20 and 24 °C.

B 1 1 and 10 °C if the label indicates storage betwean 1 and &

Pollovirus Vaccine Live Ora! Trivalent ..
Poliovirus Vaccing Live Oral Typs | .
Poliovirus Vaccine Live Oral Type Il
Poliovitus Vaccine Live Oral Type ill
Red Blood Cells (liquid product) ...

Aed Blood Cells Frozen
Rubella and Mumps Virus Vaccing Live .........ecuciienns
Rubella Virus Vaccine Live
Smallpox Vaccine {Liquid Product) ....eeceeeeveeeeceeescenes
Source Plasma ..............
Scurce Plasma Liquid
Who'e Blood

Yallow Fever VACRING .......cccvcmmmvsimsssnsinin s snaras

°C, or all reasonalle methods to maintain the tamperature as close
as possible to a range betwasn 20 to 24 °C, if the (abal indicates
storage between 20 and 24 °C.

0 °C or colder.

Do.
Do.
Do,

Batween 1 and 10 °C.

-85 °C or colder.

10 °C or calder.

De.

0 °C or colder.

=5 °C or colder.

10 °C or calder.

Blood ihat is transported from the collecting facilily to the processing
facllity shall be transported in an environmant capable of continu-
ously cogling the blood toward a temperature ranga of 1 to 10 °C,
or at a temperature as close as possible to 20 to 24 °C for a period
not to exceed 6 hours. Blood transported from the storage facility
shall be placed in an appropriate environment to maintain a tem-
perature range betwean 1 1o 10 °C during shipment,

0 °C or colder.

(b) Eremptions. Exemptions or modi-
fications ghall be made only upon writ-
ten approval, in the form of a supple-
ment to the bioclogics license applica-
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tion, approved by the Director, Center
for Biologics Hivaluation and Research.

[39% FR 39872, Nov. 12, 1874, as amended at 49
FR 23833, June 8, 1984; 50 FR 4133, Jan. 29,
1986; 60 FR 9000, Mar. 6, 1985; 55 FR 11013,
Mar. 26, 1990; 69 FR 49351, Sept. 28, 1994; 64 FR
56449, Oct. 20, 1999)
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Subpart C—Establishment
Inspection

§600.20 Imspectors.

Inspections shall be made by an offi-
cer of the Food and Drug Administra-
tion having special knowledge of the
methods used in the manufacture and
control of products and designated for
such purposes by the Commissioner of
Food and Drugs, or by any officer,
agent, or employee of the Department
of Health and Human Services specifi-
cally designated for such purpose by
the Secretary.

[38 FR 32048, Nov. 20, 1873]

£600.21 Time of inspection.

The inspection of an establishment
for which a biclogics license applica-
tion is pending need not be made until
the establishment is in operation and
is manufacturing the complete product
for which a biclogics license is desired.
In case the license is denied following
inspection for the original license, no
reinspection need be made until assur-
ance has been received that the fanlty
conditions which were the basis of the
denial have been corrected. An inspec-
tion of each licensed establishment and
its additional location(s) shall be made
at least once every 2 years, Inspections
may be made with or without notice,
and shall be made during regular busi-
ness hours nunless otherwise directed.

[38 FR 32048, Nov. 20, 1873, as amended at 48
FR 26314, June 7, 1983; 64 FR 56449, Oct. 20,
1998]

§600.22 Duties of inspector.

The inspector shall:

(a) Call upon the active head of the
establishment, gtating the object of his
visit,

() Interrogate the proprietor or
other personnel of the establishment asg
he may deem necessary,

(¢) Examine the details of location,
congtruction, equipment and mainte-
nance, including stables, barns, ware-
housges, manufacturing laboratories,
bleeding clinics maintained for the col-
lection of human blood, shipping
rooms, record rooms, and any other
gtructure or appliance used in any part
of the manufacture of a product,
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(d) Investigate as fully as he deems
necessary the methods of propagation,
proceseing, testing, storing, dispensing,
recording, or other details of manufac-
ture and distribution of each licensed
product, or product for which a license
has been requested, including observa-
tion of these procedures in actual oper-
abion,

(e) Obtain and cause to be sent to the
Director, Center for Biologics Evalua-
tion and Research or the Director, Cen-
ter for Drug Evaluation and Research
(see mailing addresses in §600.2), ade-
quate samples for the examination of
any product or ingredient used in its
manufacture,

(f) Bring to the attention of the man-
ufacturer any fault observed in the
course of inspection in loeation, con-
struction, manufacturing metheds, or
administration of a licensed establish-
ment which might lead to impairment
of a product,

(g) Inspect and copy, as cir-
cumstances may reguire, any records
required to be kept pursuant to §600.12,

(h) Certify as to the condition of the
establishment and of the manufac-
turing methods followed and make rec-
ommendations as to action deemed ap-
propriate with respect to any applica-
tion for 1license or any license pre-
viously issued.

[38 FR 32048, Nov, 20, 1973, as amended at 49
FR 23833, June 8, 1984; 56 FR 11013, Mar. 26,
1990; 70 FR 14942, Mar. 24, 2005]

Subpart D—Reporting of Adverse
Experiences

SOURCE: 59 FR 54042, Oct. 27, 1894, unless
otherwise noted.

§600.80 Postmarketing reporting of
adverse experiences.

(a) Definitions, The following defini-
tions of terms apply to this section:

Adverse exrperience. Any adverse event
associated with the use of a biological
product in humans, whether or not
congidered product related, including
the following: An adverse event occur-
ring in the course of the use of a bio-
logical product in professional prac-
tice; an adverse event occurring from
overdose of the product whether acci-
dental or intentional; an adverse event
oceurring from abuse of the product; an
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adverse event occurring from with-
drawal of the product; and any failure
of expected pharmacological action.

Blood Component. As defined
§606.3(c) of this chapter.

Disability. A substantial disruption of
a person’s ability to conduct normal
life functions.

Life-threntening adverse experience.
Any adverse experience that places the
patient, in the view of the initial re-
porter, at immediate risk of death
from the adverse experience as it oc-
curred, i.e., it does not include an ad-
verse experience that, had it occurred
in a more severe form, might have
canged death.

Serious adverse erperience. Any ad-
verse experience occurring at any dose
that results in any of the following
outcomes: Death, a life-threatening ad-
verge experience, inpatient hospitaliza-
tion or prolongation of existing hos-
pitalization, a persistent or significant
disability/incapacity, or a congenital
anomaly/birth defect. Important med-
ical events that may not result in
death, be life-threatening, or require
hospitalization may be considered a se-
rious adverse experience when, based
upon appropriate medical judgment,
they may jeopardize the patient or sub-
ject and may require medical or sur-
gical intervention to prevent one of the
outcomes listed in this definition. Ex-
amples of such medical events include
allergic bronchospasm requiring inten-
give treatment in an emergency room
or at home, blood dyscrasias or convyl-
giong that do not result in inpatient
hosgpitalization, or the development of
drug dependency or drug abuse.

Unexpected adverse experience: Any ad-
verse experience that is not listed in
the current labeling for the bioclogical
product. This includes events that may
be symptomatically and
pathophysiologically related to an
event listed in the labeling, but differ
from the event because of greater se-
verity or specificity., For example,
under this definition, hepatic necrosis
would be unexpected (by virtue of
greater severity) if the labeling only
referred to elevated hepatic enzymes or
hepatitis. Similarly, cerebral thrombo-
embolism and cerebral vasculitis would
be unexpected (by virtne of greater
specificity) if the labeling only listed

in
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cerebral vascular accidents. ‘“‘Unex-
pected,” as used in this definition, re-
fers to an adverse experience that has
not been previously observed (i.e., in-
cluded in the labeling) rather than
from the perspective of such experience
not being anticipated from the pharma-
cological properties of the pharma-
ceutical product.

(b) Review of adverse erperiences. Any
person having a biclogics license under
§601.20 of this chapter shall promptly
review all adverse experience informa-
tion pertaining to its product obtained
or otherwise received by the licensed
manufacturer from any source, foreign
or domestic, including information de-
rived from commercial marketing ex-
perience, postmarketing clinical inves-
tigations, postmarketing epidemiolog-
ical/surveillance studies, reports in the
gclentific literature, and unpublished
scientific papers. Licensed manufactur-
ers are not required to resubmit to
FDA adverse product experience re-
ports forwarded to the licensed manu-
facturer by FDA; licensed manufactur-
ors, however, must submit all followup
information on such reports to FDA.
Any pergon subject to the reporting re-
guirements under paragraph (¢) of this
section shall also develop written pro-
cedures for the surveillance, receipt,
evaluation, and reporting of post-
marketing adverse experiences to FDA.

(c) Reporting requirements. The li-
censed manufacturer shall report to
FDA adverse experience information,
as described in this section. The Ii-
censed manufacturer shall submit two
copies of each report described in thisg
section for nonvaccine biological prod-
ucts to the Center for Biologics Eval-
uation and Research (HFM-210), or to
the Center for Drug Evaluation and Re-
search (see mailing addresses in §600.2).
Bubmit all vaccine adverse experience
reports to: Vaccine Adverse Hvent Re-
porting System (VAERS) (see mailing
addresses in §600.2). FDA may waive
the requirement for the second copy in
appropriate instances.

(1)) Postmarketing 15-doay “Alert re-
ports”’. The licensed manufacturer shall
report each adverse experience that is
both serious and unexpected, whether
foreign or domestic, as soon as possible
but in no case later than 15 calendar
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days of initial receipt of the informa-
tion by the licensed manufacturer.

(ii) Postmarketing 15-day ‘‘Alert re-
ports’—followup. The licensed manufac-
turer shall promptly investigate all ad-
verse experiences that are the subject
of these postmarketing 15-day Alert re-
ports and shall submit followup reports
within 15 calendar days of receipt of
new Iinformation or as requested by
FDA. If additional information is not
obtainable, records should bes main-
tained of the unsuccessful steps taken
to seek additional information. Post-
marketing 15-day Alert reports and
followups t¢ them shall be submitted
under separate cover.

(iii) Submission of reports. The re-
guirements of paragraphs (c)(1)(i) and
(e)(1)(ii) of this section, concerning the
submission of postmarketing 15-day
Alert reports, shall also apply to any
person whose name appears on the
label of a licensed biological product as
a manufacturer, packer, distributor,
shared manufacturer, joint manufac-
turer, or any other participant in-
volved in divided manufacturing. To
avoid unnecessary duplication in the
submission to FDA of reports required
by paragraphs (¢)(1)(A) and (c)(1)(ii) of
this section, obligations of persons
other than the licensed manufacturer
of the final biological product may be
met by submigsion of all reports of se-
rious adverse experiences to the Ii-
cenged manufacturer of the final prod-
uct. If a person elects to submit ad-
verse experience reports to the licensed
manufacturer of the final product rath-
er than to FDA, the person shall sub-
mit each report to the licensed manu-
facturer of the final product within 5
calendar days of receipt of the report
by the person, and the licensed manu-
facturer of the final product shall then
comply with the requirements of this
section. Under this circumstance, a
person who elects to submit reports to
the licensed manufacturer of the final
product shall maintain & record of this
action which shall include:

(A) A copy of all adverse biological
product experience reports submitted
to the licensed manufacturer of the
final product,

(B) The date the report was received
by the person;
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(C) The date the report was sub-
mitted to the licensed manufacturer of
the final product; and—

(D) The name and address of the li-
censed manufacturer of the final prod-
uct.

(iv) Report identification. Kach report
submitted under this paragraph shall
bear prominent identification as to its
contents, i.e., **15-day Alert report,” or
“15-day Alert report-followup.”

(2) Periodic adverse experience reporis.
(i) The licensed manufacturer shall re-
port each adverse experience not re-
ported under paragraph (c){1)(i} of this
section at quarterly intervals, for 3
years from the date of issumance of the
biologics license, and then at annunal
intervals. The licensed manufacturer
shall submit each gquarterly report
within 30 days of the close of the quar-
ter (the first quarter beginning on the
date of issunance of the biologics Ili-
cense) and each annual report within 60
days of the anniversary date of the
issuance of the biologics license. Upon
written notice, FDA may extend or re-
establish the requirement that a li-
cenged manufacturer submit guarterly
reports, or require that the licensed
manufacturer submit reports wunder
this section at different times than
those stated. Followup information to
adverse experiences submitted in a
periodic report may be submitted in
the next periodic report.

(ii) Bach periodic report shall con-
tain:

(A) A narrative summary and anal-
yeis of the information in the report
and an analysis of the 15-day Alert re-
ports submitted during the reporting
interval (all 15-day Alert reports being
appropriately referenced by the Ili-
censed manufacturer’s patient identi-
fication number, adverse reaction
term(s), and date of submission to
FDA);

(B) A form designated for Adverse
Experience Reporting by FDA for each
adverse experience not reported under
paragraph (e)(1)(i) of this section (with
an index consisting of a line listing of
the licensed manufacturer’s patient
identification number and adverse re-
action term(s)); and
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(©) A history of actions taken since
the lagt report hecause of adverse expe-
riences (for example, labeling changes
or studies initiated).

(1ii) Periodic reporting, except for in-
formation regarding 15-day Alert re-
ports, does not apply to adverse experi-
ence information obtained from post-
marketing studies (whether or not con-
ducted under an investigational new
drug application), from reports in the
scientific literature, and from foreign
marketing experience.

(d) Scientific literature. (1) A 15-day
Alert report based on information from
the scientific literature shall be ac-
companied by a copy of the published
article. The 15-day Alert reporting re-
gquirements in paragraph (c)(1)(i) of this
section (i.e., serious, unexpected ad-
verse experiences) apply only to re-
ports found in sclentific and medical
journals either as case reports or as the
result of a formal clinical trial.

(2) As with all reports submitted
under paragraph (c)(1)1) of this sec-
tion, reports based on the scientific lit-
erature shall be submitted on the re-
porting form designated by FDA or
comparable format as prescribed by
paragraph (f) of thisg section. In cases
where the licensed manufacturer be-
lieves thai preparing the form des-
ignated by FDA constitutes an undue
hardsbip, the licensed manufacturer
may arrange with the Division of Bio-
statistics and Epidemiology (HFM-210)
for an acceptable alternative reporting
format.

(e) Postmarketing studies. (1) Licensed
manufacturers are not required o sub-
mit & 15-day Alert report under para-
graph (c) of this section for an adverse
experience obtained from a post-
marketing clinical study (whether or
not conducted under a biclogical inves-
tigational new drug application) unless
the licensed manufacturer concludes
that there iz a reasonable possibility
that the product caused the adverse ex-
perience.

(2) The licensed manufacturer sghall
separate and clearly mark reports of
adverse experiences that occur during a
postmarketing study as being distinct
from those experiences that are being
reported spontanecously to the licensed
manufactarer.
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(f) Reporting forms. (1) Tixcept as pro-
vided in paragraph (£)(3) of this section,
the licensed manufacturer shall com-
blete the reporting form designated by
FDA for each report of an adverse expe-
rience (FDA Form 3B600A, or, for vac-
cines, a VALRS form; foreign events
including those associated with the use
of vaccines, may bhe submitted either
on an FDA Form 3500A or, if preferred,
on a CIOMS I form).

(2) Bach completed form should refer
only to an individual patient or single
attached publication.

(3) Instead of using a designated re-
porting form, a licensed manufacturer
may use a computer-generated form or
other alternative format (e.g., a com-
puter-generated tape or tabular listing)
provided that:

(i) The content of the alternative for-
mat is equivalent in all elements of in-
formation to those specified in the
form designated by FDA; and

(ii) the format is approved in advance
by MEDWATCH: The FDA Medical
Products Reporting Program; or, for
alternatives to the VAERS Form, by
the Division of Biostatistics and Epide-
miology.

(4) Copies of the reporting form des-
ignated by FDA (FDA-35004) for non-
vaccine biological products may be obh-
tained from Ritp:/avww.fda.gor/
medwatch/getforms.htm. Additional sup-
plies of the form may be obtained from
the Consolidated Forms and Publica-
tions Distribution Center, 3222 Hubbard
Rd., Landover, MD 20785. Supplies of
the VAERS form may be obtained from
VAERS by calling 1-800-822-7967.

(g) Multiple reports. A licensed manu-
facturer should not ineclude in reports
under this gection any adverse experi-
ence that occurred in clinical trials if
they were previously submitted as part
of the biclegics license application. If a
report refers to more than one biologi-
cal product marketed by a licensed
manufacturer, the licensed manufac-
turer should submit the report to the
biclogics license application for the
product listed first in the report.

(h) Patient privacy. For nonvaccine hi-
ological products, a licensed manufac-
turer should not include in reports
under this section the names and ad-
dresses of individual patients; instead,
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the licensed manufacturer should as-
sign a unique code number to each re-
port, preferably not more than eight
characters in length. The licensed man-
ufacturer should include the name of
the reporter from whom the Informa-
tion was received. The names of pa-
tients, health care professionals, hos-
pitals, and geographical identifiers in
adverse experience reports are not re-
leasable to the public under FDA’s pub-
lic information regulations in part 20
this of chapter. For vaccine adverss ex-
perience reports, these data will be-
come part of the CDC Privacy Act Sys-
tem 09-20-0136, ‘“Epidemiologic Studies
and Burveillance of Diseage Problems.”
Information identifying the person who
received the vaccine or that person’s
legal representative will not be made
available to the public, but may be
available to the vaccinee or legal rep-
resentative.

(1) Recordkeeping. The licensed manu-
facturer shall maintain for a period of
10 years records of all adverse experi-
ences known to the licensed manufac-
turer, including raw data and any cor-
regpondence relating to the adverse ex-
periences.

(i) Revocation of biologics license. If a
licensed manufacturer fails to estab-
lish and maintain records and make re-
ports required under this section with
regpect to a licensed biclogical prod-
uct, FDA may revoke the biologics 1i-
cense for such a product in accordance
with the procedures of §601.5 of this
chapter.

(k) Exemptions. Manufacturers of the
following listed products are not re-
quired to submit adverse experience re-
ports under this section:

(1) Whole bloed or components of
whole blood.

(2) In vitro diagnostic products, in-
cluding assay systems for the detection
of antibodies or antigens to
retroviruses. These products are sub-
ject to the reporting requirements for
devices.

(1) Disclaimer. A report or information
submitited by a licensed manufacturer
under this section (and any release by
FDA of that report or information)
does not mecessarily reflect a conclu-
sion by the licensed manufacturer or
FDA that the report or information
constitutes an admission that the bio-
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logical product caused or contributed
to an adverse effect. A licensed manu-
facturer need not admit, and may deny,
that the report or information sub-
mitted under this section constitutes
an admisgion that the biological prod-
uot caused or contributed to an adverse
effect. For purposes of this provision,
this paragraph also includes any person
reporting under paragraph (c)(1)(iii) of
this section.

50 FR 54042, Gct. 27, 1994, as amended at 62
FR 34168, June 26, 1997; 62 FR 52263, Oct. 7,
1897; 63 FR 14612, Mar, 26, 1998, 64 FR. 56449,
Oct. 20, 1889; 70 FR 14982, Mar. 24, 2005]

§600.81 Distribution reports,

The licensed manufacturer shall sub-
mit to the Center for Biclogics Evalua-
ticn and Research or the Center for
Drug Evaluation and Research (see
mailing addresses in §600.2), informa-
tion about the quantity of the product
distributed under the biologics license,
including the quantity distributed to
distributors. The interval between dis-
tribution reports shall be 6 months.
Upon written notice, FDA may require
that the licenged manufacturer submit
distribution reports under this section
at times other than every 6 months.
The distribution repert shall consist of
the bulk lot number (from which the
final container was filled), the fill lot
numbers for the total number of dosage
units of each strength or potency dis-
tributed (e.g., fifty thousand per 10-
milliliter vials), the label lot number
(if different from fill lot number), la-
beled date of expiration, number of
doses in fill lot/Fabel lot, date of release
of fill lot/label lot for digtribution at
that time. If any significant amount of
a fill lot/label lot is returned, include
this information. Disclosure of finan-
cial or pricing data is not required. As
needed, FDA may require submission of
more detailed product distribution in-
formation. Upon written notice, FDA
may require that the licensed manufac-
turer submit reports under this section
at times other than those stated. Re-
quests by a licensed manufacturer to
snbmit reports at times other than
those stated should be made as a re-
quest for a waiver under §600.90.

[69 FR 54042, Oct. 27, 1994, as amended at 64

FR 56449, Oct. 20, 1999; 70 FR 14983, Mar. 24,
2005]
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§600.90 Waivers.

(a) A Hcensed manufacturer may ask
the Food and Drug Administration to
waive under this section any require-
ment that applies to the licensed man-
ufacturer under §§600.80 and 600.81. A
walver request under this section is re-
guired to be submitted with supporting
dooumentation. The waiver requeat ig
required to contain one of the fol-
lowing:

(1) An explanation why the licensed
manufacturer’s compliance with the re-
quirement is unnecessary or cannot be
achieved,

(2) A description of an alternative
submission that satisfies the purpose of
the requirement, or

(3) Other information justifying a
walver,

(b)Y FDA may grant a waiver if it
finds one of the fellowing:

(1) The licensed manufacturer’s com-
pliance with the requirement is unnec-
essary or cannot be achieved,

(2) The licensed manufacturer’s alter-
native submission satisfies the require-
ment, or

(3) The licensed manufacturer’s sub-
migsion otherwise justifies a waiver.

PART 601—LICENSING

Subpart A—General Provisions

Sec,

601.2 Applications for hiologics Iicenses;
procedures for filing.

601.3- Complete response letter to the appli-
cant.

601.4 Issuance and denial of license.

601.5 Revacation of license,

601.6 Suspension of license.

601.7 Procedure for hearings.

601.8 Publication of revocation.

6019 Licenses; reissuance.

Subpart B [Reserved]
Subpart C—Biologics Licensing

601.12 Changes to an approved application.

601.14 Regulatory submissions 1n electronic
format.

60116 Foreign establishments and products:
Samples for each importation.

601.20 Biologica licenses; issuance and con-
ditions.

601.21 Products under development.

601,22 Products in ghort supply; initial man-
ufacturing at other than licensed loca-
tion.
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AUTHORITY: 15 U.S8.C. 1451-1661; 21 U.8.C.
321, 351, 362, 363, 365, 366D, 360, 360c-360f, 360h-
3603, 871, 874, 379, 381; 42 U.B.C. 216, 241, 262,
263, 264; sec 122, Pub. L. 1056-115, 111 Stat. 2322
(21 U.8.C. 355 note).

SourcE: 38 FR 32052, Nov. 20, 1973, unless
otherwise noted.

Crosg REFERENCES: For U.8. Customs
Service regulations relating to viruses, se-
rums, and toxins, see 19 CFR 12.21-12.23. For
U.S. Postal Service regulations relating to
the admissibility to the United States mails
see parts 124 and 125 of the Domestic Mail
Manual, that is incorporated by reference in
38 CFR part 111.

Subpart A—General Provisions

§601.2 Applications for biologics li-
censes; procedures for filing,

(a) General. To obtain a biologics li-
cenge under section 351 of the Public
Health Service Act for any biological
product, the manufacturer shall submit
an application to the Director, Center
for Biologics Evaluation and Research
or the Director, Center for Drug Eval-
uation and Research (see mailing ad-
dresses in §600.2 of this chapter), on
forms prescribed for such purposes, and
shall submit data derived from non-
clinical laboratory and clinical studies
which demonstrate that the manufac-
tured product meets prescribed re-
quirements of safety, purity, and po-
tency; with respect to each nonclinical
laboratory astudy, either a statement
that the study was conducted in com-
pliance with the requirements set forth
in part 58 of this chapter, or, if the
study was not conducted in compliance
with such regulations, a brief state-
ment of the reagon for the noncompli-
ance; statements regarding each clin-
ical investigation involving human
subjects contained in the application,
that it either was conduocted in compli-
ance with the reqguirements for institu-
tional review set forth in part 56 of this
chapter; or was not subject to such re-
quirements in accordance with §56.104
or §56.105, and was conducted in com-
pliance with requirements for informed
consent set forth in part 50 of this
chapter. A full description of manufac-
turing methods; data establishing sta-
bility of the product through the dat-
ing period; sample(s) representative of
the product for introduction or deliv-
ery for introduction into interstate
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commerce; summaries of results of
tests performed on the lot(s) rep-
resented by the submitted sample(s);
gpecimens of the labels, enclosures, and
containers, and if applicable, any Medi-
cation Cuide required under part 208 of
this chapter proposed to be used for the
product; and the address of each loca-
tion involved in the manufacture of the
biclogical product shall be listied in the
biclogics license application. The ap-
plicant shall also include a financial
certification or disclosure statement(s)
or both for clinical investigators as re-
quired by part 54 of this chapter. An
application for a biologics license shall
not be congidered as filed until all per-
tinent information and data have heen
received by the Food and Drug Admin-
istration. The applicant shall also in-
clude either a claim for categorical ex-
clusion under §25.30 or §25.31 of thig
chapter or an environmental assess-
ment under §25.40 of this chapter. The
applicant, or the applicant’s attorney,
agent, or other authorized official shall
sign the application, An application for
any of the following specified cat-
egories of biological products subject
to licensure shall be handled as set
forth in paragraph (c) of this section:

(1) Therapeutic DNA plagmid prod-
ncts;

(2) Therapeutic synthetic peptide
products of 40 or fewer aming acids;

(3) Monoclonal antibedy products for
in vivo use; and

{4y Therapeutic recombinant DNA-de-
rived products.

(b) [Resgerved]

()1} To obtain marketing approval
for a biological product subject to li-
censure which is a therapeutic DNA
plasmid product, therapeutic synthetic
peptide product of 40 or fewer amino
acids, monoclonal antibody product for
in viveo use, or therapeutic recombinant
DNA-derived product, an applicant
shall submit a biologics license appli-
cation in accordance with paragraph
(a} of this section except that the fol-
lowing sections in parts 600 through 680
of this chapter shall not be applicable
to such products: §§600.10(b) and (c),
600.11, 800.12, 600.13, 610.11, 610.58, and
610.62 of this chapter.

(2) To the extent that the require-
ments in this paragraph (¢) conflict
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with other requirements in this sub-
chapter, this paragraph (c) shall super-
sede other requirements.

(d) Approval of a biologics license ap-
plication or issuance of a biologics li-
cense shall constitute a determination
that the establishment(s) and the prod-
uct meet applicable requirements to
ensure the continued safety, purity,
and potency of such products. Applica-
ble requirements for the maintenance
of establishments for the manufacture
of a product subject to this section
shall include but not be limited to the
good manufacturing practice require-
ments set forth in parts 210, 211, 600,
606, and 820 of this chapter.

(e) Any establishment and product li-
cense for a biological product issued
under section 351 of the Public Health
Service Act (42 U.8.0, 201 et seq.) that
has not been revoked or suspended as
of December 20, 1989, shall constitute
an approved biologics license applica-
tion in effect under the same terms and
conditions set forth in such product li-
cense and such portions of the estab-
lishment license relating to such prod-
uect.

[64 FR 56460, Oct. 20, 1999, as amended at 70
FR 14983, Mar. 24, 2005]

§601.3 Complete response letter to the
applicant.

(a) Complete response letter. The Food
and Drug Administration will send the
biologics license applicant or supple-
ment applicant a complete response
letter if the agency determines that it
will not approve the biologics license
application or supplement In its
present form.

(1) Description of specific deficiencies. A
complete response letter will describe
all of the deficiencles that the agency
hag identified in a biolegics license ap-
plication or supplement, except as stat-
ed in paragraph (a)(2) of this section.

(2) Inadequate data. If FDA deter-
mines, after a biologics licensge applica-
tion or supplement is filed, that the
data submitted are inadequate to sup-
port approval, the agency might issue a
complete response letter without first
conducting required inspections, test-
ing submitted product lots, and/or re-
viewing proposed product labeling.

3) Recommendation of octlions for ap-
proval. When possible, a complete re-
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sponse letter will recommend actionsg
that the applicant might take to place
its biologics license application or sup-
plement in condition for approval.

(b} Applicant actions. After receiving
a ocomplete response letter, the hio-
logics license applicant or supplement
applicant must take either of the fol-
lowing actions:

(1) Resubmission. Resubmit the appli-
cation or supplement, addressing all
deficiencies identified in the complete
response letter.

(2) Withdrawal., Withdraw the applica-
tion or supplement. A decision to with-
draw the application or supplement is
without prejudice to a subsequent sub-
mission.

(o) Failure to take action. (1) FDA may
congider a hiologics license applicant
or supplement applicant’s failure to ei-
ther resabmit or withdraw the applica-
tion or supplement within 1 year after
issuance of a complete response letter
to be a request by the applicant to
withdraw the application or supple-
ment, unless the applicant has re-
guested an extension of time in which
to resubmit the application or supple-
ment. FDA will grant any reasonable
request for such an extension. FDA
may consider an applicant’s failure to
resubmit the application or supple-
ment within the extended time period
or request an additional extension to
be a request by the applicant to with-
draw the application.

(2) If FDA considers an applicant’s
failure to take action in accordance
with paragraph (c)(1) of this section to
be a request to withdraw the applica-
tion, the agency will notify the appli-
cant in writing. The applicant will
have 30 days from the date of the noti-
fication to explain why the application
or supplement should not be withdrawn
and to request an extension of time in
which to resubmit the application or
supplement. FDA will grant any rea-
sonable request for an extension, If the
applicant does not respond to the noti-
fication within 30 days, the application
or supplement will be deemed to he
withdrawn.

[78 FR 39611, July 10, 2008]

§601.4 Issuance and denial of license.

(a) A biologics license shall be issued
upon & determination by the Director,
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Center for Biologics Hvaluation and
Research or the Director, Center for
Drug Evaluation and Research that the
establishment(s) and the product meet
the applicable requirements estab-
lished in this chapter. A hiologics li-
cense ghall be valid until sugpended or
revoked.

(b) If the Commissioner determines
that the establishment or product does
not meet the requirements established
in this chapter, the biologics license
application shall be denied and the ap-
plicant shall be informed of the
grounds for, and of an opportunity for
g hearing on, the decision. If the appli-
cant 8o requests, the Commissioner
shall issue a notice of opportunity for
hearing on the matter pursuant to
§12.21(b) of this chapter.

[42 FR 4718, Jan. 25, 1977, as amended at 42
FR 15676, Mar. 22, 1977; 42 FR 19143, Apr. 12,
1977; 64 FR 56450, Oct. 20, 1999; 70 FR 14983,
Mar. 24, 2005]

§601.5 Revocation of license.

(a) A biologics license shall be re-
voked upon application of the manu-
facturer giving notice of intention to
discontinue the manufacture of all
products manufactured under such li-
cense or to digscontinue the manufac-
ture of a particular product for which a
license is held and waiving an oppor-
tunity for a hearing on the matter.

(b)(1) The Commissioner shall notify
the licensed manufacturer of the inten-
tion to revoke the biologics license,
setting forth the grounds for, and offer-
ing an opportunity for a hearing on the
propoged revocation if the Commis-
sioner finds any of the following:

(1) Authorized Food and Drug Admin-
istration employees after reascnable
offorts have been unagble to gain access
to an establishment or a location for
the purpose of carrying out the inspec-
tion required under §600.21 of this chap-
ter,

(ii) Manufacturing of products or of a
product has been discontinued to an ex-
tent that a meaningful inspection or
evaluation cannot he made,

(iil) The manufacturer has failed to
report & change as required by §601.12
of this chapter,

(iv) The establishment or any loca-
tion thereof, or the product for which
the license has been issued, fails to
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conform to the applicable standards es-
tablished in the license and in this
chapter designed to ensure the contin-
ued safety, purity, and potency of the
manufactured product,

(v) The establishment or the manu-
facturing methods have been so
changed as t0 require a new showing
that the establishment or product
meets the reqguirements establighed in
this chapter in order to protect the
public health, or

(vi) The licensed product is not safe
and effective for all of its intended uses
or is misbranded with respect to any
such use.

(2) Except as provided in §601.6 of this
chapter, or in cases involving willful-
ness, the notification required in this
paragraph shall provide a reasonable
period for the licensed manufacturer to
demonstrate or achieve compliance
with the requirements of this chapter,
before proceedings will be instituted
for the revocation of the license. If
compliance is not demonstrated or
achieved and the licensed manufac-
turer does not waive the opportunity
for a hearing, the Commissioner ghall
issue a notice of opportunity for hear-
ing on the matter under §12.21(b) of
this chapter.

[64 FR 56451, Oct. 20, 1999]

§601.6 Suspension of license.

(a) Whenever the Commissioner has
reasonable grounds to believe that any
of the grounds for revocation of a li-
cense exist and that by reason thereof
there is a danger to health, the Com-
missioner may notify the licensed
manufacturer that the biologics license
is suspended and require that the li-
censed manufacturer do the following:

(1) Notify the selling agents and dis-
tributors to whom such product or
products have been delivered of such
suspension, and

(2) Furnish to the Center for Bio-
logics Ewvaluation and Research or the
Center for Drug Evaluation and Re-
search, complete records of such deliv-
eries and notice of suspension.

(h) Upon suspension of a license, the
Commissioner shall either:

(1) Proceed under the provisions of
§601.5(b) of this chapter to revoke the
license, or



Food and Drug Administration, HHS

() If the licensed manufacturer
agrees, hold revocation in abeyance
pending resolution of the matters in-
volved.

[64 FR 56451, Oct. 20, 1999, as amended at 70
FR 14983, Mar. 24, 2003]

§601L.7 Procedure for hearings.

(a) A notice of opportunity for hear-
ing, notice of appearance and request
for hearing, and grant or denial of
hearing for a bioclogical drug pursuant
to this part, for which the exemption
from the Federal Food, Drug, and Cos-
metic Act in §310.4 of this chapter has
been revoked, shall be subject to the
provizions of §314.200 of this chapter
except to the extent that the notice of
opportunity for hearing on the matter
issued pursunant to §12.2i(h) of this
chapter specifically provides otherwise.

(b) Hearings pursuant to §§601.4
through 601.6 shall be governed by part
12 of this chapter.

{c) When a license hasg been suspended
pursuant to §601.6 and a hearing re-
quest has been granted, the hearing
shall proceed on an expedited basis.

[42 FR 4718, Jan. 25, 1977, a8 amended at 42
FR 16676, Mar. 22, 1977; 42 FR 19143, Apr. 13,
1977]

§601.8 Publication of revocation.

The Commissioner, following revoca-
tion of a biologics license under 21 CFR
601.5(h), will publish a notice in the
FEDERAL REGISTER with a statement of
the specific grounds for the revocation.

[74 FR 20683, May 6, 2009]

§601.9 Licenses; reissuance.

(a) Compliance with requirements. A
biologics license, previously suspended
or revoked, may be reigssued or rein-
stated upon a showing of compliance
with requirements and upon such in-
spection and examination as may be
congidered mecessary by the Director,
Center for Biclogics Evaluation and
Research or the Director, Center for
Drug Evaluation and Research.

(b) Exclusion of noncomplying location.
A biologics license, excluding a loca-
tion or locations that fail to comply
with the reguirements in this chapter,
may be issued without further applica-
tion and concurrently with the suspen-
gion or revocation of the license for
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noncompliance at fthe excluded loca-
tion or locations.

(c) Exclusion of noncomplying prod-
uct(s). In the case of multiple products
included under a single biologics li-
cense application, a biologics license
may be iasued, excluding the non-
compliant product(s), without further
application and concurrently with the
suspension or revocation of the bio-
logics license for a noncompliant prod-
uctfa).

[64 FR 56451, Oct. 20, 1999, as amended at 70
FR 14983, Magx. 24, 2005]

Subpart B [Reserved]

Subpart C—Biologics Licensing

§601.12 Changes to an approved appli-
cation.

(a) General. (1) As provided by this
gection, an applicant must inform the
Food and Drug Adminigtration (FDA)
(see mailing addresses in §600.2 of this
chapter) about each change in the
product, production process, quality
controls, equipment, facilities, respon-
sible personnel, or labeling established
in the approved license application(s).

(2) Before distributing a product
made using a change, an applicant
must assese the effects of the change
and demonstrate through appropriate
validation and/or other clinical and/or
nonclinical laboratory studies the lack
of adverse effect of the change on the
identity, strength, quality, purity, or
potency of the product as they may re-
late to the safety or effectivencss of
the product.

(3) Notwithstanding the requirements
of paragraphs (b), (¢), and (f) of this
section, an applicant must make a
change provided for in those para-
graphs in accordance with a regulation
or guidance that provides for a less
burdensome notification of the change
(for example, by submission of a sup-
plement that does not require approval
prior to distribution of the product or
in an annual report).

(4) The applicant must promptly re-
vise all promotional labeling and ad-
vertising to make it conslstent with
any labeling change implemented in
accordance with paragraphs (f){1) and
()(2) of this section,
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(b) A supplement or annual report
must include a list of all changes con-
tained in the supplement or annual re-
port. For supplements, this list must
be provided in the cover letter.

(b} Changes reguiring supplement sub-
mission and approval prior to distribution
of the product made wusing the change
(major changes). (1) A supplement shall
be submitted for any change in the
product, production process, quality
controls, equipment, facilities, or re-
sponsible personnel that has a substan-
tial potential to have an adverse effect
on the identity, strength, quality, pu-
rity, or potency of the product as they
may relate to the safety or effective-
negs of the product.

(2) These changes include, but are not
limited to:

(i) BExcept as provided in paragraphs
(c) and (d) of this section, changes in
the qualitative or quantitative formu-
lation, including inactive ingredients,
or in the specifications provided in the
approved application;

(ii) Changes requiring completion of
an appropriate human study to dem-
onstrate the equivalence of the iden-
tity, strength, guality, purity, or po-
tency of the product as they may re-
late to the safety or sffectivensss of
the product;

(iii) Changes in the virus or adven-
titions agent removal or inactivation
method(s); '

(iv) Changes in the source material
or c¢ell line;

(v) Establishment of a new master
cell bank or seed; and

(vi) Changes which may affect prod-
uct sterility assurance, such as
changes in product or component steri-
lization methed(s), or an addition, de-
letion, or substitution of steps in an
aseptic processing operation.

(2) The applicant must obtain ap-
proval of the supplement from FDA
prior to distribution of the product
made using the change. Except for sub-
missions under paragraph (e) of this
section, the following shall be con-
tained in the supplement:

(i) A detailed description of the pro-
posed change,

(ii) The product{s) involved,

(iif) The manufacturing site(s) or
area(s) affected;
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(iv) A description of the methods
uged and studies performed to evaluate
the effect of the change on the iden-
tity, strength, quality, purity, or po-
tency of the product as they may re-
late to the safety or effectiveness of
the product;

(v¥) The data derived from such stud-
ies;

(vi) Relevant wvalidation protocols
and data; and

(vii) A reference 1list of relevant
standard operating procedures (SOP’s).

(4) An applicant may agk FDA to ex-
pedite its review of a supplement for
public health reasons or if a delay in
making the change described in it
would impose an extraordinary hard-
ship on the applicant. Such a supple-
ment and its mailing cover should be
plainly marked: “Prior Approval Sup-
plement-Expedited Review Requested.

() Changes requiring supplement sub-
mission at least 30 days prior to distribu-
tion of the product made using the
change. (1) A supplement shall be sub-
mitted for any change in the product,
production process, quality coatrols,
equipment, facilities, or responsible
personnel that has a moderate poten-
tial to have an adverse effect on the
identity, strength, guality, purity, or
potency of the product ag they may re-
late to the safety or effectiveness of
the product. The supplement shall be
labeled ‘‘Supplement——Changes Being
Effected in 30 Days” or, if applicable
under paragraph (c)(5) of this section,
“Supplement—Changes Being Ef-
fected.”

(2) These changes include, but are not
limited to:

(i) [Reserved]

(il) An increase or decrease in pro-
duction scale during finishing steps
that involves different equipment; and

(iii) Replacement of equipment with
that of similar, but not identical, de-
gsign and operating principle that does
not affect the process methodology or
process operating parameters.

(iv) Relaxation of an acceptance cri-
terion or deletion of a test to comply
with an official compendium that is
consistent with FDA statutory and reg-
ulatory requirements.

(3) Pending approval of the supple-
ment by FDA, and except as provided
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in paragraph (¢)5) of this section, dis-
tribution of the product made using
the change may begin not less than 30
days after receipt of the supplement by
FDA. The information listed in para-
graph (B)(8)(i) through (b)(3)(vii) of this
gection shall be contained in the sup-
plement,

@) If within 30 days following FDA’s
receipt of the supplement, FDA in-
forms the applicant that either:

(i) The change reguires approval
prior to digtribution of the product in
accordance with paragraph (b) of this
section; or

(ii) Any of the information required
under paragraph (c)(3) of this section is
missing; the applicant shall not dis-
tribute the product made using the
" change until FDA determines that
compliance with this section is
achieved.

(6) In certain circumstances, FDA
may determine that, based on experi-
ence with a particular type of change,
the supplement for such change is usu-
ally complete and provides the proper
information, and on particular assur-
ances that the proposed change hasg
been appropriately submitted, the
product made using the change may be
distributed immediately upon receipt
of the supplement by FDA. These cir-
cumstances may include substantial
similarity with a type of change regu-
larly involving a “‘Supplement—
Changes Belng Hffected’” supplement or
a sltnation in which the applicant pre-
sents evidence that the proposed
change has been validated in accord-
ance with an approved protocol for
such change under paragraph {e) of thig
section.

(6) If the agency disapproves the sup-
plemental application, 1t may order
the manufacturer to cease distribution
of the products made with the manu-
facturing change,

(d) Changes to be described in an an-
nual report (minor changes). (1) Changes
in the product, production process,
guality controls, equipment, facilities,
or responsible personnel that have a
minimal potential to have an adverse
effect on the identity, strength, qual-
ity, purity, or potency of the product
as they may relate to the safety or ef-
fectiveness of the product shall be doc-
umented by the applicant in an annual
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report submitted each year within 60
days of the anniversary date of ap-
proval of the application. The Director,
Center for Biologics Evaluation and
Research or the Director, Center for
Drug Evaluoation and Research, may
approve a written reqguest for an alter-
native date to combine annual reports
for multiple approved applications into
a single annual report submission,

{2) These changes include, but are not
limited to: )

(i) Any change made to comply with
a change to an official compendium,
except a change described in paragraph
(eX2)({iv) of this section, that is con-
sistent with FDA statutory and regu-
latory reqguirements.

(ii) The deletion or reduction of an
ingredient intended only to affect the
color of the product, except that a
change intended only to affect Blood
Grouping Reagents requires supple-
ment submission and approval prior to
distribution of the product made using
the change in accordance with the re-
quirements set forth in paragraph (b)
of this section;

(iii) An extension of an expiration
dating period based upon full shelf life
date on production batches obtained
from a protocol approved in the appli-
cation;

(iv) A change within the container
closure system for a nonsterile prod-
uct, baged upon a showing of eguiva-
lency to the approved system under a
protocol approved in the application or
published in an official compendium;

(v) A change in the size and/or shape
of a container containing the same
number of dosage units for a nonsterile
solid dosage form product, without a
change from one container closure sys-
tem to another;

(vi) The addition by embossing, de-
bossing, or engraving of a code imprint
to a so0lid dosage form biological prod-
uct other than a modified release dos-
age form, or a minor change in an ex-
isting code imprint; and

(vii) The addition or revision of an al-
ternative analytical procedure that
provides the same or increased assur-
ance of the identity, strength, quality,
purity, or potency of the material
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being tested as the analytical proce-
dure described in the approved applica-
tiom, or deletion of an alternative ana-
Iytical procedure.

(8) The following information for
each change shall be contained in the
annual report:

(i) A st of all products involved; and

(ii) A full description of the manufac-
turing and controls changes including:
the manufacturing site(s) or area(s) in-
volved; the date the change was made;
a crogs-reference to relevant validation
protocols and/or SOP’s; and relevant
data from studies and tests performed
to evaluate the effsct of the change on
the identity, strength, quality, purity,
or potency of the product as they may
relate to the safety or effectiveness of
the product.

(iii) A statement by the holder of the
approved application or license that
the effects of the change have been as-
gessed.

(4) The applicant shall submit the re-
port to the FDA office responsible for
reviewing the application, The report
shall include all the information re-
quired under this paragraph for each
change made during the annual report-
ing interval which ends on the anniver-
gary date in the order in which they
were implemented.

(&) An applicant may submit one or
more protocols describing the specific
tegts and validation studies and accept-
able limits to be achieved to dem-
onstrate the lack of adverse effect for
specified types of manufacturing
changes on the identity, strength,
quality, purity, or potency of the prod-
uct as they may relate to the safety or
effectiveness of the product. Any such
protocols, or change %0 a protocol,
shall be submitted as a supplement re-
quiring approval from FDA prior to
distribution of the product which, if
approved, may justify a reduced report-
ing category for the particular change
becanse the use of the protocal for that
type of change reduces the potential
risk of an adverse effect.

(f) Labeling changes. (1) Labeling
changes requiring supplement submis-
sion—FDA approval must be obtained
before digtribution of the product with
the labeling change. Except as de-
seribed in paragraphs (£)(2) and (£)(3) of
this section, an applicant shall submit
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a supplement describing a proposed
change in the package insert, package
label, container label, or, if applicable,
a Medication Guide required under part
208 of this chapter, and include the in-
formation mnecessary to support the
proposed change. An applicant cannot
use paragraph (£)(2) of thiz section to
mske any change to the information
required in §201.57(a) of this chapter.
An applicant may report the minor
changes to the information specified in
paragraph (£)(3)(i)D) of this section in
an annunal report. The supplement ghall
clearly highlight the proposed change
in the labeling, The applicant shall ob-
tain approval from FDA prior to dis-
tribution of the product with the label-
ing change.

(2) Labeling changes requiring supple-
ment submission—product with o labeling
change that may be distributed before
FDA approval. (1) An applicant shall
submit, at the time such change is
made, a supplement for any change in
the package insert, package label, or
container label to reflect newly ac-
quired information, except for changes
to the package insert required in
§201.57(a) of this chapter (which must
be made under paragraph (f}(1) of this
section), to accomplish any of the fol-
lowing:

{(A) To add or strengthen a contra-
indication, warning, precaution, or ad-
verse reaction for which the evidence
of a causal association satisfies the
standard for inclusion in the labeling
under §201.57(¢c) of this chapter;

(B) To add or strengthen a gtatement
about abuse, dependence, psychological
effect, or overdosage;

(C) To add or strengthen an instruc-
tion about dosage and administration
that is intended to increase the safety
of the use of the product; and

(D) To delete falge, migleading, or un-
supported indications for use or claims
for effectiveness,

(E) Any labeling change normally re-
quiring a supplement submission and
approval prior to distribution of the
product that FDA specifically requests
be submitted under this provision.

(ii) Pending approval of the supple-
ment by FDA, the applicant may dis-
tribute a product with a package in-
sert, package label, or container label
bearing such change at the time the
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supplement is submitted. The supple-
ment shall clearly identify the change
being made and include necessary sup-
porting data. The supplement and its
mailing cover shall be plainly marked:
“Special Labeling Supplement—
Changes Being Effected.”

(3 Labeling changes requiring submis-
sion in an annual report. (i) An appli-
cant shall submit any final printed
package insert, package label, con-
tainer label, or Medication Guide re-
quired under part 208 of this chapter in-
corpeorating the following changes in
an annual report submitted to FDA
each year as provided in paragraph
(dX1) of this section:

(A) Editorial or
changes;

(B) A change in the information on
how the product is supplied that does
not involve a change in the dosage
strength or dosage form,

(C) A change in the information gpec-
ified in §208.20(b)(8)(iil) and (bXB)({iv) of
this chapter for a Medication Guide;
and

(D) A change to the Information re-
quired in §201.57(a) of this chapter as
fellows:

(I) Removal of a listed section(s)
specified in §201.57(a)(5) of this chapter;
and

(2) Changes to the most recent revi-
sion date of the labeling as specified in
§201.57(a)(18) of this chapter.

(E) A change made pursuant to an ex-
ception or alternative granted under
§201.26 or §610.68 of this chapter.

(ii) The applicant may distribute a
product with a package insert, package
label, or container label bearing such
change at the time the change is made.

(4) Advertisements and promotional la-
beling,  Advertisements and  pro-
motional labeling shall be submitted to
the Center for Biologice Evaluation
and Research or Center for Drug Eval-
uation and Research in accordance
with the requirements set forth in
§314.81(h)(B)(1) of this chapter, except
that Form FDA-2567 (TFransmittal of
Labels and Circulars) or an eqguivalent
form shall be used.

(5) The submission and grant of a
written request for an exception or al-
ternative under §201.26 or §610.68 of this
chapter satisfies the requirements in

similar minor
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paragraphs (f)(1) through (f)(2) of this
section,

(6) For purposes of paragraph ()(2) of
this section, information will be con-
sidered newly acquired if it consists of
data, analyses, or other information
not previongly submitted to the agen-
¢y, which may include (but are not lim-
ited to) data derived from new clinical
gtudies, reports of adverse events, or
new analyses of previously submitted
data (e.g., meta-analyseg) if the stud-
ies, events or analyses reveal risks of a
different type or greater severity or
frequency than previously included in
submissiong to FDA.

(g) Failure to comply. In addition to
other remedies available in law and
regulations, in the event of repeated
failure of the applicant to comply with
this section, FDA may require that the
applicant submit a supplement for any
proposed change and obtain approval of
the supplement by FDA prior to dis-
tribution of the product made using
the change.

(h) Administrative review. Under §10.756
of this chapter, an applicant may re-
quest internal FDA review of FDA em-
ployee decisions under this section.

[62 FR 39901, July 24, 1997, as amended at 63
FR 66399, Dec, 1, 1998, Bedesignated at 65 FR
59718, Oct. 6, 2000, and amended at 69 FR
18766, Apr. 8, 2004; 70 FR 14983, Mar. 24, 2005;
71 FR 3997, Jan. 24, 2006; 72 FR 73600, Dec. 28,
2007, 73 FR 49609, Avg. 22, 2008; 73 FR 68333,
Nov. 18, 2008]

§601.14 Regulatory
electronic format.

(&) General. Electronic format sub-
missions must be in a form that FDA
can process, review, and archive. FDA
will periodically issue guidance on how
to provide the electronic submission
(e.g., method of transmission, media,
file formats, preparation and organiza-
tion of files.)

(b) Labeling. The content of labeling
required wunder §201.100(d)}3) of this
chapter (commonly referred to as the
package insert or professional label-
ing), including all text, tables, and fig-
ures, must be submitted to the agency
in electronic format as described in
paragraph (a) of this section, This re-
quirement is in addition to the provi-
sions of §§601.2(a) and 601.12() that re-
quire applicants t¢ submit specimens

submissions in
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of the labels, enclosures, and con-
tainers, or to submit other final print-
ed labeling. Submisgions under this
paragraph must be made in accordance
with part 11 of this chapter except for
the requirements of §11.10(a), (c)
through (h), and (k), and the cor-
responding requirements of §11.30.

[68 FR 69020, Dec. 11, 2008]

§601.15 Foreign establishmenis and
products: samples for each importa-
tion.

Random samples of each Iimporta-
tion, obtained by the Distriet Director
of Customs and forwarded to the Direc-
tor, Center for Biologics Ewvaluation
and Research or the Director, Center
for Drug Evaluation and Rezearch (see
mailing addresses in §600.2 of this chap-
ter) must be at least two final con-
tainers of each lot of product. A copy
of the associated documents which de-
scribe and identify the shipment must
accompany the sghipment for for-
warding with the samples to the Direc-
tor, Center for Biologics Evaluaticn
and Regearch or the Director, Center
for Drug Evaluation and Research (see
mailing addresses in §600.2). For ship-
ments of 20 or less final containers,
samples need not be forwarded, pro-
vided a copy of an official release from
the Center for Bioclogics Hvaluation
and Research or Center for Drug Eval-
uation and Research accompanies each
shipment.

[70 FR 14983, Mar. 24, 2005]

§601.20 Biologics issuance

and conditions.

(a) Examination—compliance with re-
gquirements. A biologics license applica-
tion shall be approved only upon exam-
ination of the product and upon a de-
termination that the product complies
with the standards established in the
biologics license application and the
requirements prescribed in the regula-
tions in this chapter including but not
limited to the good manufacturing
practice requirements set forth in
parts 210, 211, 600, 606, and 820 of this
chapter.

() Availebility of product. No bio-
logics licenge shall be issued unless:

licenses;
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(1) The product intended for intro-
duction infto interstate commerce is
avallable for examination, and

(2) Buch product iz available for in-
spection during all phases of manufac-
ture.

(¢) Manufacturing process—impairment
of assurances. No product shall be li-
censed if any part of the process of or
relabting to the manufacture of such
product, in the judgment of the Direc-
tor, Center for Biologics BEwvaluation
and Research or the Director, Center
for Drug ZF¥valuation and Research,
would impair the assurances of contin-
ued safety, purity, and potency as pro-
vided by the regulations conbtained in
this chapter.

(d) Inspection—compliance with re-
gquirements. A biologics license shall be
issued or a biologics license application
approved only after inspection of the
establishment(g) listed in the biologics
license application and upon a deter-
mination that the establishment(s)
complies with the standards estab-
lished in the biologics license applica-
tion and the requirements prescribed in
applicable regulations.

te) One biologics license to cover all lo-
cations. One biclogics license ghall be
igsued to cover all locations meeting
the establishment gtandards identified
in the approved biologics license appli-
cation and each location shall be sub-
ject to inspection by FDA officials.

[64 FR 56451, Oot. 20, 1999, as amended at 70
FR 14983, Mar. 24, 2005]

§601.21 Products under development,

A biological product undergoing de-
velopment, but not yet ready for a bio-
logics license, may be shipped or other-
wise delivered from one State or pos-
gession into another State or posses-
sion provided such shipment or deliv-
ery is not for introduction or delivery
for introduction into interstate com-
merce, except as provided in seotions
505(1) and 520(g) of the Federal Food,
Drug, and Cosmetic Act, as amended,
and the regulations thereunder (21 CFR
parts 312 and 812).

[64 FR 56451, Oct. 20, 1999]
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§601.22 Products in short supply; ini-
tial manufacturing at other than li-
censed location.

A biologios license issued to a manu-
facturer and covering all locations of
manufacture shall aunthorize persons
other than such manufacturer o con-
duct at places other than such loca-
tiong the initial, and partial manufac-
turing of a product for shipment solely
to such manufacturer only to the ex-
tent that the names of such persons
and places are registered with the Com-
missioner of Food and Drugs and it is
found upon application of such manu-
facturer, that the product is in short
supply due either to the peculiar
growth requirements of the organism
involved or to the scarcity of the ani-
mal required for manufacturing pur-
poses, and such manufacturer has es-
tablished with respect to such perscns
and places such procedures, Iingpec-
tions, tests or other arrangements as
will ensure full compliance with the
applicable regulations of this sub-
chapter related to continued safety,
purity, and potency. Such persons and
places shall be subject to all regula-
tions of this subchapter except §§601.2
to 601.6, 601.9, 601.10, 601.20, 601,21 to
601.33, and 610.60 to 610.65 of thigs chap-
ter. For persons and places authorized
under thig section to condunct the ini-
tial and partial manufacturing of a
product for shipment solely to & manu-
facturer of a product subject to licen-
sure under §601.2(c), the following addi-
tional regulations shall not be applica-
ble: §§600.10(b) and (c), 600.11, 600.12,
600.13, 610.11, and 610.53 of this chapter,
Failure of such manufacturer to main-
tain such procedures, inspections,
tests, or other arrangements, or failure
of any person conducting such partial
manufacturing to comply with applica-
ble regulations shall constitute a
ground for suspension or revocation of
the authority conferred pursuant to
this section on the same basis as pro-
vided in §§601.6 to 601.8 with respect to
the suspension and the revocation of li-
censges.

[42 FR 4718, Jan. 25, 1977, as amended at 61
FR 24233, May 14, 199§; 64 FR 56452, Oct. 20,
1999]
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§601.25 Review procedures to deter-
mine that licensed bielogical prod-
ucts are safe, effective, and not mis-
branded wunder prescribed, rec-
oi_nmended, or suggested conditions
of use,

For purposes of reviewing biological
products that have been licensed prior
to July 1, 1972, to determine that they
are safe and effective and not mis-
branded, the following regulations
shall apply. Prior administrative ac-
tion exempting biological produects
from the provisions of the Federal
Food, Drug, and Cosmetic Act is super-
seded to the extent that these regula-
tions result in imposing requirements
pursuant to provisions therein for a
designated biological product or cat-
egory of prodnots.

(a) Advisory review panels. The Com-
misgioner of Food and Drugs shall ap-
point advisory review panels (1) to
evaluate the safety and effectiveness of
biological products for which a license
has been issued pursuant to section 351
of the Public Health Service Act, (2) to
review the labeling of such biological
products, and (3) to advise him on
which of the biological products under
review are safe, effective, and not mis-
branded. An advisory review panel
shall be established for each designated
category of biological product. The
members of a panel shall be qualified
experts, appointed by the Commis-
sioner, and shall include persons from
lists submitted by organizations rep-
resenting professional, consumer, and
industry interests. Such persons shall
represent a wide divergence of respon-
gible medical and scientific opinion.
The Commissioner ghall designate the
chairman of each panel, and summary
minutes of all meetings shall be made.

(b) Request for data and views. (1) The
Commissioner of Food and Drugs will
publish a notice in the FEDERAL REG-
ISTER requesting interested persons to
submit, for review and evaluation by
an advisory review panel, published
and unpublished data and information
pertinent; to a designated category of
biological products.

{2) Data and information submitted
pursuant to a published notice, and
falling within the confidentiality pro-
visions of 18 U.8.C. 1805, 5 U.8.C. 5562(b),
or 21 U.8.C. 331(j), shall be handled by
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the advisory review panel and the Food
and Drug Administration as confiden-
tial until publication of a proposed
evaluation of the biclogics under re-
view and the full report or reports of
the panel. Thirty days thereafter such
data and information shall be made
publicly available and may be viewed
at the Division of Dockets Manage-
ment of the Food and Drug Adminis-
tration, except to the extent that the
person submitting it demonstrates that
it still falls within the confidentiality
provisions of one or more of those stat-
utes.

(3) To be congidered, 12 copies of the
submission on any marketed biological
product within the class shall be sub-
mitted, preferably bound, indexed, and
on standard sized paper, approximately
844 x 11 inches. The time allotted for
submissions will be 60 days, unless oth-
erwise indicated in the specific notice
requesting data and views for a par-
ticular category of biological products.
When requested, abbreviated submis-
sions should be sent. All submissions
shall be in the following format, indi-
cating “none’” or ‘‘not applicable”
where appropriate, unless changed in
the FEDERAL REGISTER notice:

B1oLoGICAL PRODUCTS REVIEW INFORMATION

I. Label or labels and all other labeling
(preferably mounted. Facsimile labeling is
acceptable in lieu of actual container label-
ing), including labeling for export.

II. Representative advertising used during
the past b years.

IIT. The complete quantitative composition
of the biological product.

IV. Animal safety data.

A. Individual active components.

1. Comntrolled studies.

2. Partially controlled or wuncontrolled
studies.

B. Combinations of the individual active
components,

1. Controlled studies.

2. Partially controlled or uncontrolled
studies.

(¢}, Finished blological product.

1. Controlled studies.

2. Partially controlled or uncontrolled
studies.

V. Human safety data.

A, Individual active components.

1. Controlled studies.

2, Partially controlled or uncontrolled
studies.

3, Documented case reports.
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4. Pertinent marketing experiences that
may influence a determination as to the
safety of each individual active component,

5. Pertinent medical and sciemtific 1it-
erature.

B. Combinations of the individual active
components.

1. Controlled studies.

2. Partially controlled or uncontrolled
studles.

3. Documented case reports.

4. Pertinent marketing experiences that
may influence a determination as to the
zafety of combinations of the individual ac-
tive components,

5. Pertinent medical and scientific 1it-
eragure.

C. Finished biological product.

1. Controlled studies.

2. Partially controlled or uncontrolled
studies,

3. Documented case reports.

4, Pertinent marketing experiences that
may influence a determination as to the
safety of the finished biological product.

6. Pertinent medical and scientific lit-
erature,

VI. Efficacy data.

A, Individual active components.

1. Controlled studies.

2, Partially controlled or uncontrolled
studies.

3. Documented case reports.

4, Pertinent marketing experiences that
may influence a determination on the affi-
cacy of each individwal aciive component.

b, Pertinent medical and scientific lit-
erature.

B. Combinations of the individual active
components.

1. Controlled studies.

2. Partially controlled or uncomtrolled
studies.

3. Documented case reports.

4, Pertinment marketing experiences that
may influence a determination as to the ef-
fectiveness of combinations of the individual
active components.

5. Pertinent medical and scientific 1it-
eratura.

¢, Finished biological product.

1. Controlled studies.

2. Partially ocontrolled or wuncontrolled
studies.

3. Documented case reports.

4. Pertinent marketing experiences that
may influence s determination as to the ef-
fectiveness of the finished biological prod-
uct.

5. Pertinent medical and scientific 1lit-
erature.

VIL. A summary of the data and views set-
ting forth the medical rational and purpose
(or lack thereof) for the biological product
and its components and the scientific basis
{or lack thereof) for the conclusion thai the
blological product, including its components,
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has been proven safe and effective and is
properly laheled for the intended use or uses.
If there is an absence of controlled studies in
the materials submitted, an explanation as
to why such studies are not considered nec-
essary or feasible shall be included,

VIII. If the submission is by a licemsed
manufacturer, a statement signed by the an-
thorized official of the licensed manufac-
turer shall be included, stating that to the
best of his or her knowledge and belief, it in-
cludes all information, favorable and unfa-
vorable, pertinent t0 an evaluation of the
safety, effectiveness, and labeling of the
product, including information derived from
investigation, commercial marketing, or
published literature. If the submission is by
an interested person other than a licensed
manufacturer, a statement signed by the
person responsible for such submission shall
be included, stating thaet to the best of his
knowledge and belief, it fairly reflects a bal-
ance of all the available Information, favor-
able and unfavorahle available to him, perti-
nent to an evaluation of the safety, effective-
ness, and labeling of the product.

(c) Deliberations of an advisory review
panel. An advisory review panel will
meet a3 often and for as long as is ap-
propriate to review the data submitted
to it and to prepare a report containing
its conclusions and recommendations
to the Commissioner of Food and Drugs
with respect to the safety, effective-
ness, and labeling of the biological
products in the designated category
under review.

(1) A panel may also consult any in-
dividual or group.

(2) Any interested person may re-
quest in writing am opportunity to
present oral views to the panel. Such
written requests for oral presentations
should include a summarization of the
data to be presented $o the panel. Such
request may be granted or denied by
the panel.

(3) Any interested person may
present written data and views which
shall be considered by the panel. This
information shall be presented to the
panel in the format get forth in para-
graph (b)(3) of this section and within
the time period established for the bio-
logical product category in the notice
for review by a panel.

(d) Standards for safety, effectiveness,
and labeling. The advisory review panel,
in reviewing the submitted data and
preparing the panel’s conclusions and
recommendations, and the Commig-
sioner of Food and Drugs, in reviewing
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and implementing the conclusions and
recommendations of the panel, shall
apply the following standards to deter-
mine that a biological product is safe
and effective and not misbranded.

(1) Bafety meang the relative freedom
from harmful effect to persons af-
focted, directly or indirectly, by a
product when prudently administered,
taking into consideration the char-
acter of the product in relation to the
condition of the recipient at the time.
Proof of safety shall consist of ade-
quate tests by methods reasonably ap-
plicable to show the biclogical product
is safe under the prescribed conditions
of use, including resunlts of significant
human experience during use.

(2) Effectiveness means a reasonable
expectation that, in a significant pro-
portion of the target population, the
pharmacological or other effect of the
biological product, when used under
adequate directions, for use and warn-
ings against unsafe use, will serve a
clinically significant function in the
diagnosis, cure, mitigation, treatment,
or prevention of disease in man. Proof
of effectiveness shall consist of con-
trolled clinical investigations as de-
fined in §314.126 of this chapter, unless
this requirement is waived on the basig
of a showing that it is not reasonably
applicable to the biological product or
essential to the validity of the inves-
tigation, and that an alternative meth-
od of investigation is adequate to sub-
stantiate effectiveness. Alternate
methods, such as serological response
evaluation in clinical studies and ap-
propriate animal and other laboratory
assay evaluations may be adeguate to
substantiate effectiveness where a pre-
viously accepted correlation hetween
data generated in this way and clinical
effectiveness already exists. Investiga-
tions may be corroborated by partially
controlled or uncontrolled studies, doc-
umented clinical studies by qualified
experts, and reports of significant
human experience during marketing.
Isclated case reports, random experi-
ence, and reports lacking the details
which permit scientific evaluation will
not be considered.

(8) The benefit-to-risk ratic of a bio-
logical product shall be considered in
determining safety and effectiveness,
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(4) A biological product may combine
two or more safe and effective active
components: (i) When each active com-
ponent makes a contribution to the
claimed effect or effects; (ii) when com-
bining of the active ingredients does
not decrease the purity, potency, safe-
ty, or effectiveness of any of the indi-
vidual active components; and (iil) if
the combination, when uged under ade-
quate directions for use and warnings
against unsafe use, provides rational
concurrent preventive therapy or
treatment for a significant proportion
of the target population.

(6) Labeling shall be clear and truth-
ful in all respecte and may not be false
or migleading in any particular. It
shall comply with section 351 of the
Public Health Service Act and sections
502 and 503 of the Federal Food, Drug,
and Cosmetic Act, and in particular
with the applicable requirements of
$§610.60 through 610.65 and subpart D of
part 201 of this chapter.

(e) Advisory review panel report io the
Commissioner. An advisory review panel
shall submit to the Commissgioner of
Food and Drugs a report containing the
panel’s conclusions and recommenda-
tions with respect to the biological
products falling within the category
covered by the panel. Included within
this report shall be:

(1) A statement which designates
those biclogical products determined
by the panel to be safe and effective
and not misbranded. This statement
may include any condition relating to
active components, labeling, tests re-
quired prior to release of lots, product
standards, or ofther conditions nec-
essary or appropriate for their safety
and effectiveness.

() A statement which designates
those biological products determined
by the panel to be unsafe or ineffective,
or to be misbranded. The statement
ghall include the panel’s reascns for
each such determination.

B8) A gstatement which designates
those biological products determined
by the panel not to fall within either
paragraph (e) (1) or (2) of this section
on the basis of the panel’s conclusion
that the available data are insufficient
to clasgify such biological products,
and for which further testing is there-
fore required. The report shall rec-
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ommenad with as must gpecificity as
possible the type of farther testing re-
guired and the time period within
which it might reasonably be con-
clnded. The report shall also rec-
ommend whether the product license
should or should not be revoked, thus
permitting or denying continned mann-
facturing and marketing of the biclogi-
cal product pending completion of the
testing. This recommendation will be
based on an assessment of the present
evidence of the safety and effectiveness
of the product and the potential bene-
fits and risks likely to result from the
continued use of the product for a lim-
ited period of time while the questions
raised concerning the product are being
resolved by further study. 2

() Proposed order. After reviewing the
conclugions and recommendations of
the advisory review panel, the Commis-
sioner of Food and Drugs shall publish
in the FEDERAL REGISTER a proposed
order containing:

(1) A statement designating the bio-
logical products in the category under
review that are determined by the
Commisgioner of Food and Drugs to be
safe and effective and not misbranded.
This statement may include any condi-
tion relating to active components, la-
beling, tests regunired prior to release of
lots, product standards, or other condi-
tions necessary or appropriate for their
safety and effectiveness, and may pro-
pose corresponding amendments in
other regulations under this sub-
chapter F.

(2) A statement degighating the bio-
logical products in the category under
review that are determined by the
Commisgsioner of Food and Drugs to be
unsafe or ineffective, or to be mis-
branded, together with the reasons
therefor. All licenses for such products
shall be proposed to be revoked.

(3) A statement designating the bio-
logical products not included in either
of the ahove two statements on the

2A8 of November 4, 1982, the provisions
under paragraphs (e)(® and (f)(3) of this sec-
tion for the interim marketing of certain bi-
ological products pending completion of ad-
ditional studies have been superseded by the
review and reclassification procedures under
§601.26 of this chapter. The superaeded texs is
included for the convenisnce of the user
only.



Food and Drug Administration, HHS

basis of the Commisgioner of Food and
Drugs determination that the available
data are insufficient to classify such
biological products under either para-
graph () (1) or (2) of this section. Li-
censes for such products may be pro-
pased to be revoked or to remain in ef-
fect on an interim basis. Where the
Commissioner determines that the po-
tential benefits outweigh the potential
risks, the proposed order shall provide
that the biologics license for any bio-
logical product, falling within this
paragraph, will not be revoked but will
remain in effect on an interim basis
while the data necessary to support its
continued marketing are being ob-
tained for evaluation by the Food and
Drug Administration. The tests nec-
essary to resolve whatever safety or ef-
fectivenesa guestions exist shall be de-
gcribed. 2

(4) The full report or reports of the
panel to the Commissioner of Food and
Drugs.

The summary minutes of the panel meet-
ing or meetings shall be made available to
interested persons upon reguest. Any inter-
ested person may within 90 days after publi-
cation of the proposed order in the FEDERAL
REGISTER, file with the Hearing Clerk of the
Food and Drag Administration writter com-
ments in guintuplicate. Comments may be
accompanied by a memorandum or brief in
support thereof. All comments may be re-
viewed at the office of the Divigion of Dock-
ets Management during regular working
hours, Monday through Friday.

(g) Final order. After reviewing the
comments, the Commissioner of Food
and Drugs shall publish in the FEDERAL
REGISTER a final order on the matters
covered in the proposed order. The
final order shall become effective as
specified in the order.

(h) [Reserved]

(i) Court Appeal. The final order(s)
published pursuant to paragraph (g) of
this section, and any notice published
pursuant to paragraph (h) of this sec-

2As of November 4, 1982, the provisions
under paragrapbs ()3} and (f)(8) of this sec-
tion for the interim marketing of certain bi-
ologlcal products pending completion of ad-
ditional studies have been superseded by the
review and reclassification procedures under
§601.26 of this chapter, The superseded text is
ingluded for the conveniemce of the user
only.
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tion, constitute final agency action
from which appeal lies to the courts.
The Food and Drug Administration
will request consolidation of all ap-
peals in a single court. Upon court ap-
peal, the Commissioner of Food and
Drugs may, at his discretion, stay the
effective date for part or all of the final
order or notice, pending appeal and
final court adjudication.

[38 FR 32052, Nov. 20, 1973, as amended at 39
FR 11535, Mar. 29, 1974; 40 FR. 13498, Mar, 27,
1975; 43 FR 44838, Sept. 29, 1978; 47 FR. 44071,
Oct. 5, 1882; 47 FR 50211, Nov, 5, 1982; 51 FR
16607, Apr. 25, 1986; 55 FR 11014, Mar. 26, 1590;
62 FR 53538, Oct. 15, 1097; 64 FR 564562, Oct. 20,
1999]

§601.26 Reclassification procedures to
determine that licensed biological
products are safe, effective, and not
misbranded under prescribed, rec-
o:fnmended, or suggested conditions
of use.

This regulation establishes proce-
dures for the reclagsification of all bio-
logical products that have been classi-
fied into Category IITA. A Category
ITiA biological product is one for which
an advisory review panel has rec-
ommended under §601.25(¢)(3), the Com-
missioner of Food and Drugs (Commis-
sioner) has proposed under §601.25(f)(3),
or the Commissioner has finally de-
cided under §601.25(g) that awvailable
data are insufficient to determine
whether the product license should be
revoked or affirmed and which may be
marketed pending the completion of
further testing. All of these Category
IITA products will either be reclassified
into Category 1 (safe, effective, and not
migbranded) or Category II (unsafe, in-
effective, or misbranded) in accordance
with the procedures set forth below.

(a) Advisory review panels. The Com-
missioner will appoint advisory review
panels and use existing advisory review
panels to (1) evaluate the safety and ef-
fectiveness of all Category IITA biologi-
cal products; (2) review the labeling of
such products; and (3) advise the Com-
missioner on which Category IITA bio-
logical products are safe, effective, and
not misbranded. These advisory review
panels will be established in accord-
ance with procedures set forth in
§601.25(a).

(b) Deliberations of advisory review
panels. The deliberations of advisory
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review panels will be conducted in ac-
cordance with §601.26¢(d).

() Advisory review panel report to the
Commissioner, An advisory review panel
shall submit t0 the Commissioner a re-
port containing the panel’s conclusions
and recommendations with respect to
the biological products falling within
the category of products reviewed by
the panel. The panel report shall in-
clude:

(1) A statement designating the bio-
logical products in the category under
roview in accordance with either
§601.25(a)(1) or §601.25(e)(2).

(2) A statement identifying those hio-
logical products designated under
§601.25(e)(2) that the panel recommends
ghould be designated as safe and pre-
sumptively effective and should remain
on the market pending completion of
further testing because there is a com-
pelling medical need and no suitable
alternative therapeutic, prophylactic,
or diagnostic agent that is available in
gufficient quantities to meet current
medical needs, For the products or cat-
egories of products so recommended,
the report shall include:

{i) A description and evaluation of
the available evidence concerning ef-
fectiveness and an explanation why the
evidence shows that the product has
any henefit; and

(ii) A description of the alternative
therapeutic, prophylactic, or diag-
nostic agents considered and a state-
ment of why such alternatives are not
guitable. In making this recommenda-
tion the panel shall also take into ac-
count the seriousness of the condition
intended to be treated, prevented, or
diagnoged by the product, the risks in-
volved in the continued use of the prod-
uct, and the likelihood that, based
upon existing data, the effectiveness of
the product can eventually be estab-
lished by further testing and new test
development, The report shall also rec-
ommend with as much specificity as
possible the type of further teating re-
grired and the time period within
which it might reasonably be con-
cluded.

(d) Proposed order. After reviewing
the conclusions and recommendations
of the advisory review panels, the Com-
migsioner shall publish in the FEDERAL
REGISTER a proposed order containing:
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(1) A statement designating the bio-
logical products in the category under
review 1in accordance with either
§601.25(e)(1) or 601.25(e)(2);

(2) A notice of availability of the full
panel report or reports. The full panel
report or reports shall be made pub-
licly available at the time of publica-
tion of the proposed order.

(3) A proposal to accept or reject the
findings of the advisory review panel
required by §601.26(c)(2)(1i) and (ii).

(4) A statement identifying those bio-
logical products that the Commissioner
proposes should be designated as safe
and presumptively eiffective under
§601.26(c)(2) and should be permitted to
remain on the market pending comple-
tion of further testing because there is
a compelling medical need and no suit-
able alternative therapeutic, prophy-
lactic, or diagnostic agent for the prod-
uct that is available in sufficient quan-
tities to meet current medical needs.
In making this proposal, the Commis-
sioner shall take into account the seri-
ousness of the condition to be treated,
prevented, or diagnosed by the product,
the risks involved in the continued use
of the product, and the likelihood that,
based upon existing data, the effective-
ness of the product can eventually be
established by further testing.

(&) Final order. After reviewing the
comments on the proposed order, the
Commissioner shall publish in the FED-
ERAL REGISTER a final order on the
matiers covered in the proposed order.
Where the Commissicner determines
that there iz a compelling medical need
and no sunitable alternative thera-
peutic, prophylactic, or diagnostic
agent for any biological product that is
available in sufficient quantities to
meet current medical needg, the final
order shall provide that the biologics
license application for that biclogical
product will not be revoked, but will
remain in effect on an interim basis
while the data necessary to support its
continued marketing are being ob-
tained for evalunation by the Food and
Drug Administration. The final order
shall describe the tests necessary to re-
solve whatever effectiveness questions
exist.

&) Additional studies and labeling. (1)
Within 60 days following publication of
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the final crder, each licensed manufac-
turer for a biological product des-
ignated as requiring further study to
justify continued marketing on an in-
terim hasis, under paragraph (e} of this
section, shall submit to the Comimnis-
gioner a written statement intended to
show that studies adequate and appro-
priate to resolve the gunestions raised
about the product have bheen under-
taken. The Federal Government may
undertake the sgtudies. Any study in-
volving a clinical investigation that in-
volves human subjects shall be con-
ducted in compliance with the reguire-
ments for informed consent under part
50 of this chapter. Such a study is also
subject to the requirements for inatitu-
tional review under part 56 of this
chapter unless exempt under §56.104 or
§56,105, The Commissioner may extend
this 60-day period if necessary, either
to review and act on proposed protocols
or upon indication from the licensed
manufacturer that the studies will
commence at a specified reasonable
time. If no such commitment is made,
or adequate and appropriate studies are
not undertaken, the biologics license
or licenzes shall be revoked.

{2 A progress report shall be filed on
the studies by Januwary 1 and July 1
until completion. If the progress report
is Inadequate or if the Commissioner
concludes that the studies are not
being pursued promptly and diligently,
or if interim results indicate the prod-
uoct is not a medical necessity, the bio-
logics license or licenses shall be re-
voked.

(3) Promptly upon completion of the
studies undertaken on the product, the
Commissioner will review all available
data and will either retain or revoke
the biologics license or licenses in-
volved. In making this review the Com-
missioner may again consult the advi-
gory review panel which prepared the
report on the product, or other advi-
sory committees, professional organi-
zations, or experts. The Commissioner
shall take such action by notice pub-
lished in the FEDERAL REGISTER.

(4) Labeling and promotional mate-
rial for those biological products re-
quiring additional studies shall bear a
box statement in the following format:

Bagsed on a review by the (insert name
of appropriate advisory review panel) and
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other information, the Food and Drug
Adminigtration has directed that fur-
ther investigation be conduncted before
this product 1s conclusively determined
to be effective for labeled indication(s).

(5) A written informed consent shall
be obtained from participants in any
additional studies required under para-
graph (£)(1) of this section, explaining
the nature of the product and the in-
vestigation. The explanation shall con-
sist of such disclosure and be made so
that intelligent and informed consent
be given and that a clear opportunity
to refuse is presented.

(8) Court appeal. The final order(s)
published pursuant to paragraph (e) of
this section constitute final agency ac-
tion from which appeal lies to the
courts. The Food and Drug Administra-
tion will request consolidation of all
appeals in a single court. Upon court
appeal, the Commissioner of Food and
Drugs may, at the Commissioner’s dis-
cretion, stay the effective date for part
or all of the final order or notice, pend-
ing appeal and final court adjudication,

(h) [Reserved]

(i) Institutional review and informed
consent., Information and data sub-
mitted under this section after July 27,
1981, shall include stabements regard-
ing each clinical investigation involv-
ing human subjects, that it was con-
ducted in compliance with the require-
ments for informed consent under part
50 of this chapter. Such a study is also
subject to the requirements for institu-
tional review undsr part 58 of this
chapter, unless exempt under §56.104 or
§66.105.

[47 FR 44071, Oct. b, 1982, as amended at 64 FR
56462, Oct. 20, 1909]

§601.27 Pediatric studies.

(a) Required assessment. Except as pro-
vided in paragraphs (b), (¢), and (d) of
this section, each application for a new
active ingredient, new indication, new
dosage form, new dosing regimen, or
new route of administration shall con-
tain data that are adequate to assess
the safety and effectiveness of the
product for the claimed indications in
all relevant pediatric subpopulations,
and to support dosing and administra-
tion for each pediatric subpopulation
for which the product is safe and effec-
tive. Where the course of the disease
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and the effects of the product are simi-
lar in adults and pediatric patients,
FDA may conclude that pediatric effec-
tiveness can be extrapolated from ade-
quate and well-controlled effectiveness
studies in adults, usually supplemented
with other information in pediatric pa-
tients, such as pharmacokinetic stud-
ies, In addition, studies may not be
needed in each pediatric age group, if
data from one age group can he extrap-
olated to another. Assessments re-
guired under this section for a product
that represents a meaningful thera-
peutic benefit over existing treatments
must be carried out using appropriate
formulations for the age group(s) for
which the aggessment is required.

(b) Deferred submission. (1) FDA may,
on its own initiative or at the request
of an applicant, defer submission of
some or all assessments of safety and
cffectiveness described in paragraph (a)
of this section until after licensing of
the product for use in adults. Deferral
may be granted if, among other rea-
song, the product is ready for approval
in adults before studies in pediatric pa-
tients are complete, pediatric studies
should be delayed until additional safe-
ty or effectiveness data have been col-
lected. If am applicant reguests de-
ferred submission, the request must
provide an adequate justification for
delaying pediatric studies, a descrip-
tion of the planned or ongoing studies,
and evidence that the studies are being
or will be conducted with due diligence
and at the earliest possible time.

(2) If FDA determines that there is
an adeguate justification for tempo-
rarily delaying the submission of as-
sessments of pediatric safety and effec-
tiveness, the product may be licensed
for use in adults subject to the require-
ment that the applicant submit the re-
quired assessments within a specified
time.

(¢) Wuaivers—(1) General. FDA may
grant a full or partial waiver of the re-
guirements of paragraph (a) of this sec-
tion on its own initiative or at the re-
quest of an applicant. A request for a
waiver must provide an adeguate jus-
tification.

(2) Full waiver. An applicant may re-
quest a waiver of the requirements of
paragraph (a) of this section if the ap-
plicant certifies that:
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(1) The product does not represgent a
meaningful therapeutic benefit over
existing therapies for pediatric pa-
tients and is not likely to be used in a
substantial number of pediatric pa-
tients;

(1i) Necessary studies are impossible
or highly impractical because, e.g., the
number of such patients is so small or
geographically dispersed; or

(iii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in all pediatric age
groups.

(3) Partial waiver. An applicant may
request a waiver of the reguirements of
paragraph (a) of this section with re-
spect to a specified pediatric age group,
if the applicant certifies that:

(1) The product does not represent a
meaningful therapeutic benefit over
existing therapies for pediatric pa-
tients in that age group, and is not
likely to be used in a substantial num-
ber of patients in that age group;

(ii) Necessary studies are impossible
or highly impractical because, e.g., the
number of patients in that age group is
s0 small or geographically dispersed;

(iii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in that age group; or

(iv) The applicant can demonstrate
that reasonable attempts to produce a
pediatric formulation necessary for
that age group have failed.

4) FDA action on waiver. FDA shall
grant a full or partial walver, as appro-
priate, if the agency finds that there is
a reasonable bhasis on which to con-
clude that one or more of the grounds
for waiver specified in paragraphs (c)(2)
or (¢)(3) of this section have been met.
If a waiver is granted on the ground
that it is not possible to develop a pedi-
atric formulation, the waiver will
cover only those pediatric age groups
reqguiring that formulation. If a waiver
is granted because there is evidence
that the preduct would be ineffective
or unsafe in pediatric populations, this
information will be included in the
product’s labeling.

(B) Definition of ‘“‘meaningful thera-
peutic benefit”. For purposes of this sec-
tion, a product will be considered to
offer a meaningful therapeutic benefit
over existing therapies if FDA esti-
mates that:
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(i) If approved, the product would
represent a significant improvement in
the treatment, diagnosis, or prevention
of a disease, compared to marketed
products adeguately labeled for that
uge in the relevant pediatric popu-
lation. Examples of how improvement
might be demonstrated include, e.g.,
evidence of increased effectiveness in
treatment, prevention, or diagnosis of
diseage; elimination or substantial re-
duction of a treatment-limiting drug
reaction; documented enhancement of
compliance; or evidence of safety and
effectiveness in a mew subpopulation;
or

(ii} The product is in a clags of prod-
ucts or for an indication for which
there is a need for additional thera-
peutbic options.

(Q) Exemption for orphan drugs. This
section does not apply to any product
for an indication or indications for
which orphan designation has been
granted under part 316, subpart C, of
this chapter.

[63 FR 66671, Dec, 2, 1598]

§601.28 Annual reports of posti-
marketing pediatric studies.

Bponsors of licenged biological prod-
ucts shall submit the following infor-
mation each year within 60 days of the
anniversary date of approval of each
product under the license to the Direc-
tor, Center for Biologics Evaluation
and Research or the Director, Center
for Drug Hvaluation and Research (see
mailing addresses in §600.2 of this chap-
ter)

(a) Summary. A brief summary stat-
ing whether labeling supplements for
pediatric use have been submitted and
whether new studies in the pediatric
population to support appropriate la-
heling for the pediatric population
have been initiated. Where possible, an
estimate of patient exposure to the
drug product, with special reference to
the pediatric population (neonates, in-
fants, children, and adolescents) shall
be provided, including dosage form.

(b) Clinical data. Analysis of available
safety and efficacy data in the pedi-
atric population and changes proposed
in the labeling baged on this informa-
tion. An assessment of data needed to
ensure appropriate labeling for the pe-
diatric population shall be included.
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(C) Status reports. A statement on the
current status of any postmarketing
studies in the pediatric population per-
formed by, or on bshalf of, the appli-
cant. The statement shall include
whether postmarketing clinical studies
in pediatric populations were required
or agreed to, and, if go, the status of
these studies ghall be reported to FDA
in annual progress reports of post-
marketing studies under §601.70 rather
than under this section.

[65 FR 59718, Oct. 6, 2000, a5 amended at 65 FR
64618, Oct. 30, 2000; 70 FR 14884, Mar. 24, 2005]

§601.28 Guidance documents.

(a) FDA hag made available guidance
documents under §10.115 of this chapter
to help you comply with certain re-
gquirements of this part.

(b) The Center for Biologics Evalua-
tion and Research (CBER) maintains a
list of guidance documents that apply
to the center’s regulations. The lists
are maintained on the Internet and are
published annually in the FEDERAL
REGISTER. You may request a copy of
the CBER list from the Office of Com-
munication, Training, and Manufactur-
ers Assistance (HFM-40), Center for
Biologics Evaluation and Research,
Food and Drug Administration (see
mailing addresses in §600.2 of this chap-
ter).

[66 FR 56480, Sept. 19, 2000, as amendad at 70
FR 14984, Mar, 24, 2005]

Subpart D—Diagnoslic
Radiopharmaceuticals

SOURCE: 64 FR 26668, May 17, 1999, unless
otherwise noted.

§601.30 Scope.

This subpart applies to radiopharma-
ceuticals intended for in vivo adminis-
tration for diagnostic and monitoring
use. It does not apply to radiopharma-
ceuticals intended for therapeutic pur-
poses, In situnations where a particular
radiopharmaceutical is proposed for
both diagnostic and therapeutic uses,
the radiopharmaceutical must be eval-
uated taking into accounft each in-
tended use.
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§601.31 Definition.

For purposes of this part,diagnostic
radiopharmaceutical means:

(a) An article that is intended for use
in the diagnosis or monitoring of a dis-
eafge or a manifestation of a disease in
humans and that exhibits spontaneous
digintegration of unstable nuclei with
the emission of nuclear particles or
photons; or

(b) Any nonradioactive reagent kit or
nuclide generator that is intended to
be used in the preparation of such arti-
cle as defined in paragraph (a) of this
gection.

§601.32 General factors relevant to
safety and effectiveness.

FDA's determination of the safety
and effectiveness of a diagnostic radio-
pharmaceutical includes consideration
of the following:

(a) The proposed use of the diagnostic
radiopharmaceutical in the practice of
medicine;

(b) The pharmacological and toxi-
cological activity of the diagnostic
radiopharmaceutical (including any
carrier or ligand component of the di-
agnostic radiopharmaceutical); and

(¢) The estimated absorbed radiation
dose of the diagnostic radiopharma-
ceutical.

$601.33 Indications.

(a) For diagnostic radiopharma-
centicals, the categories of proposed
indications for use include, but are not
limited to, the following:

(1) Structure delineation;

(2) Functional, physioclogical, or bio-
chemical assessment;

(3) Disease or pathology detection or
assessment; and

(4) Diagnostic or therapeutic patient
management.

(b) Where a diagnostic radiopharma-
ceutical is not intended to provide dis-
case-specific information, the proposed
indications for use may refer to a bio-
chemical, physiological, anatomical, or
pathological process or to more than
one digease or condition.

§601.34 Evaluation of effectiveness.

(a) The effectiveness of a diagnostic
radiopharmaceutical iz assessed by
evaluating its ability to provide useful
clinical information related to its pro-
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posed indications for use. The method
of this eovaluation varies depending
upon the proposed indication(s) and
may use one or more of the following
criteria:

(1) The claim of structure delineation
is established by demonstrating in a
defined clinical setting the ability to
locate anatomical structures and to
characterize their anatomy.

(2) The claim of functional, physio-
logical, or biochemical assessment is
established by demonstrating in a de-
fined clinical setting reliable measure-
ment of function(s) or physiological,
biochemical, or molecular process(es),

{3) The claim of disease or pathology
detection or assessment is established
by demonstrating in a defined clinical
setting that the diagnoatic radio-
pharmaceutical has sufficient accuracy
in identifying or characterizing the dis-
eass or pathology.

(4) The claim of diagnostic or thera-
peutic patient management is eatab-
lished by demonstrating in a defined
clinical setting that the test is useful
in diagnostic or therapeutic patient
management.

(5) For a claim that does not fall
within the indication categories identi-
fied in §601.33, the applicant or sponsor
should consult FDA on how to estab-
lish the effectiveness of the diagnostic
radiopharmaceutical for the claim,

(b) The accuracy and usefulness of
the diagnostic information is deter-
mined by comparison with a reliable
assessment of actual clinical status. A
reliable assessment of actual clinical
status may be provided by a diagnostic
standard or standards of demonstrated
accuracy. In the absence of such diag-
nostic standard(s), the actual clinical
status must be established in another
manner, .g., patient followup.

§601.35 Evaluation of safety.

{a} Factors considered in the safety
asgessment of a diagnostic radio-
pharmaceutical include, among others,
the following:

(1) The radiation dose;

(2) The pharmacology and toxicology
of the radiopharmaceutical, including
any radionuclide, carrier, or ligand;

(3) The risks of an incorrect diag-
nostic determination;
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(4) The adverse reaction profile of the
drug;

(5) Results of human experience with
the radiopharmaceutical for other uses;
and

(6) Results of any previous human ex-
perience with the carrier or ligand of
the radiopharmaceutical when the
same chemical entity as the carrier or
ligand has been used in a previously
studied product.

(b) The asgessment of the adverse re-
action profile includes, but is not lim-
ited to, an evaluation of the potential
of the diagnostic radiopharmaceutical,
including the carrier or ligand, to elic-
it the following:

(1) Allergic or hypersensitivity re-
sponses,

(2) Immunologic responses,

(3) Changes in the physiologic or bio-
chemical function of the target and
nontarget tissnes, and

(1) Clinically detectable signs or
symptoms.

(c)(1) To establish the safety of a di-
agnostic radiopharmaceutical, FDA
may require, among other information,
the following types of data.:

(A) Pharmacology data,

(B) Toxicology data,

(C) Clinical adverse event data, and

(D) Radiation safety assessment.

(2) The amount of new safety data re-
quired will depend on the characteris-
tics of the product and available infor-
mation regarding the safety of the di-
agnostic radiopharmaceutical, and its
carrier or ligand, obtained from other
studies and uses. Such information
may include, but is not limited to, the
dose, route of administration, fre-
quency of use, half-life of the ligand or
carrier, half-life of the radionuclide,
and resultg of clinical and preclinical
studies. FDA will establish categories
of diagnostic radiopharmaceuticals
based om defined characteristics rel-
evant to risk and will specify the
amount and type of safety data that
are appropriate for sach category (e.g.,
required safety data may be limited for
diagnostic radiopharmaceuticals with
a well established, low-risk profile).
Upon reviewing the relevant product
charaoteristics and safety information,
FDA will place each diagnostic radio-
pharmaceutical into the appropriate
safety risk category.

41

§601.41

(d) Radiation safety ossessment. The
radiation safety assessment must es-
tablish the radiation dose of a diag-
nostic radiopharmaceutical by radi-
ation dosimetry evaluations in humans
and appropriate animal models. The
maximum tolerated dose need not be
eatablished.

Subpart E—Accelerated Approval
of Biological Products for Seri-
ous or Life-Threatening IlI-
nesses

BOURCE: 67 FR 58959, Dec. 11, 1992, unless
otherwise noted.

§601.40 Scope.

This subpart applies to certain bio-
logical products that have been studied
for their safety and effectiveness in
treating serious or life-threatening ill-
nesses and that provide meaningful
therapeutic benefit to patients over ex-
isting treatments (e.g., ability to treat
patients unresponsive to, or intolerant
of, available therapy, or improved pa-
tient response over available therapy).

§601.41 Approval based on a surrogate
endpoint or on an effect on a clin-
ical endpoint other than survival or
irreversible morbidity.

FDA may grant marketing approval
for a biclogical product on the basis of
adequate and well-controlled clinical
trials establishing that the biological
product has an effect on a surrogate
endpoint that is reasonably likely,
based on epidemiologic, therapeutic,
pathophysiclogic, or other evidence, to
predict clinical benefit or on the basis
of an effect on a clinical endpoint other
than survival or irreversible morbidity.
Approval under this section will be
subject to the requirement that the ap-
plicant study the biological product
further, to verify and describe its clin-
ical benefit, where there ig uncertainty
as to the relation of the surrogate end-
point to clinical benefit, or of the ob-
served clinical benefit to ultimate out-
come. Postmarketing studies would
usually be studies already underway.
When required to be conducted, such
studies must also be adequate and well-
controlled. The applicant shall carry
out any such studies with due dili-
gence.



§601.42

§601.42 Approval with restrictions to
assure safe use,

(a) If FDA conclades that a biological
product shown to be effective can be
safely used only if distribution or use
is restricted, FDA will require such
postmarketing restrictions as are need-
ed to assure safe use of the biological
product, such as:

(1) Distribution restricted to certain
facilities or physicians with special
training or experience; or

(2) Distribution conditioned on the
performance of specified medical proce-
dures.

(b) The limitations imposed will be
commensurate with the specific safety
concerns presented by the biological
product.

§601.43 Withdrawal procedures.

(a) For biological products approved
under §601.41 or §601.42, FDA may with-
draw approval, following a hearing as
provided in part 15 of this chapter, as
modified by this section, if:

(1) A postmarketing clinical study
fails to verify clinical benefit;

(2) The applicant fails to perform the
required postmarketing study with due
diligence;

(3) Use after marketing demonstrates
that postmarketing restrictions are in-
adequate to ensure safe use of the bio-
logical product;

(4) The applicant fails to adhere to
the postmarketing restrictions agreed
upon;

(5) The promotional materials are
false or misleading; or

(8) Other evidence demonstrates that
the biological product is not shown to
be safe or effective under its conditions
of use,

(b} Notice of opportunity for a hearing.
The Director of the Center for Bio-
logics Evaluation and Regearch or the
Director of the Center for Drug Evalua-
tion and Research will give the appli-
cant notice of an opportunity for a
hearing on the Center’s proposal to
withdraw the approval of an applica-
tion approved under §601.41 or §601.42.
The notice, which will ordinarily be a
letter, will state generally the reasons
for the action and the proposed
grounds for the ordsr,

(c) Submission of data and information.
(1) If the applicant fails to file a writ-
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ten request for a hearing within 15 days
of receipt of the notice, the applicant
waives the opportunity for a hearing.

(2) If the applicant files a timely re-
quest for a hearing, the agency will
publish a notice of hearing in the FED-
ERAL REGISTER in accordance with
§§12.32(e) and 15.20 of this chapter.

(3) An applicant who requests a hear-
ing under this section must, within 30
days of receipt of the notice of oppor-
tunity for a hearing, submit the data
and information upon which the appli-
cant intends to rely at the hearing.

(d) Separation of functions. Separation
of functions (as specified in §10.55 of
thia chapter) will not apply at any
point in withdrawal proceedings under
this section.

(e) Procedures for heurings. Hearings
held under this section will be con-
ducted in accordance with the provi-
sions of part 15 of this chapter, with
the following modifications:

(1) An advisory committee duly con-
stituted under part 14 of this chapter
will be present at the hearing. The
committee will be agked to review the
issues involved and to provide advice
and recommendations to the Commis-
sioner of Food and Drugs.

(2) The pregiding officer, the advisory
committee members, up to three rep-
resentatives of the applicant, and up to
three representatives of the Center
may question any person during or at
the conclusion of the person’s preseh-
tation. No other person attending the
hearing may question a person making
a presentation. The presiding officer
may, a8 a matier of discretion, permit
questions to be submitted to the pre-
siding officer for response by a person
makXing a presentation.

(f) Judicial review. The Commis-
gioner’s decision constitutes final
agency action from which the appli-
cant may petition for judicial review.
Before . requesting an order from a
court for a stay of action pending re-
view, an applicant must first submit a
petition for a stay of action under
§10.35 of this chapter,

[57 F'R 58959, Dec. 11, 1892, as amended at 68
FR 34797, June 11, 2003; 70 FR 14584, Mar. 24,
2005]
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§60'!.44 Postmarketing safety report-
mg,

Biological products approved under
this program are subject to the post-
marketing recordkeeping and safety
reporting applicable to all approved bi-
ological products.

§601.45 Promotional materials.

For biological products being consid-
ered for approval under this subpart,
unless otherwisge informed by the agen-
cy, applicants must submit to the
agency for consideration during the
preapproval review period copies of all
promotional materials, including pro-
motional labeling as well as advertise-
ments, intended for dissemination or
publication within 120 days following
marketing approval, After 120 days fol-
lowing marketing approval, unless oth-
erwise informed by the agency, the ap-
plicant mugt submit promotional ma-
terials at least 30 days prior to the in-
tended time of initial dissemination of
the labeling or initial publication of
the advertisement.

§601.46 Termination of requirements,

If FDA determines affer approval
that the requirements established in
§601.42, §601.43, or §601.45 are no longer
necsssary for the safe and effective use
of a biolegical product, it will so notify
the applicant. Ordinarily, for biological
praducts approved under §601.41, these
requirements will no longer apply when
FDA determines that the required
postmarketing study verifies and de-
scribes the biological product’s clinical
benefit and the biological product
would be appropriate for approval
under traditional procedures. For hio-
logical products approved under
§601.42, the restrictions would no
longer apply when FDA determines
that safe use of the biological product
can be assured through appropriate la-

beling. FDA also retains the discretion -

to remove specific postapproval re-
quirements upon review of a petition
submitted by the sponsor in accordance
with §10.30.
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Subpart F—Confidentiality of
Information

§601.50 Confidentiality of data and in-
formation in an investigational new
drug notice for a biological product.

{a) The existence of an IND notice for
a biological product will not be dis-
closed by the Food and Drug Adminis-
tration unless it has previously been
publicly disclosed or acknowledged.

(b) The availability for public disclo-
sare of all data and information in an
IND file for a biological product shall
be handled in accordance with the pro-
visions established in §601.51.

(c) Notwithstanding the provisions of
§601.51, the Food and Drug Adminigtra-
tion shall disclose upon request to an
individual on whom an investigational
biological product has been used a copy
of any adverse reaction report relating
to such use.

[39 FR 44658, Dec. 24, 1974]

§601.51 Confidentiality of data and in-
formation in applications for bio-
logics licenses.

(a) For purposes of this section the
biological product file includes all data
and information submitted with or in-
corporated by reference in any applica-
tion for a biologics license, IND’s in-
corporated into any such application,
master files, and other related submis-
siona. The availability for public dis-
closure of any record in the biclogical
product file shall be handled in accord-
ance with the provisions of this sec-
tion.

(b) The existence of a biological prod-
uct file will not be disclosed by the
Food and Drug Administration before a
biologics license application has been
approved unlesg it has previously been
publicly disclosed or acknowledged.
The Food and Drug Administration
will maintain a list available for public
disclosure of hbiological products for
which a license application has been
approved.

() If the existence of a hiological
product file has not been publicly dis-
closed or acknowledged, no data or in-
formation in the biological product file
ig available for public disclosure.

(@A) If the existence of a biological
product file hag been publicly disclosed
or acknowledged before a license has
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been issued, no data or information
contained in the file is available for
public disciosure before such license is
issued, but the Commissioner may, in
his discretion, disclose a summary of
such selected portions of the safety and
effectiveness data as are appropriate
for public consideration of a specific
pending issue, e.g., at an open session
of a Food and Drug Administration ad-
visory committee or pursuant to an ex-
change of important regulatory infor-
mation with a foreign government.

(2) Notwithstanding paragraph (d)(1)
of this section, FDA will make avail-
able to the public upon request the in-
formation in the IND that was required
to be filed in Docket Number 9580158
in the Division of Dockets Management
(HFA-305), ¥ood and Drug Administra-
tion, 5630 Fishers Lane, rm. 1061, Rock-
ville, MD 20852, for investigations in-
volving an exception from informed
consent under §50.24 of this chapter.
Persons wishing to request this infor-
mation shall submit a reguest under
the Freedom of Information Act.

(e) After a license has been issued,
the following data and information in
the biological product file are imme-
diately awvailable for public disclosure
unlesg extraordinary circumstances are
shown:

(1) All safety and effectiveness data
and information.

(2) A protocol for a test or study, un-
legs it iz shown to fall within the ex-
emption established for trade secrets
and confidential commercial or finan-
cial information in §20.61 of this chap-
ter.

(3) Adverse reaction reports, product
experience reports, consumer com-
plaints, and other gimilar data and in-
formation, after deletion of:

(i) Nameg and any information that
would identify the person using the
product.

(ii) Names and any information that
would identify any third party involved
with the report, such as a physician or
hosgpital or other institution.

(4) A list of all active ingredients and
any inactive ingredients previously
disclosed to the public, as defined in
§20.81 of this chapter,

(5) An agsay method or other analyt-
ical method, anlegs it serves no regu-
latory or compliance purpoge and it is
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shown to fall within the exemption es-
tablished in §20.61 of this chapter.

(6) All correspondence and written
summaries of oral discussions relating
to the biological product file, in ac-
cordance with the provisions of part 20
of this chapter.

(7) All records showing the manufac-
turer’s testing of a particular lot, after
deletion of data or information that
would show the volume of the drug pro-
duced, manufacturing procedures and
controls, yield from raw materials,
costs, or other material falling within
§20.61 of this chapter.

(8) All records showing the testing of
and action on a particular lot by the
Food and Drug Administration.

(f) The following data and informa-
tion in a biological product file are not
available for public disclosure unless
they have been previously disclosed to
the public as defined in §20.81 of this
chapter or they relate to a product or
ingredient that has been abandoned
and they no longer represent a trade
secret or confidential commercial or fi-
nancial information as defined in §20.61
of this chapter:

(1) Manufacturing methods or proc-
esses, including quality control proce-
dures.

(2) Production, sales, distribution,
and similar data and information, ex-
cept that any compilation of such data
and information aggregated and pre-
pared in a way that does not reveal
data or information which is not avail-
able for public disclosure under this
provision is available for public disclo-
sure,

(3) Quantitative or semiguantitative
formulas.

(g) For purposes of this regulation,
safety and effectiveness data include
all studies and tests of a biological
product on animals and humans and all
studies and tests on the drug for iden-
tity. stability, purity, potency, and
bicavailability. .

[39 FR 44656, Dec. 24, 1974, as amended at 42
FR 156676, Mar. 22, 1977; 4% FR 23833, June 8,
1684; 556 FR 11018, Mar. 26, 1990; 61 FR 51530,
Oet. 2, 1996; 64 FR 56452, Oct. 20, 1999; 68 FR
24879, May 9, 2003; 69 FR 13717, Mar. 24, 2004;
0 FR 14984, Mar. 24, 2005]
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Subpart G—Postmarketing Studies

B0URCE: 656 TR 64618, Oct. 30, 2000, unless
otherwise noted.

§601.70 Annual progress reports of
postmarketing studies.

{a) General regquirements. This section
applieg to all required postmarketing
studies (e.g., accelerated approval clin-
ical benefit studies, pediatric studies)
and postmarketing studies that an ap-
plicant hag committed, in writing, to
conduct either at the time of approval
of an application or a supplement to an
application, or after approval of an ap-
plication or a supplement. Post-
marketing studies within the meaning
of this section are those that concern:

(1) Clinical safety;

(2) Clinical efficacy;

(3) Clinical pharmacology; and

(4) Nonclinical toxicology.

(0 What to report, Each applicant of a
licensed hiological product shall sub-
mit a report to FDA on the status of
postmarketing studies for each ap-
proved product application. The status
of these postmarketing studies shall be
reported annunally until FDA notifies
the applicant, in writing, that the
agency concurs with the applicant’s de-
termination that the study commit-
ment has been fulfilled, or that the
study is either no longer feasible or
would no longer provide useful infor-
mation. EHach annual progress report
ghall be accompanied by a completed
transmittal Form FDA-2252, and shall
include all the information required
under this section that the applicant
received or otherwise obtained during
the annnal reporting interval which
ends on the U.8. annivergary date. The
report must provide the following in-
formation for each postmarketing
study:

(1) Applicant’s name.

(2) Product mame. Include the ap-
proved product’s proper name and the
proprietary name, if any.

(3) Biologics license application (BLA)
and supplement number,

(4) Date of U.S. approval of BLA.

(b) Date of postmarketing study commii-
ment.

(6) Description of postmarketing study
commitment. The description must in-
clude sufficient information to unique-
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1y describe the study. This information
may include the purpose of the study,
the type of study, the patient popu-
lation addressed by the study and the
indication(s) and dosage(s) that are to
be studied,

(T) Schedule for completion and report-
ing of the postmarketing study commit-
ment, The schedule sghould include the
actual or projected dates for submis-
gion of the study protocol to FDA,
completion of patient accrual or initi-
ation of an animal study, completion of
the study, submission of the final
study report to FDA, and any addi-
tional milestones or submissions for
which projected dates were specified as
part of the commitment. In addition, it
should include a revised schedule, as
appropriate. If the schedule hag been
previously revised, provide both the
original schedule and the most recent,
previously submitted revision.

(8) Current status of the postmarketing
study commitment. The status of each
postmarketing study should be cat-
cgorized using one of the following
terms that describes the study’s status
on the anniversary date of U.S. ap-
proval of the application or other
agreed upon date:

(i) Pending. The study hag not been
initiated, but does not meet the cri-
terion for delayed.

(ii) Ongoing. The study is proceeding
according to or ahead of the original
schedule described under paragraph
(b)(T) of this section.

(iii) Delayed. The study is behind the
original schedule described under para-
graph (b)(7) of this section.

(v} Terminated. The study was ended
before completion but a final study re-
port has not been gubmitted to FDA,

(v) Submitted. The study has been
completed or terminated and a final
study report has been submitted to
FDA.

(9) Ezplanation of the study’s status.
Provide a brief description of the sta-
tus of the study, including the patient
acorual rate (expressed by providing
the number of patients or subjects en-
rolled to date, and the total planned
enrollment), and an explanation of the
study’s status identified under para-
graph (b)(8) of this section. If the study
has been completed, include the date
the study was completed and the date
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the final study report was submitted to
FDA, as applicable. Provide a revised
schedule, as well as the reason(s) for
the revision, if the schedule under
paragraph (b)(T) of this section has
changed since the previous report.

(c) When to report. Annual progress
reports for postmarketing study com-
mitments entered into by applicants
shall be reported to FDA within 60 days
of the anniversary date of the U.S, ap-
proval of the application for the prod-
uct.

{d) Where to report. Submit two copies
of the annual progress report of post-
marketing studies to the Center for
Biologics Evaluation and Research or
Center for Drug Evaluation and Re-
gearch (see mailing addresses in §600.2
of this chapter).

(e) Public disclosure of information. Bx-
cept for the information described in
this paragraph, FDA may publicly dis-
cloge any Information concerning a
postmarketing study, within the mean-
ing of this section, if the agency deter-
mines that the information is neec-
essary to identify an applicant or o es-
tablish the status of the study includ-
ing the reasons, if any, for failure to
conduct, complete, and report the
study. Under this section, FDA will not
publicly disclose trade secrets, as de-
fined in §20.61 of this chapter, or infor-
mation, described in §20.63 of this chap-
ter, the disclosure of which would con-
stitute an unwarranted invasion of per-
sonal privacy.

{65 FR 64618, Oct. 30, 2000, as amended at 70
FR 14984, Mar. 24, 2005]

Subpart H—Approval of Biological
Products When Human Effi-
cacy Sludies Are Not Ethical
or Feasible

SourRcE: 67 FR 37996, May 31, 2002, unless
otherwise noted.

§601.90 Scope.

This subpart applies to certain bio-
logical products that have been studied
for their safety and efficacy in amelio-
rating or preventing serious or life-
threatening conditions caunsed by expo-
sure to lethal or permanently disabling
toxic biological, chemical, radio-
logical, or nuclear substances. This
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subpart applies only to those biclogical
products for which: Definitive human
efficacy studies cannct be conducted
because it would be unethical to delib-
erately expose healthy human volun-
teers to a lethal or permanently dis-
abling toxic biological, chemical, radi-
ological, or nuclear substance; and
field trials to study the product’s effi-
cacy after an accidental or hostile ex-
posure have not been feasible. This sub-
part does not apply to products that
can be approved based on efficacy
standards desoribed elgewhere in FDA’s
regulations (e.g., accelerated approval
hased on surrogate markers or clinical
endpointes other than survival or irre-
vergible morbidity), nor does it address
the safety evaluation for the products
to which it does apply.

§601.91 Approval based on evidence of
) efi(ictiveness from studies in ani-
mals,

(a) FDA may grant marketing ap-
proval for a biclogical product for
which safety has been egtablished and
for which the requirements of §601.90
are met based on adequate and well-
controlled animal studies when the re-
sults of those animal studies establish
that the biological product is reason-
ably likely to produce clinical benefit
in humans. In asgessing the sufficiency
of animal data, the agency may take
into account other data, including
human data, available to the agency.
FDA will rely on the evidence from
studies in animals to provide substan-
tial evidence of the effectiveness of
these products only when:

(1} There is a reasonably well-under-
stood pathophysiological mechanism of
the toxicity of the substance and its
prevention or substantial reduction by
the product;

(2) The effect is demonstrated in
more than one animal species expected
0 react with a response predictive for
humans, unless the effect is dem-
onstrated in a single animal species
thati represents a sufficiently well-
characterized animal model for pre-
dicting the response in humans;

(@) The animal study endpoint is
clearly related to the desired benefit in
humans, generally the enhancement of
gurvival or prevention of major mor-
bidity; and
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(4) The data or information on the ki-
netics and pharmacodynamics of the
product or other relevant data or infor-
mation, in animals and humans, allows
selection of an effective dose in hu-
mans,

(b) Approval under this subpart will
be subject to three requirements:;

(1y Postmorketing studies. The appli-
cant must conduct postmarketing
studies, such as field studies, to verify
and describe the biclogical product’s
clinical benefit and tc assess its safety
when used as indicated when such stud-
ies are feasible and ethical. Such post-
marketing studies would not be fea-
gible urtil an exigency arises. When
such studies are feasible, the applicant
must conduct such studies with due
diligence. Applicants must include as
part of their application a plan or ap-
proach to postmarketing study com-
mitments in the event such studies be-
come ethical and feasible.

(2) Approval with restrictions to ensure
safe use. If FDA concludes that a bio-
logical product shown to be effective
under this subpart can be safely used
only if digtribution or use is restricted,
FDA will require such postmarketing
regtrictions as are needed to ensure
safe use of the biological product, com-
mensurate with the specific safety con-
cerns presented by the biclogical prod-
uct, such as:

(i) Digtribution restricted to certain
facilities or health care practitioners
with special training or experience;

(ii) Distribution conditioned on the
performance of specified medical proce-
dures, including medical followup; and

(iii) Distribution conditioned on
specified recordkeeping requirements.

(3) Information to be provided to patient
recipients. For bioclogical products or
gpecific indications approved under
this subpart, applicants must prepare,
as part of their proposed labeling, la-
beling to be provided to patient recipi-
ents. The patient labeling must explain
that, for ethical or feasibility reasons,
the biological product’'s approval was
based on efficacy studies conducted in
animals alone and must give the bio-
logical product’s indication{s), direc-
tions for use (dosage and administra-
tion), contraindications, a description
of any reascnably foreseeable rigks, ad-
verse reactions, anticipated benefits,
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drug interactions, and any other rel-
evant information required by FDA at
the time of approval. The patient label-
ing must be available with the product
0 be provided to patients prior to ad-
ministration or dispensing of the bio-
logical product for the use approved
under this subpart, if possible.

§601.92 Withdrawal procedures.

(a) Reusons to withdraw approvael. For
biological products approved under this
gubpart, FDA may withdraw approval,
following a hearing as provided in part
15 of this chapter, as modified by this
section, if:

(1) A postmarketing clinical study
fails to verify clinical benefit;

(2) The applicant fails to perform the
postmarketing study with due dili-
gence;

(3) Use affer marketing demonstrates
that postmarketing restrictions are in-
adequate to ensure safe use of the bio-
logical product;

(4) The applicant fails to adhere to
the postmarketing restrictions applied
at the time of approval under this sub-
part;

(8) The promotional materials are
false or migleading; or

(6) Other evidence demonstrates that
the biological product is not shown to
be safe or effective under its conditions
of use,

(k) Notice of opportunity for a hearing.
The Director of the Center for Bio-
logics Evaluation and Research or the
Director of the Center for Drug Evalua-
tion and Research will give the appli-
cant notice of an opportunity for g
hearing on the proposal to withdraw
the approval of an application approved
under this subpart. The notice, which
will ordinarily be a letter, will state
generally the reasons for the action
and the proposed grounds for the order.

(c) Submission of date and information.
(1) If the applicant fails to file a writ-
ten request for a hearing within 15 days
of receipt of the notice, the applicant
waives the opportunity for a hearing.

(2) If the applicant files a timely re-
quest for a hearing, the agency will
publish a notice of hearing in the FED-
ERAL REGISTER in accordance with
§§12.32(e) and 15.20 of this chapter.

(3) An applicant who requests a hear-
ing under this section must, within 30
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days of receipt of the notice of oppor-
tunity for a hearing, submit the data
and information upon which the appli-
cant intends to rely at the hearing.

(d) Seporation of functions. Separation
of functions (as speecified in §10.55 of
this chapter) will not apply at any
point in withdrawal proceedings under
this section.

(e) Procedures for hearings. Hearings
held under this section will be con-
ducted in accordance with the provi-
sions of part 15 of this chapter, with
the following modifications:

(1) An advisory committee duly con-
stituted under part 14 of this chapter
will be present at the hearing. The
committee will be asked t¢ review the
igsues involved and to provide advice
and recommendations to the Commis-
sioner of Food and Drugs.

(2) The presiding officer, the advisory
committee members, up to three rep-
resentatives of the applicant, and up to
three representatives of CBER may
guestion any person during or at the
conclusion of the person’s presen-
tation. No other person attending the
hearing may guestion a person making
a presentation. The presiding officer
may, a8 a matter of discretion, permit
questions to be submitted to the pre-
siding officer for response by a person
making a presentation.

(f) Judicial review. The Commissioner
of Food and Drugs’ decision constitutes
final agency action from which the ap-
plicant may petition for judicial re-
view. Before requesting an order from a
court for a stay of action pending re-
view, an applicant must first submit a
petition for a stay of action under
§10.35 of this chapter.

[67 FR 37996, May 31, 2002, as amended at 70
FR 14884, Mar. 24, 2005]

§601.98 Postmarketing safety report-
ing.

Biological products approved under
this subpart are subject to the post-
marketing recordkeeping and safety
reporting applicable to all approved bi-
ological products,

$§601.94 Premotional materials.

For biological products being consid-
ered for approval under this subpart,
unless otherwise informed by the agen-
oy, applicants must submit to the
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agency for consideration during the
preapproval review period copies of all
promotional materials, including pro-
motional labeling as well as advertise-
ments, intended for dissemination or
publication within 120 days following
marketing approval. After 120 days fol-
lowing marketing approval, unless oth-
erwise informed by the agency, the ap-
plicant must submit promotional ma-
terials at least 30 days prior to the in-
tended time of initial disgsemination of
the labeling or initial publication of
the advertisement.

§601.85 Termination of requirements.

If FDA determines after approval
under this subpart that the require-
ments established in §§601.91(bh)}(2),
601.92, and 601.83 are no longer nec-
easary for the safe and effective usge of
a biological product, FDA will s¢ no-
tify the applicant. Ordinarily, fer bio-
logical products approved under
§601.91, these requirements will no
longer apply when FDA determines
that the postmarketing study verifies
and describes the biological product’s
clinical benefit. For biological prod-
ucts approved under §601.91, the re-
strictions would no longer apply when
FDA determines that safe use of the bi-
ological product can be ensured
through appropriate labeling. FDA also
retaing the discretion to remove spe-
cific postapproval requirements upon
review of a petition submitted by the
sponsor in accordance with §10.30 of
thig chapter.

PART 606—CURRENT GOOD MAN-
UFACTURING PRACTICE FOR
BLOOD AND BLOOD COMPO-
NENTS

Subpart A—General Provisions

Sec.
606.3 Definitiona,

Subpart B—Organization and Personnel
606.20 Perscnnel.
Subpart C—Plant and Facilities
806.40 Facilities.
Subpart D—Equipment
606.60 Equipment.
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606.66 Supplies and reagents.
Subpart E [Reserved]

Subpart F—Production and Process
Controls

606.100 Standard operating procedures.
606.110 Plateletpheresis, leukapheresis, and
plasmapheresis.

Subpart G—Finished Product Conftrol

606.120 Labeling, general requirements.
606.121 Container label.
606.122 Imstructiom circular.

Subpart H—Laboratory Controls

606.140 Laboratory controls.
6806.151 Compatibility testing.

Subpart —Records and Reports

606,180 Records.

606,165 Distribution and receipt; procedures
and records.

606.170 Adverse reaction file.

606.171 Reporting of product deviations hy
Iicensed manufacturers, unlicensed rag-
istered blood establishments, and trans-
fusion services.

AUTHORITY: 21 U.8.C. 321, 331, 351, 352, 355,
360, 3607, 871, 374; 42 U.8.C. 216, 262, 263a, 264,

BoUurcE: 40 FR 53632, Nov. 18, 1975, unleas
otherwise noted.

Subpart A—General Provisions

§606.3 Definitions.

Asg used in this part:

(a) Blood means whole blood collected
from a single donor and processed ei-
ther for transfusion or further manu-
facturing.

(b) Unit means the volume of blood or
one of its components in a suitable vol-
ume of anticoagulant obtained from a
single collection of blood from one
donor,

(e} Component means that part of a
single-donor’s blood separated by phys-
ical or mechanical means,

(d) Plasma for further manufacturing
means that liquid portion of blood sep-
arated and used as material to prepare
another product.

(8) Plusmapheresis means the proce-
dure in which blood is removed from
the donor, the plasma is separated
from the formed elements and at least
the red blood cells are returned to the
donor.

§606.20

(f) Plateletpheresis means the proce-
dure in which blood is removed from a
donor, a platelet concentrate is sepa-
rated, and the remaining formed ele-
ments are returned to the donor along
with a portion of the residual plasma.

(8) Leukapheresis means the proce-
dure in which blood is removed from
the donor, a leukocyte concentrate is
separated, and the remaining formed
olements and residual plasma are re-
turned to the donor,

(h) Facilities means any ares used for
the collection, processing, compab-
ibility testing, storage or distribution
of blood and blood components.

(i) Processing means any procedure
employed after collection, and before
or after compatibility testing of blood,
and includes the identification of a
unit of donor blood, the preparation of
components from such unit of donor
blood, serological testing, labeling and
assooiated recordkeeping.

(3} Compatibility testing means the
procedures performed to establish the
matching of a donor’s blood or blood
components with that of a potential re-
cipient.

(k) Distributed means:

(1) The blood or blood components
have left the control of the licensed
manufacturer, unlicensed registered
blood establishment, or transfusion
service; or

(2) The licensed manufacturer has
provided Source Plasma or any other
blood component for use in the manu-
facture of a licensed biological product.

(1) Control means having responsi-
bility for maintaining the continued
safety, purity, and potency of the prod-
uct and for compliance with applicable
product and establishment standards,
and for compliance with current good
manufacturing practices.

[40 FR 53532, Nov. 18, 1975, as amended at 64
FR 45370, Aug, 19, 1999; 65 FR 66636, Nov. T,
2000; 66 FR 1835, Jan. 10, 2001; 66 FR 40889,
Aug. 6, 2001; 72 FR 45836, Aug. 16, 2007]

Subpart B—Organization and
Personnel

§606.20 Personmel.

(a) [Reserved]

{(b) The personnel responsible for the
collection, processing, compatibility
testing, storage or distribution of blood
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or blood compeonents shall be adequate
in number, educaticnal background,
training and experience, including pro-
fessional training as necessary, or com-
bination thereof, o assure competent
performance of their assigned func-
tions, and to ensure that the final
product hag the safety, purity, po-
tency, identity and effectiveness it pur-
ports or is represented to possess. All
personnel shall have capabilities com-
mensurate with their assigned func-
tions, & thorough understanding of the
procedures or control operations they
perform, the necessary training or ex-
perience, and adequate information
concerning the application of pertinent
provisions of this part to their respec-
tive functions.

(¢) Persons whose presence can ad-
versely affect the safety and purity of
the products shall be excluded from
areas where the collection, processing,
compatibility testing, storage or dis-
tribution of bleod cr blood components
iz conducted.

[40 FR. 535633, Nov. 18, 1975, as amended at 49
FR 23833, June 8, 1984; 556 FR 11014, Mar. 26,
1980; 62 FR. 53638, Oot, 13, 1997]

Subpart C—Plant and Facilities

§606.40 Facilities.

Facilities shall be maintained in a
clean and orderly manner, and shall he
of suitable size, construction and loca-
tion to facilitate adequate cleaning,
maintenance and proper operations.
The facilities shall:

(a) Provide adequate space for the
following when applicable:

(1) Private and accurate examina-
tions of individuals to determine their
suitability as blood donors.

(2) The withdrawal of blood from do-
norg with minimal risk of contamina-
tion, or exposure to activities and
equipment unrelated to blood collec-
tion,

(3) The storage of blood or blood com-
ponents pending completion of tests.

(4) The quarantine storage of blood or
hlood components in a designated loca-
tion pending repetition of those tests
that initially gave questionable sero-
logical results,

() The storage of finished products
prier to distribetion.
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(6) The quarantine storage, handling
and disposition of products and re-
agents not suitable for use.

(7) The orderly collection, processing,
compatibility testing, storage and dis-
tribution of blood and blocod compo-
nents to prevent contamination.

(8) The adequate and proper perform-
ance of all steps in plasmapheresis,
plateletpheresis and leukapheresis pro-
cedures,

(9) The orderly conduction of all
packaging, labeling and other finishing
operations.

(b) Provide adeguate lighting, ven-
tilation and screening of open windows
and doors.

() Provide adequate, clean, and con-
venient handwashing facilities for per-
sonnel, and adequate, clean, and con-
venient toilet facilities for donors and
personnel. Drains shall he of adequate
gize and, where connected directly to a
sewer, shall be equipped with traps to
prevent back-giphonage.

(d) Provide for safe and sanitary dis-
posal for the following:

(1) Trash and items used during the
collection, processing and compat-
ibility testing of blood and blood com-
ponents.

(2) Blood and blood components not
suitable for use or digtribution.

Subpart D—Equipment

$606.60 Equipment.

(a) Equipment used in the collection,
processing, compatibility testing, stor-
age and distribution of blood and blood
components shall be maintained in a
clean and orderly manner and located
80 a8 to facilitate cleaning and mainte-
nance. The eguipment shall be ob-
gerved, standardized and calibrated on
a regularly scheduled basis as pre-
scribed in the 8tandard Operating Pro-
cedures Manual and shall perform in
the manner for which it was designed
80 ag (o agsure compliance with the of-
ficial requirements prescribed in this
chapter for blood and blood products,

(b) Bquipment that shall be observed,
gtandardized and calibrated with at
least the following frequency, include
but are not limited to:
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§606.65

Equipment Parformance check Frequency Frequency of calibration
Temperature racorder .... | Compare against thermometer Daily As necessary.
Refrigeratad centrifuge .. | Obsarve spesd and temperatire ..u... Each day of use Do.

Hematocrit centiifuge ...

étandardize befare initigl use, after re-

General lab cantrifuge ...

pairs or adjustments, and annually.
Timar svary 3 mo.
Tachometer avery & mo.

Automated blood-iyping | Observe controls for correct results

machine.
Hemoglobinometer ........ Standardize
cyanmethermogiobin standard.
Refractometer .........o.ceee Standardize against distiled water

against | ..... do,

Blood containgr sca . | Standardize against containar of known As necessary.
weight.

Water bath .c.oceeereeneee. Observe temperatura ...........coceccueee. | coneed do Do.

Ah view box N <[+ O (S do Do.

AULBEIAVE ...ocoeerereerreanc | e D e e Each time of use Do.

Serologic rotators ... Observe controls for correct results Each day of use | Speed as necessary.

Laboratory tharmem- Before initial use.

etars.
Electronic thermemetars

Moanthly.

Vacuum blood agitator ..
blocd filled for correct results.

Observe waight of the first container of

Standardize with containgr of known
mass or volume before initial use,
and after rapairs or adjustments.

Each day of use

(¢) Equipment employed in the steri-
lization of materials used in blood col-
lection or for disposition of contami-
nated products shall be designed, main-
tained and utilized to ensure the de-
struction of contaminating microorga-
nisms. The effectiveness of the steri-
lization procedure shall be no less than
that achieved by an attained tempera-
ture of 121.5 °C (251 °F) maintained for
20 minutes by saturated steam or by an
attained temperature of 17¢ °C (338 °F)
maintained for 2 hours with dry heat.

[40 FR 535632, Nov. 18, 1975; 40 FR 55849, Dec,
2, 1975, as amended at 45 FR 9261, Febh. 12,
1680; 67 FR 11263, Apr. 2, 1992; 57 FR 12862,
Apr. 13, 1952]

§606.65 Supplies and reagents.

All supplies and reagents used in the
collection, processing, compatibility
testing, storage and distribution of
blood and blood components shall be
stored in a safe, sanitary and orderly
manner.

(&) All surfaces coming in contact
with blood and blood components in-
tended for transfusion shall be sterile,
pyrogen-free, and shall not interact
with the product in auch a manner as
to have an adverse effect upon the safe-
ty, purity, potency or effectiveness of
the product. All final conbtainers and
closures for blood and blood compo-
nents not intended for transfusion
shall be clean and free of surface solids
and other contaminants.

() Each blood collecting container
and its satellite container(s), if any,
shall be examined visually for damage
or evidence of contamination prior to
its use and immediately after filling.
Such examination shall include inspec-
tion for breakage of seals, when indi-
cated, and abnormal discoloration.
Where any defect is observed, the con-
tainer shall not be used, or, if detected
after filling, shall be properly dis-
carded.

(¢} Representative samples of each
lot of the following reagents or solu-
tions shall he tested on a regularly
scheduled basis by methods described
in the Standard Operating Procedures
Manual to determine their capacity to
perform as required:

Reagent or sclution Fraquency of testing

Anti-human globulin .............. Each day of use.

Blood greuping reagents ....... Do,

LECHINS wivercceimrrcrimrenasscrns e Do.

Antibedy screening and re- Po.
verse grouping cells.

Hepatitis test reagsnts ........... Each run.

Syphilis sarology reagents ..., Do,

ENZYMES .....occoverrerneeiemrcerenens Ench day of use.

(d) Supplies and reagents that do not
bear an expiration date shall be stored
in such a manner that the oldest is
used first.

(e) Supplies and reagents shall be
used in a manner consistent with in-
structions provided by the manufac-
turer,
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(fy Items that are required to be ster-
ile .and come into centact with blood
ghould be disposable whenever possible.

[40 FR 53532, Nov. 18, 1975, as amended at 59
FR 23636, May 6, 1994]

Subpart E [Reserved]

Subpart F—Production and
Process Confrols

§606.106 Standard operating proce-
dures.

(a) In all instances, except clinical
investigations, standard operating pro-
cedures shall comply with published
additional standards in part 640 of this
chapter for the products being proc-
essed; except that, references in part
640 relating to licenses, licensed estab-
lishments and submission of material
or data to or approval by the Director,
Center for Biologics BEvaluation and
Research, are not applicable to estab-
lishments not subject to licensure
under section 351 of the Public Health
Service Act.

(b) Written standard operating proce-
dures shall be maintained and shall in-
clude all steps to be followed in tho
collection, processing, compatibility
testing, storage, and distributicn of
blood and blood components for trans-
fusion and further manufacturing pur-
poses. Such procedures shall be avail-
able to the persomnel for use in the
areas where the procedures are per-
formed. The written standard oper-
ating procedures shall include, but are
not limited to, descriptions of the fol-
lowing, when applicable:

(1) Criteria used to determine donor
suitability, including acceptable med-
ical history criteria.

(2) Methods of performing donor
qualifying tests and measurements, in-
cluding minimum and maximum values
for a test or procedure when g factor in
determining acceptability.

(3) Solutions and methods used to
prepare the site of phlebotomy to give
maximum assurance of a sterile con-
tainer of blood.

(4) Method of accurately relating the
product(s) to the donor.

(8) Blood collection procedure, in-
cluding in-process precautions taken to
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measure accurately the gquantity of
blood removed from the donor.

(6) Methods of component prepara-
tion, including any time restrictions
for specific steps in processing.

(7) All tests and repeat tests per-
formed on blood and blood components
during manufacturing.

(8) Pretransfusion testing, where ap-
plicable, including precautions to be
taken to identify accurately the recipi-
ent blood samples and crogsmatched
donor units.

(9) Procedures for investigating ad-
verse donor and recipient reactions.

(10) Storage temperatures and meth-
0ds of controlling atorage temperatures
for all blood products and reagents as
prescribed in §§600.15 and 610.53 of this
chapter.

(11) Length of expiration adates, if
any, assigned for all final products as
prescribed in §610.53 of this chapter.

(12) Criteria for determining whether
returned blood is suitable for reissue.

(13) Procedures used for relating a
unit of blood or blocd component from
the donor to its final disposition.

(14) Quality control procedures for
supplies and reagents employed in
blocd  collection, processing and
pretransfusion tegting.

(15) Schedules and procedures for
equipment maintenance and calibra-
tion.

(16) Labeling procedures, including
safeguards to avoid labeling mixups.

(17} Procedures of plasmapheresis,
plateletpheresis, and leukapheresis, if
performed, including precantions to be
taken to ensure reinfusion of a donor’s
own cellg,

(18) Procedures for preparing recov-
ercd plasma, if performed, including
details of separation, pooling, labeling,
storage, and distribution.

(19) Procedures under §§610.46, 610.47,
and 610,48 of this chapter:

(i) To identify previously donated
blood and blood components from g
donor who later tests reactive for evi-
dence of human immunodeficiency
virus (HIV) infection or hepatitis C
viruns (HCV) infection when tested
under §610.40 of this chapter, or when a
blocd establishment is made aware of
other reliable test results or informa-
tion indicating evidence of HIV or HCV
infection;
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(ii) To guarantine in-date bloocd and
blood components previously donated
by such a donor that are intended for
use in another person or further manu-
facture into injectable products, except
pooled components intended solely for
further manufacturing into products
that are manufactured using validated
viral clearance procedures;

(iif) To notify consignees to quar-
antine in-date blood and blood compo-
nents previously donated by such a
donor intended for use in another per-
son or for further manufacture into
injectable products, except pooled com-
ponents intended soclely for further
manufacturing into products that are
manufactured using validated viral
clearance procedures;

(iv) To determine the suitability for
release, destruction, or relabeling of
quarantined in-date blood and blood
components;

(v) To notify consignees of the re-
sults of the HIV or HCV testing per-
formed on the donors of such blood and
blood components,

(vi) To notify the transfusion recipi-
ent, the recipient’s physician of record,
or the recipient’s legal representative
that the recipient received blood or
blood components at increased risk of
transmitting HIV or HCV, respectively.

(20) Procedures for donor deferral as
prescribed in §610.41 of this chapter;
and procedures for donor notification
and autologous donor referring physi-
cian notification, including procedures
for the appropriate followup if the ini-
tial attempt at notification fails, as
prescribed in §630.6 of this chapter.

(c) All records pertinent to the lot or
unit maintained pursuant to these reg-
ulations shall be reviewed before the
release or distribution of a lot or unit
of final product. The review or portions
of the review may be performed at ap-
propriate periods during or after blood
collecting, processing, compatibility
tesgting and storing. A thorough inves-
tigation, including the conclusions and
followup, of any unexplained discrep-
ancy or the failure of a lot or unit to
meet any of ita gpecifications shall be
made and recorded.

{d) In addition to the requirements of
this subpart and in conformity with
this section, any facility may utilize
current standard cperating procedures
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such as the manuals of the organiza-
tions, as long as such spscific proce-
dures are consistent with, and at least
as stringent as, the requirements con-
tained in this part.

(1) American Association of Blood
Banks.

(2) American National Red Cross.

(3) Other organizations or individunal
blood banks, subject to approval by the
Director, Center for Biologics Evalna-
tion and Research.

[40 FR. 53832, Nov. 18, 1975, as amended at 49
FR 23833, June 8, 1984; 55 FR 11013, Mar. 26,
1990; 61 FR 47422, Sept. 9, 1996; 64 FR 45370,
Aug. 19, 1999; 66 FR 31176, June 11, 2001; 72 FR
48798, Aug. 24, 2007]

§606.110 Plateletpheresis,
leukapheresis, and plasmapheresis.

(a) The use of plateletpheresis and
leukapheresis procedures to obtain a
product for a specific recipient may be
at variance with the additional stand-
ards for gpecific products prescribed in
this part provided that: (1) A physician
has determined that the recipient must
be transfused with the leukocytes or
platelets from a gpecific donor, and (2)
the procedure is performed under the
supervision of a qualified licensed phy-
sician who is aware of the health sta-
tus of the donor, and the physician has
certified in writing that the donor’s
health permits plateletpheresis or
leukapheresis.

(b) Plasmapheresis of donors who do
not meet the donor requirements of
§§640.863, 640.64 and 640.65 of this chapter
for the collection of plasma containing
rare antibodies shall be permitted only
with the prior approval of the Director,
Center for Biologics Hvaluation and
Research.

[40 FR 63532, Nov. 18, 1975, as amended at 49
FR 23833, June 8, 1984; 56 FR 11013, Mar, 26,
1990]

Subpart G—Finished Product
Control

§606.120 Labeling, general require-
ments.

(a) Labeling operations shall be sepa-
rated physically or spatially from
other operations in a manner adequate
to prevent mixups.

(b) The labeling operation shall in-
clude the following labeling controls:
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(1) Labels shall be held upon receipt,
pending review and proofing against an
approved final copy, to ensure acouracy
regarding identity, content, and con-
formity with the approved copy.

(2) Bach type of label representing
different products ghall be stored and
maintained in a manner to prevent
mixups, and stocks of obsolete labels
shall be destroyed.

(8) All necessary checks in laheling
procedures shall be utilized to prevent
errors in translating test results to
container labels.

{c) All labeling shall be clear and leg-
ible.

[50 FR, 35469, Aug. 30, 1985]

§606.121 Container label.

(a) The container label requirements
are designed to facilitate the use of a
uniform container label for blood and
blood components (except Source Plas-
ma,) by all blood establishments.

(b} The label provided by the col-
lecting facility and the initial proc-
essing facility shall net be removed, al-
tered, or ohbscured, except that the
label may be altered to indicate the
proper name and other information re-
quired to identify accurately the con-
tents of & container after blood compo-
nentg have been prepared.

(¢) The container label shall include
the following information, as well as
other specialized information as re-
quired in this section for specific prod-
ucts:

(1) The proper name of the product in
a prominent position, and modifier(s),
if appropriate,

(2) The name, address, registration
number, and, if a licensed product, the
license number of each manufacturer,

(3) The denor, peol, or lot number re-
lating the unit to the donor.

(4) The expiration date, including the
day, month, and year, and, if the dat-
ing period for the product ig 72 hours or
less, the hour of expiration.

(6) If the product is intended for
transfusion, the appropriate donor
classification statement, i.e., ‘“paid
donor” or ‘“volunteer donor®, in no less
prominence than the proper name of
the product.

(i) A paid donor is a person who re-
celves monetary payment for a blood
donation,
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(i) A volunteer donor is a person who
does not receive monetary payment for
a blood donation.

(1ii) Benefits, such as time off from
work, membership in blood assurance
programs, and cancellation of non-
replacement fees that are not readily
convertible to cash, do not constitute
monetary payment within the meaning
of this paragraph.

(6) For Whole Blood, Plasma, Plate-
lets, and partial units of Red Blood
Cells, the volume of the product, accu-
rate to within +10 percent; or option-
ally for Platelets, the volume range
within reasonable limits,

(7) The recommended storage tem-
perature (in degrees Celsius).

(8) If the product is intended for
transfusion, the statements:

(i) “Rx only.”
(ii) ““Bee circular of information for
indications, contraindications, cau-

tions, and methods of infusion.”

(iii) “Properly identify intended re-
cipient.”

(9) The atatement: ‘““This product
may transmit infectious agents,”

(10) Where applicable, the name and
volume of source material.

(11) The statement: “Caution: For
Manufacturing Use Only", when appli-
cable,

(12) If the product is intended for
transfusion, the ABO and Rh groups of
the donor shall he designated conspicu--
ously, -For Cryoprecipitated AHF, the
Rh group may be omitted. The Rh
group shall be designated as follows:

(i) If the test using Anti-D Blood
Grouping Reagent is positive, the prod-
uct shall be labeled: “Rh positive.”

(il) If the test using Anti-D Blood
Grouping Reagent is negative but the
test for Dv is positive, the product shall
be labeled: “Rh positive.”’

(iii) If the test using Anti-D Blood
Grouping Reagent is negative and the
test for D+ is negative, the product
shall be labeled: ‘‘Rh negative.”

(13) The container label must bear
encoded information in a format that
is machine-readable and approved for
use by the Director, Center for Bio-
logics Evaluation and Research.
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(1) Who is subject to this machine-read-
able requirement? All blood establish-
ments that manufacture, process, re-
pack, or relabel blood or blood compo-
nents intended for transfusion and reg-
ulated under the Federal Food, Drug,
and Cosmetic Act or the Public Health
Service Act.

(i1) What blood products are subject io
this machine-readable requirement? All
blood and blood components intended
for trangfusion are subject to the ma-
chine-readable information label re-
quirement in this section.

(iii} What information must be ma-
chine-readable? Each label must have
machine-readable information that
containg, at a minimum:

(A) A unique facility identifier;

(B) Lot number relating to the donor;

() Product code; and

(D)} ABO and BEh of the donor.

({iv) How must the machine-readable in-
formation appear The machine-readable
information must:

(A) Be unique to the blocd or blood
component;

(B) Be surrounded by sufficient blank
space 8o that the machine-readable in-
formation can he scanned correctly;
and

(C) Remain intact under normal con-
ditions of use.

(v) Where does the machine-readable in-
formation go? The machine-readable in-
formation must appear on the label of
any blood or blood component which is
or can be transfused to a patient or
from which the blood or blocod compo-
nent can be taken and transfused to a
patient. )

(d) Except for recovered plasma in-
tended for manufacturing use or as
otherwise approved by the Director,
Center for Bioleogics Evaluation and
Research, the paper of the container
label ghall be white and print shall be
solid black, with the following addi-
tional exceptions:

(1) The Bh blood group shall be pring-
ed as follows:

(i) Rh positive: Use black print on
white background.

(ii) Rh negative: Use white print on
black background.

(2) The proper name of the product,
any appropriate modifier(s), the donor
classification statement, and the state-
ment ‘‘properly identify intended re-

§606.121

cipient’” shall be printed in solid red or
in solid black.

(3) The following color scheme may
be used optionally for differentiating
ABO Blood groups:

Bleod group Golor of label paper
o] Blue
A Yallow
B Pink
AB White

(4) Ink colors used for the optional
color coding system described in para-
graph (d)(3) of this section shall be a
visnal match to specific color samples
designated by the Director, Center for
Biologics Evaluation and Research.

(8) Special labels, such as those de-
scribed in paragraphs (h) and (i) of this
section, may be color coded using the
colors recommended in the guideline
(see paragraph (a) of this section), or
colors otherwise approved for use by
the Director, Center for Biologics Eval-
uation and Research,

(e) Container label requirements for
particular products or groups of prod-
acts.

(1) Whole Blood labels shall include:

(i) The volume of anticoagulant.

(ii) The name of the applicable anti-
coagulant immediately preceding and
of no less prominence than the proper
name approved for use by the Director,
Center for Biologics Evaluation and
Research.

(iii) If tests for nnexpscted antibodies
are positive, blood intended for trans-
fusion shall he labeled: ““Contains
(name of antibody).”

(2) Except for frozen, deglycerolized,
or washed Red Blood Cell products, red
blood c¢ell labels ghall include:

(i) The volume and kind of Whole
Blood, including the type of anticoagu-
lant, from which the product was pre-
pared. '

(ii) If tests for unexpected antibodies
are positive and the product is in-
tended for transfusion, the statement:
“Contains (name of antibody).

(3) Labels for products with a dating
period of 72 hours or less, including any
product prepared in a sygtem that may
compromise sterility, shall bear the
hour of expiration.

(4) If tests for unexpected antibodies
are positive, Plasma intended for
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transfusion shall be labeled: **Contains
{name of antibody).”’

(5) Recovered plasma labels shall in-
clude:

(i} In lieu of an expiration date, the
date of collection of the oldest mate-
rial in the container.

(ii) The statement as applicable:
“Qantion: For Manufacturing Use
Only”’; or “Caution: For Use in Manu-
facturing Noninjectable Products
Only.” If the recovered plasma has a
reactive screening test for evidence of
infection due to a communicable dis-
ease agent(s) under §610.40 of this chap-
ter, or is collected from a donor with a
previous record of a reactive screening
teat for evidence of infection due to a
communicable disease agent(s) under
§610.40 of this chapter, the recovered
plasma must be labeled as required
under §610.40(h)2)(ii)XE) of this chap-
ter.

(iii) For recovered plasma not meoet-
ing the requirements for manufacture
into licensable products, the state-
ment: “Not for Use in Products Subject
to License Under Bection 351 of the
Public Health Service Act.”

(f) Blood and blocd components de-
termined to be unsuitable for trans-
fugion shall be prominently labeled:
YNOT FOR TRANSFUSION’, and the
label shall state the reason the unit is
congidersed unsuitable., The provision
does not apply to recovered plasma la-
beled according to paragraph (e)(5) of
this section.

(g) [Reserved]

(h) The following additional informa-
tion shall appear on the label for blood
or bleod components shipped in an
emergency, prior to completion of re-
guired tests, in accordance with
§640.2(f) of this chapter:

(1) The sgstatement: “FOR EMER-
GENCY USE ONLY BY ?

(2) Results of any tests prescribed
under §§610.40, and 640.5 (a), (b), or (c)
of this chapter completed before ship-
ment.

(8) Indication of any tests prescribed
under §§610.40, and 640.6 (a), (b), or (c)
of this chapter and not completed be-
fore shipment.

(i) The following additional informa-
tion ghall appear on the label for Whole
Blood or Red Blood Cells intended for
autologous infusion:

]

21 CFR Ch. | (4~1-10 Edifion)

(1) Information adequately identi-
fying the patient, e.g., name, blood
group, hospital, and identification
number,

(2) Date of donation,

(3 The statement: “FOR
AUTOLOGOUS USE ONLY.”

(4) In place of the blood group label,
sach container of blood intended for
antologous use and obtained from a
donor who fails to meet any of the
donor suitability requirements under
§640.3 of this chapter or who ig reactive
in the hepatitis tests prescribed under
§610.40 of this chapter shall be promi-
nently and permanently labeled: “FOR
AUTOLOGOUS USE ONLY.”

(5) Units of blood originally intended
for autologous use, except those la-
beled as prescribed under paragraph
(i)(4) of this section, may be issued for
homologous transfusion provided the
container label complies with all appli-
cable provisions of paragraphs ()
through (e) of this section. In such
cage, the special label required under
paragraph (i) (1}, (2), and (3) of this sec-
tion ghall be removed or otherwise ob-
scured.

(jy A tie-tag attached to the con-
tainer may be used for providing the
information required by paragraph (e)
(1)(iil), (2)(ii), and (4), (h), or (i)1), (2),
and (3) of this section.

[60 FR 35469, Ang. 30, 1985, as amended at 53
FR 116, Jan. 5, 1988; 55 FR 11014, Mar. 26, 1990;
57 FR 10814, Mar. 31, 1992; 59 FR 23636, May 6,
1994; 63 FR 16685, Apr. 6, 1998; 64 FR 456371,
Aug. 19, 1999; 66 FR 31162, June 11, 200L; 67 FR
4907, Feb. 1, 2002; 69 FR 9171, Feb, 246, 2004; 70
FR 14984, Mar. 24, 2005]

§606.122 Imstruction circular,

An instruction circular shall be
available for digtribution if the product
is intended for transfusion. The in-
struction circular shall provide ade-
quate directions for use, including the
following information:

(a) Instructions to mix the product
hefore use.

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

(¢) The statement ‘Do Not Add Medi-
cations’ or an explanation concerning
allowable additives. .

(d) A description of the product, its
source, and preparation, including the
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name and proportion of the anticoagu-
lant used in collecting the Whole Blood
from each product is prepared.

(e) Btatements that the product was
prepared from blood that was negative
when tested for antibody to Human Im-
munodeficiency Virus (HIV) and non-
reaclive for hepatitis B surface antigen
by FDA required tests and nonreactive
when tested for syphilis by a serologic
test for syphilis (STS).

(f) The statements: “Warning. The
risk of transmitting infections agents
ig present. Careful donor selection and
available laboratory tests do not elimi-
nate the hazard.”

(g) The mnames of cryoprotective
agents and other additives that may
still be present in the product.

(h) The names and results of all tests
performed when necessary for safe and
effective use.

(1) The use of the product, indica-
tions, contradications, gide effects and
hazards, dosage and administration
recommendations.

(i) [Reserved]

(k) For Red Blcod Cells, the instruc-
tion circular shall contain:

(1) Instructionsg to administer a suit-
able plasma volume expander if Red
Blood Cells are substituted when Whole
Blood is the indicated product.

(2) A warning not to add Lactated
Ringer’s Injection U.8.P. solution to
Red Blood Cell products.

(1) For Platelets, the ingtruction oir-
cular shall contain:

(1) The approximate volume of plas-
mg from which a sample unit of Plate-
leta is prepared.

(2) Instructions to begin administra-
tion as soon as possible, but not more
than 4 hours after entering the con-
tainer.

(m) For Plasma, the instruction cir-
cular shall contain:

(I A warning against further proc-
essing of the frozen product if there is
evidence of breakage or thawing.

(2) Instructions to thaw the irozen
product at a temperature between 30
and 37 °C.

(3) When applicable, instructions to
begin adminigtration of the product
within 6 hours after thawing,

(4) Instructions to administer to
ABO-group-compatible recipients.

57

§606.140

(5) A statement that this product hag
the same hepatitis risk as Whole Blood;
other plasma volume expanders with-
out this risk are available for treating
hypovolemia.,

(n) For Cryoprecipitated AHF, the in-
struction circular shall contain;:

(1) A statement that the average po-
tency is 80 or more International Units
of antihemophilic factor.

(2) The statement: *“Usually containg
at least 150 milligrams of fibrinogen®’;
or, alternatively, the average
fibrinogen level determined by assay of
representative units.

(3) A warning agalnst further proc-
essing of the product if there is evi-
dence of breakage or thawing,

(4) Instructions to thaw the product
for no mors than 156 minutes at a tem-
perature of between 30 and 37 °C.

(6) Ingtructions to store at room tem-
perature after thawing and to begin ad-
ministration as soon as possible but no
more than 4 hours after entering the
container or after pooling and within 6
hours after thawing.

(6) A statement that 0.9 percent So-
dium Chloride Injection U.8.P. is the
preferred diluent.

(T} Adequate instructions for pooling
to ensure complete removal of all con-
centrated material from each con-
tainer.

(8) The statement: “Good patient
management requires monitoring
treatment responses to
Cryoprecipitated AHF  transfusions
with periodic plasma factor VIII or
fibrinogen assays in hemophilia A and
hypofibrinogenemic recipients, respec-
tively.”

[50 FR 35470, Aug. 30, 1985, as amended at 53
FR. 116, Jan. 5, 1988; 64 FR 45371, Aug, 19, 1999]

Subpart H—Laboratory Controls

§606.140 Laboratory controls,

Laboratory control procedures shall
include:

(a) The establishment of sclentif-
ically sound and appropriate specifica-
tions, standards and test procedures to
agsure that blood and blood compo-
nents are safe, pure, potent and effec-
tive.
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(h) Adequate provisions for moni-
toring the reliability, accuracy, preci-
sion and performance of laboratory
test procedures and instruments.

(o) Adequate identification and han-
dling of all test samples so that they
are accurately related to the specific
unit of product being tested, or to its
donor, or to the specific recipient,
where applicable.

§606.151 Compatibility testing.

Standard operating procedures for
compatibility testing shall include the
following:

(&) A method of collecting and identi-
fying the blood samples of recipients to
ensure positive identification.

(h) The use of fresh recipient serum
or plasma samples less than 3 days old
for all pretransfusion testing if the re-
cipient has been pregnant or transfused
within the previous 3 months.

(e) Procedures to demonstrate incom-
patibility between the donor’s cell type
and the recipient’s serum or plasma
type.

(d) A provision that, if the unit of do-
nor’s blood has not been screened by a
method that will demonstrate aggluti-
nating, coating and hemolytic anti-
bodies, the recipient’s cells shall be
tested with the donor’s serum (minor
crossmatch) by a method that will so
demonstrate.

(e). Procedures to expedite trans-
fusion in life-threatening emergencies.
Records of all such incidents shall be
maintained, including complete docu-
mentation justifying the emergency
action, which shall be signed by a phy-
gician.

[40 FR 53532, Nov. 18, 1875, as amended at 64
FR 45371, Aug. 19, 1999; 66 FR 1835, Jan, 10,
2001; 66 FR. 40889, Aug. 6, 2001]

Subpart I—Records and Reports

§606.160 Records.

(a)1) Records shall be malintained
concurrently with the performance of
each significant step in the collection,
processing, compatibility testing, stor-
age and distribution of each unit of
blood and blood componenta so that all
steps can be clearly traced. All records
shall be legible and indelible, and shall
identify the person performing the
work, include dates of the various en-
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tries, show test results as well as the
interpretation of the results, show the
expiration date assigned to specific
products, and be as detailed as nec-
essary to provide a complete history of
the work performed.

(2) Appropriate records shall be avail-
able from which to determine lot num-
bers of supplies and reagents used for
specific lots or unite of the final prod-
uct.

(h) Records shall be maintained that
inelude, but are not limited to, the fol-
lowing when applicable:

(1) Donor records:

(i) Donor gelection, including medical
interview and examination and where
applicable, informed consent.

(i1) Permanent and temporary defer-
rals for health reasons including rea-
son(s) for deferral.

(ili) Donor adverse reaction com-
plaints and reports, including results of
all investigations and followup.

(iv) Therapeutic bleedings, including
signed requests from attending physi-
cians, the donor's disease and disposi-
tion of units.

(v) Immunization, including informed
congent, identification of the antigen,
dosage and route of administration.

(vi) Blood collection, including iden-
tification of the phiebotomist.

{vii) Records to relate the donor with
the unit number of each previous dona-
tion from that denor.

(viii) Records concerning the {fol-
lowing activities performed under
§§610.46, 610.47, and 610.48 of this chap-
tier: Quarantine; consignee notification;
testing; notification of a transfusion
recipient, the recipient’s physician of
record, or the recipient’s legal rep-
resentative; and disposition.

(ix) Records of notification of donors
deferred or determined not to be suit-
able for domnation, including appro-
priate followup if the initial attempt
at notification fails, performed under
§630.6 of this chapter.

(X) The domnor’s address provided at
the time of donation where the donor
may be contacted within 8 weeks after
donation.

(x1) Records of notification of the re-
ferring physician of a deferred
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autologous donor, including appro-
priate followup if the initial notifica-
tion attempt fails, performed under
§630.6 of this chapter.

(2) Processing records:

(i) Blood procesging, including results
and interpretation of all tests and
retests,

(ii) Component preparation, includ-
ing all relevant dateg and times.

(iil) Separation and pooling of recov-
ered plasma.

(iv) Centrifugation and poocling of
source plasma.

(v) Labeling, including initials of the
person(s) performing the procedure.

(3) Storage and distribution records:

(i) Distribution and digposition, as
appropriate, of blood and bleood prod-
uctg.

(il) Visual inspection of whole blood
and red blood cells during storage and
immediately before distribution.

(iii) Storage temperature, including
initialed temperature recorder charts.

(iv) Reissue, including records of
proper temperature maintenance.

(v) Emergency release of blood, in-
cluding signature of requesting physi-
cian obtained before or after release.

(4) Compatibility test records:

(i) Results of all compatibility tests,
including crossmatching, testing of pa-
tient samples, antibody screening and
identification.

(ii) Results of confirmatory testing.

(5) Quality control records:

(1) Calibration and standardization of
equipment,

(ii) Performance checks of equipment
and reagents.

(iii} Periodic check on sterile tech-
nique.

(iv) Periodic tests of capacity of ship-
ping containers to maintain proper
temperature in transit.

(v) Proficiency test results.

(6) Transfusion reaction reports and
complaints, including records of inves-
tigations and followup.

(7) General records:

(i) Sterilization of supplies and re-
agents prepared within the facility, in-
cluding date, time interval, tempera-
ture and mode.

(ii) Respongible personnel.

(iii) Biological product deviations.

(iv) Maintenance records for equip-
ment and general physical plant.

§606.165

(v) Supplies and reagents, including
name of manufacturer or supplier, lot
numbers, expiration date and date of
receipt,

(vi) Disposition of rejected supplies
and reagents used in the collection,
procesging and compatibility testing of
blood and blood components.

(¢) A donor number shall be assigned
to each accepted donor, which relates
the unit of blood collected to that
domnor, to his medical record, to any
component or blood product from that
donor’s unit of blood, and to all records
describing the history and ultimate
disposition of these products.

(d) Records shall be retained for such
interval beyond the expiration date for
the blood or blecod component ag nec-
ezsary to facilitate the reporting of
any unfavorable clinical reactions. You
must retain individual preduct records
no less than 10 years after the records
of processing are completed or 6
months after the latest expiration date
for the individual product, whichever is
the later date. When there is no expira-
tion date, records shall be retained in-
definitely.

(e) A record shall be available from
which unsuitable donors may be identi-
fied so that products from such individ-
uals will not be distributed.

[£0 FR 53633, Nov. 18, 1975, ag amended at 41
FR 47422, Sept. 9, 1996; 64 FR 45371, Aug. 19,
1999; 86 FR 66635, Nov. 7, 2000; 66 FR 31178,
June 11, 2001; 72 FR 48708, Aug. 24, 2007]

§606.165 Disiribution and receipt; pro-
cedures and records.

(a) Distribution and receipt proce-
dures shall include a system by which
the distribution or receipt of each unit
can be readily determined to facilitate
its recall, if necessary.

(b) Distribution records shall contain
information to readily facilitate the
identification of the name and addreas
of the consignee, the date and guantity
delivered, the lot number of the unit(s),
the date of expiration or the date of
collection, whichever is applicable, or
for crossmatched blood and blood com-
ponents, the name of the recipient.

(c) Recelipt records shall contain the
name and address of the collecting fa-
cility, date received, donor or lot num-
ber assigned by the collecting facility
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and the date of expiration or the date
of collection, whichever is applicable.

§606.170 Adverse reaction file.

(a) Records shall be maintained of
any reports of complaints of adverse
reactions regarding each unit of blood
or blood product arising as a result of
blood collection or transfusion. A thor-
ough investigation of each reported ad-
verse reaction shall be made. A written
report of the investigation of adverse
reactions, including conclusions and
followup, shall be prepared and main-
tained as part of the record for that lot
or unit of final product by the col-
lecting or transfusing facility. When it
is determined that the product was at
fault in causing a transfusion reaction,
copies of all such written reports shall
be forwarded to and maintained by the
manufacturer or ¢collecting facility.

(b) When a complication of blood col-
lection or transfusion is confirmed to
be fatal, the Director, Office of Compli-
ance and Biologics Quality, Center for
Piologics Evaluation and Research,
shall be notified by telephone, fac-
gimile, express mail, or electronically
transmitted mail as soon ag possible; a
written report of the investigation
shall be submitted to the Director, Of-
fice of Compliance and Biologics Qual-
ity, Center for Biologics Evaluation
and Research, within 7 days after the
fatality by the collecting facility in
the event of a donor reaction, or by the
facility that performed the compat-
ibility tests in the event of a trans-
fusion reaction.

[40 FR 53532, Nov. 18, 1975, as amended at 49
FR 23833, June 8, 1984; 50 FR 35471, Aug. 30,
1985; 556 'R 11014, Mar, 26, 1890; 64 FR 45371,
Aug. 19, 1899; 67 FR 9586, Mar. 4, 2002]

§606.171 Reporting of product devi-
ations by licensed manufacturers,
unlicensed registered blood estab-
lishments, and transfusion services.

(a) Who must report under this section?
You, a licensed manufacturer of blood
and blood components, including
Source Plasma; an unlicensed reg-
istered blood establishment; or a trans-
fugion service who had control over the
product when the deviation occurred,
must report under this section. If you
arrange for another person to perform
a manufacturing, holding, or distribu-

60

21 CFR Ch. | (4-1-10 Edition)

tion step, while the product is in your
control, that step is performed under
your control. You must establish,
maintain, and follow a procedure for
receiving information from that perscon
on all deviations, complaints, and ad-
vergse events concerning the affected
product.

(b) Whot do I report under this section?
You must report any event, and infor-
mation relevant to the event, associ-
ated with the manufacturing, to in-
clude testing, processing, packing, la-
beling, or storage, or with the holding
or distribution, of both licensed and
unlicensed blood or blood components,
including Source Plasma, if that event
meets all the following criteria:

(1) Either:

(i) Represents a deviation from cur-
rent good manufacturing practice, ap-
plicable regulationsg, applicable stand-
ards, or established specifications that
may affect the safety, purity, or po-
tency of that product; or

(ii) Represents an unexpected or un-
foreseeable event that may affect the
safety, purity, or potency of that prod-
uct; and

(2) Oceurs in your facility or another
facility under contract with you; and

() Involves distributed blood or
blood components.

(¢) When do I report under this section?
You should report a biological product
deviation as soon as possible but you
must report at a date not to exceed 45-
calendar days from the date you, your
agent, or another person who performs
& manufacturing, holding, or distribu-
tion step under your control, acquire
information reagonably suggesting
that a reportable event has occurred.

(@) How do I report under this section?
You must repert on Form FDA-3486.

(&) Where do I report under this section?
You must send the completed Form
FDA-3486 to the Director, Office of
Compliance and Biologics Quality
(HFM-600) (see mailing addresses in
§600.2 of this chapter) by either a paper
or electronic filing:

(1) If you make a paper filing, you
ghould identify on the envelope that a
BPDR (biological product deviation re-
port) is enclosed; or

(2) If you make an electronic filing,
you may submit the completed Form
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FDA-3486 electronically through
CBER’s website at www.fda.gov/cber.

(f) How does this regulation affect other
FDA regulations? This part supplements
and does not supersede other provisions
of the regulations in this chapter. All
biological product deviations, whether
or not they are required to be reported
under this section, should be inves-
tigated in accordance with the applica-
ble provisions of parts 211, 606, and 820
of this chapter.

[656 FR 66635, Nov. 7, 2000, as amended at 70
FR 14984, Mar, 24, 2006]

PART &607—ESTABLISHMENT REG-
ISTRATION AND PRODUCT LIST-
ING FOR MANUFACTURERS OF
HUMAN BLOOD AND BLOOD
PRODUCTS

Subpart A—General Provisions

Sec,

607.3 Definitions.

607.7 Hstablishment registration and prod-
uct listing of blood banks and other
firms manufacturing hwman blood and
blood products.

Subpart B—Procedures for Domestic Blood
Product Establishmenis

607.20 Who must register and submit a blood
product list.

607.21 Times for establishment registration
and blood product liasting.

607.22 How and where to register establish-
ments and list blood products.

607.25 Information required for estahlish-
ment registration and blood product list-
ing.

607.26 Amendments to establishment reg-
istration.

607.30 Updating blood product listing infor-
mation.

607.31 Additional blood product listing im-
formation.,

607.36 Notification of registrant; blood prod-
uct sstablishment registration numher
and NDC Labeler Cods.

607.37 Inspection of establishment registra-
tions and blood product listings.

607.30 Misbranding by reference to estab-
lishment registration or to registration
number.

Subpart C—Procedures for Foreign Blood
Product Establishments

607.40 Establishment registration and blood
prodnot listing requirements for forelgn
blood product establishments,
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Subpart D—Exemptions

60766 Hxemptions for blood product estab-
lishments.

AUTHORITY: 21 U.8.C. 321, 331, 361, 352, 355,
360, 371, 374, 381, 393; 42 U.8.C. 262, 264, 271.

SOoURCE: 40 FR 52788, Nov. 12, 1975, unless
otherwise noted.

Subpart A—General Provisions

§607.3 Definitions.

(a) The term act means the Federal
Food, Drug, and Cosmetic Act approved
June 25, 1938 (52 Stat. 1040 et seq., as
amended, 21 U,8.C. 301-392).

(b} Blood and blood product means a
drug which consists of human whole
blood, plasma, or serum or anhy product
derived from human whole blood, plas-
ma, or gernm, hereinafter referred to ag
‘‘bloocd product.” For the purposes of
this part only, blood and blood product
also means those products that meet
the definition of a device under the
Federal Food, Drug, and Cosmetic Act
and that are licensed under section 351
of the Public Health Service Aoct.

(o} Establishment means a place of
business under one management at one
general physical location. The term in-
cludes, among others, human blood and
plasma donor centers, blood banks,
transfusion services, other blood prod-
uct manufacturers and independent
laboratories that engage in quality
control and testing for registered blood
product establishments.

(d) Manufacture means the collection,
preparation, processing or compat-
ibility testing by chemical, physical,
biological, or other procedures of any
blood product which meets the defini-
tion of a drug as defined in section
201(g) of the act, and including manipu-
lation, sampling, testing, or control
procedures applied to the final product
or to any part of the process. The term
includes packaging, labeling, repack-
aging or otherwise changing the con-
tainer, wrapper, or labeling of any
blood product package in furtherance
of the distribution of the blood product
from the original place of manufacture
to the person who makes final delivery
or sale to the ultimate congumer.

(8) Commercial distribution means any
distribution of a bhlood product except
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under the investigational use provi-
gions of part 312 of this chapter, but
does not include internal or interplant
transfer of a bulk product substance
between registered establishments
within the same parent, subsidiary,
and/or affiliate company. For foreign
establishments, the term ‘‘commercial
distribution’” shall have the same
meaning except that the term shall not
include distribution of any blood or
blood product that is neither imported
nor offered for import into the United
States.

(fy Any material change inclades but is
not limited to any change in the name
of the hlood product, in the guantity or
identity of the active ingredient{s) or
in the quantity or identity of the inac-
tive ingredient(s) where quantitative
listing of all ingredients is required
pursuant to §607.31(a)(2)} and any sig-
nificant change in the labeling of a
blood product. Changes that are not
gignificant include changes in arrange-
ment or printing or changes of an edi-
torial nature.

(g) Bulk product substance means any
substance that is represented for usge in
a bleod product and when used in the
manufacturing of a blood product be-
comes an active ingredient or a fin-
ighed dosage form of such product.

(h) Advertising and Iabeling include
the promotional material described in
§202.1(1) (1) and (2) of this chapter, re-
spectively.

(i) The definiticns and interpreta-
tions contained in sections 201 and 510
of the act shall be applicable to such
terms when used in this part 607.

(j) United States agent means a person
residing or maintaining a place of busi-
nesg in the United States whom a for-
ecign establishment designates as its
agent, Thia definition excludes mail-
boxes, answering machines or services,
or other places where an individual
acting as the foreign establishment's
agent is not physically present.

[40 FR 52788, Nov. 12, 1975, as amended at b5
FR 11014, Mar. 26, 1980; 66 FR 59158, Nov. 27,
20013
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§607.7 Establishmeni registration and
product listing of blood banks and
other firms manufacturing human
blood and blood products.

(a) All owners or operators of estab-
lishments that engage in the manufac-
turing of blood products are required to
register, pursuant to section 510 of the
Federal Food, Drug, and Cosmetic Act.
Registration and listing of blood prod-
ucts shall comply with this part. Reg-
istration does not permit any blood
bank or similar establishment to ship
blood products in interstate commerces.

(b) Forme for registration of an es-
tablishment are obtainable on request
from the Center for Biologics Evalua-
tion and Research (HFM-375) (see mail-
ing addresees in §600.2 of this chapter),
or at any of the Food and Drug Admin-
istration district offices.

(¢} The completed form should be
mailed to the Center for Biologics
Evaluation and Research (HFM-375)
(see mailing addresses in §600.2 of this
chapter).

[40 FR 52788, Nov. 12, 1975, as amended at 49
FR 23833, June 8, 1984; 556 FR 11014, Mar. 26,
1990; 66 FR 69168, Nov. 27, 2001; 70 FR 14084,
Mar. 24, 2005]

Subpart B—Procedures for Domes-
tic Blood Product Establish-
ments

§607.20 Who must register and submit
a blood product list.

(a) Owners or operators of all egtab-
lishments, not exempt under section
510(g) of the act or subpart D of this
part, that engage in the manufacture
of blood products shall register and
submit a list of every blood product in
commercial distribution (except that
registration and listing information
may be submitted by the parent, sub-
gidiary, and/or affiliate company for all
establishments when operations are
conducted at more than one establish-
ment and there exists joint ownership
and control among all the establish-
ments). Blood products manufactured,
prepared, propagated, compounded, or
processed in any State as defined in
section 201(a)(1) of the act must be list-
ed whether or not the output of such
blood product eatablishment or any
particular blood product so listed en-
ters interatate commerce.
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(b) Preparatory to engaging in the
manufacture of blood products, owners
or operators of establishments who are
submitting a biologics license applica-
tion to manufacture blood products are
required to register before the bio-
logica licenss application is approved.

(¢) No registration fee is required, Es-
tablishment registration and blood
product listing do not constitute an ad-
mission or agreement or determination
that a blood product is a ‘‘drug” within
the meaning of section 201(g) of the
act.

[40 FR 52788, Nov. 12, 1975, as amended al 64
'R, 664562, Oct. 20, 1899; 66 FR 50168, Nov, 27,
200171

§607.21 Times for establishment reg-
istration and blood product listing.
The owner or operator of an estab-
lishment entering intc an operation de-
fined in §607.3(d) shall register such es-
tablishment within 5 days after the be-
ginning of such operation and submit a
list of every blood product in commer-
cial distribution at the time. If the
owner or operator of the establishment
has not previously entered into such
operation (defined in §607.3(d) of this
chapter) for which a license is required,
registration ghall follow within 5 days
after the submission of a biologics li-
cense application in order to rmanufac-
ture blood products. Owners or opera-
tors of all establishments sco engaged
shall register annually between No-
vember 15 and December 31 and shall
update their blood product listing in-
formation every June and December.

[40 FR 52788, Nov. 12, 1975, as amended at 64
FR 56463, Oct. 20, 1999]

§607.22 How and where to register es-
tablishments and list blood prod-
ucts,

(a) The first registration of an estab-
lishment shall be on Form FD-2830
(Blood Eastablishment Registration and
Product Listing) obtainable on request
from the Department of Health and
Human Services, Food and Drug Ad-
ministration, Center for Biologics
Evaluation and Research (HFM-375),
(see mailing addresses in §600.2 of this
chapter), or from Food and Drug Ad-
ministration district offices. Subse-
quent annual registration shall alsc be
accomplished on Form FD-2830, which

§607.25

will be furnished by the Food and Drug
Administration before November 15 of
cach year to establishments whose
product registration for that year was
validated under §607.35. The completed
form shall be mailed to the preceding
address hefore December 31 of that
year.

(b) The firgt list of blood products
and subsequent June and December
updatings shall be on Form FD-2830,
obtainable upon request as described in
paragraph (a) of this section.

[66 FR 59158, Nov. 27, 2001, as amended at 70
FR 14984, Mar. 24, 2005]

§607.25 Information required for es-
tablishment registration and blood
product listing.

(&) Form FD-2830 (Blood Establigh-
ment Registration and Product List-
ing) requires furnishing or confirming
registration information required by
the act. This information includes the
name and street address of the estab-
lishment, including post office code; all
trade names used by the establishment;
the kind of ownership or operation
(that is, individually owned partner-
ship, or corporation); and the name of
the owner or operator of such estab-
lishment. The term ‘‘name of the
owner or operator” shall include in the
case of a partnership the name of each
partner, and in the case of a corpora-
tion the namse and title of each cor-
porate officer and director and the
name of the State of incorporation.
The information reqguired shall be
given separately for each establish-
ment, as defined in §607.3(c).

() Form FD-2830 also requires fur-
nishing blood product listing informa-
tion required by the act as follows:;

(1) A list of blood products, including
bulk product substances as well ag fin-
ished dosage forms, by established
name a8 defined in section 502(e) of the
act and by proprietary name, which are
being manufactured for commercial
distribution and which have not been
included in any list previously sub-
mitted on Form FD-2830 (Blood Estab-
lishment Registration and Product
Listing) or Form FD-2250 (National
Drug Code Directory Input).

(2) For each blood product so listed
which is subject to sgection 351 of the
Public Health Service Act, the license
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number of the manufacturer issued by
the Center for Biologics Evaluation
and Besearch, Food and Drug Adminis-
tration.

{8) For each blood product listed, the
regigtration . number of the parent es-
tablishment. An establishment not
owned, operated, or controlled by an-
other firm or establishment iz its own
parent establishment.

[40 FR 52788, Nov. 12, 1975, as amended at 49
FR 23833, June 8, 1884; 55 FR 11013, Mar. 26,
1990; 66 FR. 58158, Nov. 27, 2001]

§607.26 Amendmenis to establishment
registration.

Changes in individual ownership, cor-
porate or partnership structure, loca-
tion, or blood-product handling activ-
ity shall be submitted on Form FDA-
2830 (Blood Establishment Registration
and Product Listing) as an amendment
to registration within 5 days of such
changes. Changes in the names of offi-
cers and directors of the corporations
do not require such amendment but
must be shown at time of annual reg-
istration.

[40 FR 52788, Nov. 12, 1975, as amended ai 66
FR 59158, Nov. 27, 20011

§607.30 Updating blood product list-
ing information.

(&) After submission of the initial
blood product listing information,
every person who I3 required to list
blood products pursuant to §607.20 shall
submit on Form FD-2830 (Blood Estab-
lishment Registration and Product
Listing) during each subsequent June
and December, or at the discretion of
the registrant at the time the change
ocecurs, the following information:

(1) A list of each blood product intro-
duced by the registrant for commercial
distribution which has not been in-
cluded in any list previously sub-
mitted. All of the information required
by §607.25(b) shall be provided for each
such blood product.

(2) A list of each blood product for-
merly listed pursuant to §607.25(b) for
which commercial distribution has
been discontinued, including for each
blocd product so listed the identity by
established name and proprietary
name, and date of discontinuance. It is
requested but not required that the
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reagon for discontinunance of distribu-
tion be included with this information.

(3) A list of each blood product for
which a notice of discontinuance was
submitted pursuant to paragraph (a)(2)
of this section and for which commer-
cial distribution has been resumed, in-
cluding for each blood product so listed
the identity by established name as de-
fined in section 502(e) of the act and by
any proprietary name, the date of re-
sumption, and any other information
required by §607.25(b) not previously
submitted.

(4) Any material change in any infor-
mation previously submitted.

(k) When no changes have occurred
sinee the previously submitted list, no
listing information is required.

§607.31 Additional blood product list-
ing information.

(a) In addition to the information
routinely required by §§607.25 and
607.30, the Director of the Center for
Biologics Evaluation and Research
may require submission of the fol-
lowing information by letter or by
FEDERAL REGISTER notice:

(1) For a particular blood product so
listed, upon request made by the Direc-
tor of the Center for Biologics Evalua-
tion and Research for good cause, a
copy of all advertisements.

(2) For a particular bleod product so
listed, upon a finding by the Director
of the Center for Binlogics Evaluation
and Research that it i necessary to
carry out the purposes of the act, a
quantitative listing of all ingredients.

(3) For each registrant, upon a find-
ing by the Director of the Center for
Biologics Evaluation and Research
that it is necessary to carry out the
purposes of the act, a list of each listed
blood product containing a particular
ingredient.

(b) [Reserved]

[66 FR 58158, Nov. 27, 2001]

§607.35 Notification of registrant;
blood product establishment reg-
iét:-iation number and NDC Labeler

ode.

(a) The Director of the Center for
Biologics Evaluation and Research will
provide to the registrant a validated
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copy of Form FD-2830 (Blood Establish-
ment Registration and Product List-
ing) as evidence of registration. This
validated copy will be sent to the loca-~
tion shown for the registering estab-
lighment, and a copy will be sent te the
reporting official if at another address,
A permanent registration number will
be assigned to each blood product es-
tablishment registered in accordance
with these regulations.

(b) If a registered blood product es-
tablishment has not previously partici-
pated in the National Drug Code sys-
tem, or in the National Health Related
Items Code system, the National Drug
Code (NDC) numbering system shall be
used in asgigning the first five numeric
characters, otherwise known as the La-
beler Code, of the 10-character NDC
Code. The Labeler Code identifies the
manufacturer.

(c) Although establishment registra-
tion and blood product listing are re-
quired as described in §607.20, valida-
tion of registration and the assignment
of a. NDC Labeler Code do not, in them-
selves, establish that the holder of the
registration is legally qualified to deal
in such products.

[40 FR 52788, Nov. 12, 1975, as amended at 49
FR 23833, June 8, 1984; 66 FR 59159, Nov. 27,
200%]

§607.37 Imspection of establishment
registrations and blood product list-
ings.

(a) A copy of the Form FD-2830
(Blood Establishment Registration and
Product Listing) filed by the registrant
will be available for inspection under
section 510(f) of the act, at the Depart-
ment of Health and Human Services,
Fcod and Drug Administration, Office
of Communication, Training and Manu-
facturers’ Assistance (HFM—40), Center
for Biologics Evaluation and Research
(zee mailing addresses in §600.2 of this
chapter)., In addition, for domestic
firms, the same information will be
available for inspection at each of the
Food and Drug Administration district
offices for firms within the geo-
graphical area of such district office.
Upon request and receipt of a self-ad-
dressed stamped envelope, verification
of registration number, or location of
registered establishment will be pro-
vided. The following information sub-
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mitted under the blood product listing
requirements is 1llustrative of the type
of information that will be available
for public disclosure when it is com-
piled:

(1) A list of all blood products.

(2) A Hst of all blood products manu-
factured by each esgtablishment.

(3) A list of blood products discon-
tinued.

(4) All data or information that has
already become a matter of public
knowledge.

(b) Requests for information regard-
ing blood establishment registrations
and blood product listings should be di-
rected to the Department of Health and
Human Services, Food and Drug Ad-
ministration, Office of Communication,
Training and Manufacturers’ Assist-
ance (HFM-40), Center for Biologics
Evaluation and Research (see mailing
addreases in §600.2 of this chapter).

[40 FR 52788, Nov. 12, 1975, as amended at 49
FR 23833, June 8, 1984; 55 FR 11014, Mar, 26,
1990; 66 FR B9159, Nov. 27, 2001; 70 FR 14984,
Mar. 24, 2005]

§607.39 Misbranding by reference to
establishment regisiration or to
registration number.

Registration of an establishment or
assignment of a registration number or
assignment of a NDC number does not
in any way denote approval of the firm
or its products. Any representation
that creates an impression of official
approval because of establishment reg-
istration or possession of registration
number or NDC number is migleading
and constitutes misbranding,

Subpart C—Procedures for Foreign
Blocd Product Establishmenis

$607.40 Establishment registration
and blood product listing require-
ments for foreign blood product es-
tablishments,

(a) Every foreign establishment shall
comply with the establishment reg-
istration and blood product listing re-
quirements contained in subpart B of
this part, unless exempt under subpart
D of this part or unless the blood prod-
uct enters a foreign trade zone and is
re-exported from that foreign trade
zone without having entered U. 8. com-
merce,
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(by No blood product may be im-
ported or offered for import into the
United States unless it is the subject of
a blood product listing as reguired
under sobpart B of this part and is
manufactured, prepared, propagated,
compounded, or processed at a reg-
istered foreign establishment; however,
this restriction does not apply to a
bleood product imported or offered for
impoert under the investigational use
vrovisions of part 312 of this chapter or
to a blood product imported under sec-
tion 801(d)(4) of the act. The establish-
ment registration and blood product
Iisting information shall be in the
English language,

(c) Each foreign establishment re-
quired to register under paragraph (a)
of this section shall, as part of the es-
tablishment registration and blood
product listing, submit the name and
address of the establishment and the
name of the individual responsible for
submitting establishment registration
and blood product listing information.
Any changes in this information shall
be reported to the Food and Drug Ad-
ministration at the intervals specified
for updating establishment registra-
tion information in §607.26 and blood
product listing information in
§607.30(a).

(d) Bach foreign establishment re-
quired to register under paragraph (a)
of this section ghall snbmit the name,
address, and phone number of its
United States agent as part of its ini-
tial and updated registration informa-
tion in accordance with subpart B of
thig part. Each foreign establishment
gshall designate only one United States
agent,

(1) The United States agent shall re-
side or maintain a place of business in
the United States.

(2) Upon request from FDA, the
United States agent shall assist FDA
in communications with the foreign es-
tablishment, respond to questions con-
cerning the foreign establishment’s
products that are imported or offered
for import into the United States, and
assist FDA in scheduling inspections of
the foreign establishment. If the agen-
oy is unable to contact the foreign es-
tablishment directly or expeditiously,
DA may provide informaftion or docu-
ments to the United States agent, and
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such an action shall be congidered to be
equivalent to providing the same infor-
mation or documents to the foreign es-
tablishment.

(3) The foreign establishment or the
United States agent shall report
changes in the United States agent’s
name, address, or phone number to
FDA within 10-business days of the
change.

[66 FR 59159, Nov. 27, 2001]

Subpart D—Exemplions

§607.65 Exemptions for blood product
establishments.

The following classes of persons are
exempt from registration and blood
product listing in accordance with this
part 607 under the provisions of section
510(g3(1), (g}2), and (g)(3) of the act, or
because the Commissioner of Food and
Drugs has found, under section
510(g>(6), that such registration is not
necessary for the protection of the pub-
lic health. The exemptions in para-
graphs (a), (b), (f), and (g) of this sec-
tion are limited to those classes of per-
sons located in any State as defined in
section 201¢a)(1) of the act.

(a) Pharmacies that are operating
under applicable local laws regulating
dispensing of prescription drugs and
that are not manufacturing bloed prod-
uots for gale other than in the regular

"gourse of the practice of the profession
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of pharmacy including the business of
dispensing and selling blcood products
at retail. The supplying by such phar-
macies of blood products to a practi-
tioner licensed to administer such
blood products for his use in the course
of his professional practice or to other
pharmacies t0 meet temporary inven-
tory shortages are not acte which re-
guire such pharmacies to register.

(b) Practitioners who are licensed by
law to prescribe or administer drugs
and who manufacture blood products
solely for uge in the conrse of their pro-
fessional practice.

(c) Persons who manufacture blood
preoducts which are not for sale, rather,
are solely for use in research, teaching,
or analysis, including laboratory sam-
ples.

(d) Carriers, by reason of their re-
ceipt, carriage, holding, or delivery of
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blood products in the usual course of
business as carriers.

(e) Persons who engage solely in the
manufacture of in vitro diagnostic
blood products and reagents not sub-
ject to licenging under section 351 of
the Public Health Service Act (42
U.8.C. 262). This paragraph does not ex-
empt such persons from registration
and listing for medical devices required
under part 807 of this chapter.

(f) Transfusion services which are a
part of a facility that is certified under
the Clinical Laboratory Improvement
Amendments of 1988 (42 T.S.C. 263a)
and 42 CFR part 493 or has met equiva-
lent requirements as determined by the
Centers for Medicare and Medicaid
Services and which are engaged in the
compatibility testing amnd transfusion
of blood and bloed components, but
which neither routinely collect nor
process blood and blood components.
The collection and processing of blood
and blood components in an emergency
gituation as determined by a respon-
gible person and documented in writ-
ing, therapeutic collection of blood or
plagma, the preparation of recovered
human plasma for further manufac-
turing use, or preparation of red blood
cells for transfusion are not acts re-
gquiring such transfusion services to
register.

[40 FR 52788, Nov. 12, 1975, as amended at 43
FR 37997, Aug. 25, 1978; 45 FR 85729, Dec, 30,
19680; 49 FR 34449, Ang. 31, 1984; 66 FR 31162,
June 11, 2001; 66 TR 59159, Nov. 27, 2001; 72 FR,
45886, August 16, 2007]

PART 610—GENERAL BIOLOGICAL
PRODUCTS STANDARDS

Subpant A—Release Requirements

Sec. .

610.1 Tests prior to release required for each
lot.

610.2 Requests for samples and protocols; of-
ficial release.

Subpari B—General Provisions

610.9 Eguivalent methods and processes.

610.10 Potency.

610.11 General safety.

610.112. Inactivated influenza wvaccine, gen-
eral safety test.

610.12 Sterility.

610.13 Purity.

610.14 Identity.
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610.15 Constituent materials.
610.16 Total golids in serums.
610.17 Permissible combinations.
610.18 Cultures.

Subpari C—Standard Preparations and
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€10.20 Standard preparations.
610.21 Limits of potency.

Subpar D—Mycoplasma
610.30 Test for Mycoplasma.

Subpart E—Testing Requirements for
Communicable Disease Agenls

610.40 Test requirements.

610.41 Donor deferral.

610.42 Restrictions on use for further manu-
facture of medical devices.

610.44 TUse of reference pamels by manufac-
turers of test kits.

610.46 Human immunodeficiency virus (HIV)
“lookback’ requirements.

610.47 Hepatitis C virus (HCV) “lookback”
requirements.

610.48 Hepatitis C virus (HCV) “lookback”
requirements based on review of histor-
ical testing records,

Subpart F—Dating Period Limitations

610.50 Date of manufacture,
610.63 Dating pericds for licensed binlogical
products .

Subpart G—Labeling Standards

§10.80 Container label.

610.61 Package lahel.

610.62 Proper name; package label; legibie
type.
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to be shown.

610.64 Name and address of distributor,

610.66 Products for export.
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AUTHORITY: 21 U.B.C. 321, 381, 851, 352, 353,
855, 360, 360c, 360d, 360h, 360i, 371, 372, 374, 381;
42 U.8.C. 216, 262, 263, 263a, 264.

SOURCE: 38 FR, 32056, Nov. 20, 1973, unless
otherwise noted.

CROSS REFERENCES: For U.S. Customs
Service regulations relating to wviruses, se-
rums, and toxins, see 19 CFR 12.21-12.23. For
U.8. Postal Service regulations relating to
the admissibility to the United States malls
see parts 124 and 125 of the Domestic Mail
Manual, thet 1s incorporated by reference in
39 CFR part 111,
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Subpart A—Release Requirements

§610.1 Tests prior to release required
for each lot.

No lot of any licensed product shall
be released by the manufacturer prior
to the completion of tests for con-
formity with standards applicable to
such product. Each applicable test
ghall be made on each lot after comple-
tion of all processes of manufacture
which may affect compliance with the
standard to which the test applies. The
results of all tests performed shall be
considered in determining whether or
not the test results meet the test ob-
jective, except that a test result may
be disregarded when it is established
that the test is invalid due to causes
unrelated to the product.

§610.2 Requests for samples and pro-
tocols; official release.

(a) Licensed biological products regu-
lated by CBER. Samples of any lot of
any licensed product together with the
protocols showing results of applicable
tests, may at any time be required to
be sent to the Director, Center for Bic-
logics Evaluation and Resgearch (see
mailing addresses in §600.2 of this chap-
ter), Upon notification by the Director,
Center for Biologics Evaluation and
Research, a manufacturer shall not dis-
tribute a lot of a product until the lot
is released by the Director, Center for
Biologics Ewvaluation and Research:
Provided, That the Director, Center for
Biologics Ewvaluation and Research,
shall not issue such notification except
when deemed necessary for the safety,
purity, or potency of the product.

(h) Licensed binlogical products regu-
lated by CDER. Samples of any lot of
any licensed product together with the
protocols showing results of applicable
tests, may at any time be required to
be sent to the Director, Center for
Drug Ewvaluation and Research (see
mailing addresses in §600.2) for official
release. Upon notification by the Direc-
tor, Center for Drug Evaluation and
Research, a manufacturer shall not dis-
tribute a lot of a biclogical product
until the lot is released by the Direc-
tor, Center for Drug Evaluation and
Research: Provided, That the Director,
Center for Drug Evaluation and Re-
sgearch shall not issue such notification
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excopt when desmed necessary for the
safety, purity, or potiency of the prod-
uct.

[40 FR 31313, July 25, 1975, as amended by 49
FR 23834, June 8, 1984; 50 FR 10941, Mar. 19,
1985; 556 FR 11013 and 11014, Mar. 26, 1990; 67
FR 9587, Mar, 4, 2002; 70 FR 14984, Mar. 24,
20051

Subpart B—General Provisions

§610.9 Egquivalent methods and proc-
esses.

Modification of any particular test
method or menufacturing process or
the conditions under which it is con-
ducted as required in this part or in the
additional standards for specific bio-
logical products in parts 620 through
680 of this chapter shall be permitted
only under the following conditions:

(a) The applicant presents evidemcs,
in the form of a license application, or
a supplement to the application sub-
mitted in accordance with §601.12(b) or
(c), demonstrating that the modifica-
tion will provide assurances of the safe-
ty, purity, potency, and effectiveness
of the biological product equal! to or
greater than the assurances provided
by the method or process specified in
the general standards or additional
standards for the biological product;
and

(b) Approval of the modification is
received in writing from the Director,
Center for Biclogics Ewaluation and
Regearch or the Director, Center for
Drug Evaluation and Research.

162 FR 39903, July 24, 1997, as amended at T0
FR 14984, Mar. 24, 2005]

§610.10 Potency.

Tests for potency shall congist of ei-
ther in vitre or in vivo tests, or both,
which have been specifically designed
for each product so as to indicate its
potency in a manner adequate to sat-
isfy the interpretation of potency given
by the definition in §600.3(s) of this
chapter.

§610.11 General safety.

A general safety test for the detec-
tion of extransouns toxic contaminants
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shall be performed on biological prod-
ucts intended for administration to hu-
mans. The general safety test ig re-
guired in addition to other specific
tests prescribed in the additional
standards for individual products in
this subchapter, except that, the test
need not be performed on those prod-
ucts listed in paragraph (g) of this sec-
tion. The gemneral safety test shall be
performed as specified in this section,
unless: Modification is prescribed in
the additional standards for specific
products, or variation is approved ag a
supplement %0 the product license
under §610.9.

(a) Product to be tesied. The general
safety test shall be conducted upon a
representative sample of the product in
the final container from every final
filling of each lot of the product, If any
product ig processed further after fill-
ing, auch ag by freeze-drying, steriliza-
tion, or heat treatment, the test shall
be conducted upon a sample from each
filling of each drying chamber run,
sterilization chamber, or heat treat-
ment bath.

(b) Test animals. Only overtly healthy
guinea, pigs weighing less than 400
grams each and mice weighing less
than 22 grams each shall be used. The
animals shall not have been used pre-
viously for any test purpose.

(c) Procedure. The duration of the
general safety test shall be T days for
both species, except that a longer pe-
riod may be established for specific
produncts in accordance with §610.9,
Once the manufacturer has established
a specific duration of the test period
for a specific product, it cannot be var-
ied subsequently, except, in accordance
with §610.9. Each test animal shall be
weighed and the individual weights re-
corded immediately prior to injection
and on the last day of the test. Each
animal shall be cbserved every working
day. Any animal response including
any which iz not specific for or ex-
pected from the product and which
may indicate a difference in its quality
ghall he recorded on the day such re-
sponse is observed. The test product
shall be administered as follows:

(1) Liguid product or freeze-dried prod-
uct which has been reconstituled as di-
rected on the label. Inject
intraperitoneally 0.5 milliliter of the
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liguid product or the reconstituted
product into each of at least two mice,
and 5.0 milliliters of the ligquid product
or the reconstituted product into each
of at least two guinea pigs.

(2) Freeze-dried product for which the
volume of reconstitution is not indicated
on the label, The route of administra-
tion, test dose, and diluent shall be as
approved in accordance with §610.9. Ad-
minister the test product as approved
on at least two mice and at least two
guinea pigs.

(3) Nonliguid producis other than
freeze-dried product. The route of ad-
ministration, test dose, and diluent
shall be as in accordance with §610.9.
Digsolve or grind and suspend the prod-
uct in the approved diluent. Admin-
iater the test product as approved on at
least two mice and at least two guines
pigs.

(4) Test requiremenis. A safety test is
satisfactory if all animals meet all of
the following requirements:

(1) They survive the test period.

(2) They do not exhibit any response
which is not specific for or expected
from the product and which may indi-
cate a difference in its quality.

(3) They weigh no legs at the end of
the test period than at the time of in-
jection.

(e) Repeat tesis—(1) First repeat test. If
a filling fails to meet the requirements
of paragraph (d) of this section in the
initial test, a repeat test may be con-
ducted on the species which failed the
initial test, as prescribed in paragraph
(c) of this section. The filling is satis-
factory only if each retest animal
meets the requirements presoribed in
paragraph (d) of this section.

(2) Second repeat test. If & filling fails
to meet the requirements of the first
repeat test, a second repeat test may
be conducted on the species which
failed the test: Provided, That 50 per-
cent of the total number of animals in
that species has survived the initial
and first repeat tests. The second re-
peat test shall be conduncted as pre-
scribed in paragraph (¢) of this section,
except that the number of animals
shall be twice that used in the first re-
peat test. The filling is satisfactory
only if each second repeat test animal
meets the requirements prescribed in
paragraph {(d) of this section.
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(f) [Reserved] .

(g) Exceptions-——(1) The test prescribed
in this section need not be performed
for Whole Blocod, Red Blood Cells,
Cryoprecipitated AHF, Platelets, Plas-
ma, or Cellular Therapy Produocts.

(2) For products other than those
identified in paragraph (g)(1) of this
section, a manufacturer may request
from the Director, Center for Bioclogics
Evalugtion and Research or the Direc-
tor, Center for Drug Evaluation and
Research (see mailing addresses in
§600.2 of this chapter), an exemption
from the general safety test. The man-
ufacturer must submit information as
part of a biologics license application
submission or supplement to an ap-
proved biologics license application es-
tablishing that because of the mode of
administration, the method of prepara-
tion, or the special nature of the prod-
uct & test of general safety is vnneces-
gary to assure the safety, purity, and
potency of the product or cannot be
performed. The request must include
alternate procedures, if any, to be per-
formed. The Director, Center for Bio-
logics Evaluation and Research or the
Director, Center for Drug Evaluation
and Research, upon finding that the
manufacturer’s request justifies an ex-
emption, may exempt the product from
the general safety test subject to any
condition necessary to assure the safe-
ty, purity, and potency of the product.

[41 FR 10891, Mar. 15, 1976, as amended at 49
FR 15187, Apr. 18, 1984; 49 FR 23834, June 8,
1984; 50 FR 4133, Jan. 29, 1985; 51 FR 15607,
Apr. 25, 1986; 55 FR, 11013, Mar. 26, 1990; 59 FR
49351, Sept. 28, 1594; 63 FR 19408, Apr. 20, 1998;
63 FR 41718, Aug. 5, 1998; 68 FR 10160, Mar, 4,
2008; 70 FR 14984, Mar. 24, 2005]

§610.11a Inactivated influenza vae-
cine, general safety test.

For inactivated influenza vaccine,
the general safety test shall be con-
ducted in the manner indicated in
§610.11 of this chapter except that, with
reference to guinea pigs, the test shall
be satisfied if the product provides sat-
isfactory results using either the sub-
cutaneous or intraperitoneal injection
of 5.0 milliliters of inactivated influ-
enza vaccine into each guinea pig. The
requirements for general safety for in-
agctivated influenza vaccine shall not
be congidered to be satisfied unless
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each 1ot of influenza vaccine is assayed
for endotoxin in comparisen to a ref-
erence preparation provided by the
Food and Drug Administration, and
such lot is found to contain no more
endotoxin than the reference prepara-
tion.

[39 FR 40016, Nov. 13, 1974]

§610.12 Sterility.

Except as provided in paragraphs (f)
and (g) of this section, the sterility of
each lot of each product shall be dem-
onstrated by the performance of the
tests prescribed in paragraphs (a) and
(b) of this section for both bulk and
final container material,

(a) The test. Bulk material shall be
tested separately from final container
material and material from each final
container shall be tested in individual
test vessels as follows:

(1) Using Fluid Thioglycollate Me-
dium—(1) Bulk and final container mate-
rial. The volume of product, as required
by paragraph (d) of this section (here-
inafter referred to also as the
“inoculum”}, from samples of both
bulk and final container material,
shall be inoculated into test vessels of
Fluid Thioglycollate Medium. The
inocunlum and medium shall be mixed
thoroughly and incubated at a tem-
perature of 30 to 35 °C for a test period
of no less than 14 days and examined
visually for evidence of growth on the
third, fourth, or fifth day, and on the
seventh or eighth day, and on the last
day of the test period. Results of each
examination shall be recorded. If the
inoculum renders the medium turbid so
that the absence of growth cannot be
determined reliably by visual examina-
tion, portions of this turbid mediuom in
amounts of no less than 1.0 milliliter
shall be transferred on the third,
fourth, or fifth day of incubation, from
each of the test vessels and inocculated
inte additional vessels of the medium.
The material in the additional vessels
shall be Incubated at a temperature of
30 to 35 °C for no less than 14 days. Not-
withatanding such transfer of material,
examination of the original vessels
shall be continued as prescribed above.
The additional test vessels shall be ex-
amined visually for evidence of growth
on the third, fourth, or fifth day of in-
cubatlon, and on the seventh or eighth
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day, and on the last day of the incuba-
tion period. If growth appears, repeat
tests may be performed as prescribed in
paragraph (b) of this section and inter-
preted as specified in paragraph (¢) of
this section.

(ii) Final container materigl containing
a mercurial preservative. In addition to
the test prescribed in paragraph
(a)(1)(i) of this section, final container
material containing a mercurial pre-
gservative shall be tested using Fluid
Thioglycollate Medium following the
procedures prescribed in such subpara-
graph, except that the incubation shall
be at a temperature of 20 to 25 °C,

(2) Using Soybean-Casein Digest Me-
dium. Except for products containing a
mercurial preservative, a test shall be
made on final container material, fol-
lowing the procedures prescribed in
paragraph {(a)(1){i) of this section, ex-
cept that the medium shall be Soy-
bean-Casein Digest Medium and the in-
cubation shall be at a temperature of
20 to 25 °C.

(b) Repeat tests. If growth appears in
any of the test media during testing of
either bulk or final container material,
the fest may be repeated to rule out
faulty test procedurss as follows:

(1) Repeat bulk test. Only one repeat
bulk test may be conducted. The vol-
ume of inoculum to be used for the re-
peat bulk test ghall be ag prescribed in
paragraph (d){(1) of this section. The re-
peat test shall be performed using the
procedure prescribed in paragraph
(a)1)(d) of this section.

(2) Fivst repeat final container test. The
number of test samples and the vol-
umes of product used for the first re-
peat test shall be as prescribed in para-
graph (d)(2) of this section. For prod-
ucts that do not contain a mercurial
preservative, the repeat test shall be
performed, using both Fluid
Thioglycollate Medium and Soybean-
Casein Digest Medium, following the
procedurseg prescribed in paragraphs
(a)1)(E) and (a)2), respectively, of this
section. If the product contains a mer-
curial preservative, the repeat test
shall be performed uging Fluid
Thioglycollate Medium and the proce-
dures prescribed in paragraphs (a)(1) (i)
and (ii) of this gection,

(8) Second repeat final container test, If
growth appears in any of the first re-
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peat final container tests, all tests of
the first repeat final container test
ghall be repeated, provided there was
no evidence of growth in any test of
the bulk material, The test samples
used for the second repeat final con-
tainer test shall be twice the number
used for the firgt repeat final container
test.

(c) Inmterpretation of test results. The
results of all tests performed on a loé
shall be congidered in determining
whether or not the lot meets the re-
dquirements for sterility, except that
tests may be excluded when dem-
onstrated by adequate controls to he
invalid. The lot meets the test require-
ments if no growth appears in the tests
prescribed in paragraph (a) of this sec-
tion. If repeat tests are performed, the
lot meets the test requirements if no
growth appears in the tests prescribed
in paragraph (b)}2) or (3) of this sec-
tion, whichever is applicable.

(d) Test samples and volumes—(1) Bulk.
Each sample for the bulk sterility test
shall be representative of the bulk ma-
terial and the volume tested shall be
no less than 10 ml. (Note exceptions in
paragraph (g) of this gsection.)

(2) Final containers. The sample used
for each test medium or each incuba-
tion temperature of a test medium for
the final container and first repeat
final container test shall be no less
than 20 final containers from each fill-
ing of each lot, selected to represent all
gtages of filling from the bulk vessel. If
the amount of material in the final
container is 1.0 milliliter or less, the
entire contents shall be tested. If the
amount of material in the final con-
tainer ig more than 1.0 milliliter, the
volume tested shall be the largest gin-
gle dose recommended by the manafac-
turer or 1.0 milliliter, whichever is
larger, but no more than 10 milliliters
of material or the entire contents from
a single final container need be tested.
If more than 2 filling machines, each
with either single or multiple filling
stations, are used for filling one lot, no
less than 10 filled containers shall be
tested from each filling machine for
each test medium or each incubation
temperature condition, but no more
than 100 containers of each lot need be
tested. The items tested shall be rep-
regentative of each filling assembly
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and shall be selected to represent all
stages of the filling operation. (Note
exceptions in paragraph (g) of this sec-
tion.)

(e) Culture medium—1) Formulae. (1)
The formula for Fluid Thioglycollate
Medium is as follows:

FLUID THIOGLYCOLLATE MEDIUM

1-oystine ...ovvveeerens voen 0.5 gL
Sodium chloride ..., . 2.5 gm.
Dextrose (CeH1:06H2)O) ... 5.5 gm.

Granular agar (less than 16% mols- 075 gm.

ture by weight).
Yeast extract (water-scluble) ......... 5.0 pm.
Pancreatic digest of casein . 15.0 gm.
Purified water ....cervvirrimmreeeeeseee L0000 ml.
Bodlum thioglycollate {or 0.5gm,

thioglycolic acld—0.3 ml).
Resazurin (0.10% solution, 1.0 ml.

freshty prepared).
pH after sterilizaticen 7.140.2.

(ii) The formula for Soybean-Casein
Digest Medium is as follows:

SovBeAN-CASEIN DIGEST MEDIUM
Pancreatic Digest of Casein ........... 17.0gm,

Papaic Digest of Soybean Meal ...... 3.0gm,
Sodium Chloride .......ccceimeines . 5.0 gm.
Dibasic Potassium Phosphate . 2.5gm.
Dextrose (CeHraQsHa0) ... gim
Purified water ... 1,080.0 ml

DH after sterilization 7.3:0.2,

(2) Culture media requirements—(i) Def-
inition of a lot of culture medium and test
requirements. A lot of culture medium is
that quantity of uniform material
identified as having been thoroughly
mixed in a single vesgel, digpensed into
a group of veseels of the same composi-
tion and design, sterilized in a single
autoclave run, and identified in a man-
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ner to distinguish one lot from an-
other. Each lot of culture medium shall
be tested for its growth-promoting
qualities unless it meets the exception
for dehydrated culture medium de-
scribed in this subpart. The growth-
promoting quality test shall be per-
formed on the smallest gized vessel
used in an autoclave run. When using a

single batch of dehydrated culture me-

dium, a manufacturer need not perform
growth-promoting tests on each lot of
prepared liguid medinm, provided that
a validation program exists for
autoclaves used to sterilize the culture
medium, and the manufacturer has re-
ceived approval for this practice from
the Director, Center for Biologics Eval-
uation and Research or the Director,
Center for Drug Evaluation and Re-
search.

(ii) Test organisms, strains, characteris-
tics, idenftity, and verification. Two or
more strains of microorganisms that
are exacting in their nutritive and aer-
obic/anaerobic requirements shall be
used to test the growth-promoting
gualities of each lot of test medium,
When using Fluid Thioglycollate me-
dium, both an acrobic and an anaerobic
test microorganism shall be chosen,
When using Soybean Casein Digest Me-
dinm, the yeast, Candida albicans, shall
be one of the two test microorganisms
chosen. Manufacturers shall choose the
gtrains of microorganisms from the
chart in this paragraph.

Incubation
Medium Test microerganisms temperature
Sparg-farmers
Fluid Thioglycollate ........ 1. Bacitiue sublilis (ATCC No. 6633) - | 30035 °C.,
2. Clostridium sporogsnas (ATCC No. 11437) ... Do.
Nen-spore-formers
3. Candida albicans (ATCC No. 10231) Do.
4, Micrococeus futeus (ATGC No. 9341) . Do.
5. Bactercides vuigatus (ATCC No. B482) ... Do.
Spore-formers
Saybean-Casain Digest 1. Bacillus sublilis (ATCC Nb. 8833) ..o 20 to 25 °C.
Non-spore-formers
2. Candida albicans (ATCC No. 10231} Do.
3. Micrococcus futeus (ATCG No. 9341) Do.

ATCC strains of microorganisms de-
scribed in thig section are available
from the American Type Culture Col-
lection, 10801 University Blvd., Manas-
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sas8, VA 20110. Periodic tests shall be
performed to verify the integrity of the
test organisms in accordance with
§610.18 (a) and (b). The results of these
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periodic tests shall be recorded and re-
tained in accordance with §600.12(b) of
this chapter.

(iii) Storage and maintenance of cul-
tures of test organisms. Cultures of the
test organisms used to determine the
growth-promoting qualities of the me-
dium shall be stored in a manner that
will prevent cross contamination or
losa of identity, at a temperature and
by a method that will retain the initial
characteristics of the organisms and
ensure freedom from contamination
and deterioration. If the test organisms
are stored in the freeze-dried state, or
frozen, they shall be reconstituted or
thawed, whichever is applicable, and
plated periodically to verify the colony
count of the suspension. If the test sus-
pensions are stored in a state other
than freeze-dried or frozen, they shall
be plated, and a colony count shall be
performed at the time of each growth-
promoting guality test to assure that
not more than 100 organisms are used
per teat vessel. The results of tests for
verification of the colony count shall
be recorded and retained in accordance
with §600.12(b) of this chapter.

(iv) Storage and condition of media. A
medium shall not be used if the extent
of evaporation affects its fluidity, nor
shall it be reused in a sterility test of
the product. Fluid Thioglycollate Me-
dium shall be stored in the dark at
room temperature if the vessels are un-
sealed. Bealed vessels shall be stored at
the manufacturer’s specified storage
temperature. Fluid Thioglycollate Me-
dium shall not be used if more than the
upper one-third of the medium has ac-
quired a pink color. The medinm may
be restored once by heating on a steam
bath or in free-flowing steam until the
pink color disappears. The design of
the test vessel for Fluid Thioglycollate
Mediem shall provide favorable aerchic
and anaerobic conditions for growth of
the microorganisms throughout the
test period. Soybean-Cagein Digest Me-
dinm shall be stored in the dark at 20
to 25 °C. Unsealed vessels of either me-
dinm may be stored for more than 10
days at the proper temperature, pro-
vided they are tested monthly for
growth-promotion and found to be sat-
isfactory. Bealed vessels of either me-
dium may be stored at the proper tem-
perature for a period of time not to ex-
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ceed 1 year, provided they are tested
for growth-promotion every 3 months
and found to be satisfactory. The re-
sults of such testing shall be recorded
and vretained in accordance with
§600.12(b) of this chapter.

(v) Criteria for a satisfactory growth-
promoting quality test. (a) One hundred
or fewer organisms of each strain test-
ed shall be nged. The test is satisfac-
tory if evidence of growth appears
within 7 days in all vessels inoculated.
If a lot of medium fails to support the
growth of any test organism, or if the
test results show that more than 100
organisms of a straln were used or are
necessary to promote growth in the lot
of medium being tested, or if the
growth is not a pure culture of the test
organism, a second test may be per-
formed. If it fails the second test, the
lot of medium shall be rejected.

() Imoculated Fluid Thioglycollate
Medium shall be incubated at 30 to 35
°C for 7 days. If the test medium is to
be used in determining the sterility of
a product containing a mercurial pre-
servative, a second test shall be per-
formed in accordance with paragraph
(e)(2)(v)a) of this section, except that
the test shall he incubated at 20 to 25
°C for T days. Inoculated Boybean-Ca-
sein Digest Medinm shall be incubated
at 20 to 25 °C for T days. The sterility of
each lot of medium shall be confirmed
by the incubation of uninoculated con-
trol test vessels for 7 days at the tem-
perature(s) for that particular medium.
The lot of medimm is satisfactory if no
growth is obeerved in the control test
vessels within the incubation pericd.
The tests for growth-promoting quali-
ties of culture media may be performed
simultaneously with sterility testing
of biological products, provided the
sberility test is comsidered invalid if
the test medium shows no growth re-
sponse.

(vi) Volume of culture medium. The
volume of each culture medium shall
be determined for each bulk and final
container sterility test required for
each product. The ratio of the volume
of inoculum to the volume of culture
medium ghall result in a dilution of the
product that is not bacteriostatic or
fungistatic, except for products to be
tested by membrane filtration. The
volume of inhibitors or neutralizers of
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preservatives added should be consid-
ered in determining the proper ratio of
inoculunvymedinm. Vessels of the prod-
uct-medinm mixture(s) and contrel
vessels of the medium shall bs inccu-
lated with dilutions of cultures of bac-
teria or fungi which are viable in the
product being tested, and incubated at
the appropriate temperature for no less
than 7 days.

(f) Membrane filiration. Bulk and final
container material or prodocts con-
taining oil products In water-insoluble
ointments may be tested for sterility
using the membrane filtration proce-
dure set forth in the United States
Pharmacopeia (23d Revigion, 1995), sec-
tion entitled “Test Procedures Using
Membrane Filtration,” pp. 1689 to 1690,
which is incorporated by reference in
accordance with 5 U.S.C. 562(a) and 1
CFR part 51, Copies are available from
the United States Pharmacopeial Con-
vention, Inc., 12601 Twinbrook Pkwy.,
Roekville, MD 20852, or available for in-
spection at the Center for Drug Evalua-
tion and Ressarch’s Division of Medical
Library, 5600 Fishers Lane, rm. 11B-40,
Rockville, MD, or at the National Ar-
chives and Records Administration
(NARA). (For information on the avail-
ability of this material at NARA, call
202-741-6030, or g0 to: hitp://
www.archives.gov/federal__register/ -
code of federai regulations/
ibr locations.himl). Except that:

(1) The test samples shall conform
with paragraph (d) of this section; and

(@) In addition, for preoducts con-
taining a mercurial preservative, the
product shall be tested in a second test
using Fluid Thioglycollate Medium in-
cubated at 20 to 26%2C in lieu of the test
in Soybsan-Casein Digest Medium.

(8) Erceptions. Bulk and final con-
tainer material shall be tested for ste-
rility as described above in this sec-
tion, except as foHows:

(1) Different sterility {ests prescribed.
When different sterility tests are pre-
gcribed for & product in this sub-
chapter.

2y Alternate incubation temperatures.
Two tests may be performed as pre-
geribed in paragraph (a)(1)(i) of this
gection, one test using an incubation
temperature of 18 to 22 °C, the other
tegt using an incubation temperature
of 30 to 87 °C, in lieu of performing one
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test using an incubation temperature
of 30 to 35 °C, provided that growth-pro-
moting quality tests have been per-
formed at these temperatures.

{3) [Reserved]

(4) Test precluded or not regquired. (1)
The tests prescribed in this section
need not be performed for Whole Blood,
Cryoprecipitated AHF, Platelets, Red
Blood Cells, Plasma, Source Plasma,
Smallpox Vaccine, Reagent Red Blood
Cells, Anti-Human Globulin, or Blood
Grouping Reagent.

(ii) Where a manufacturer submits
data which the Director, Center for
Bioclogios Evaluation and Research or
the Director, Center for Drug Evalua-
tion and Ressarch, findg adegquate to
establish that the mode of administra-
tion, the methed of preparation, or the
special nature of the product precludes
or does not require a sterility test or
that the sterility of the lot is not nec-
essary to assure the safety, purity, and
potency of the product, the Director
may exempt a product from the ste-
rility requirements of this section sub-
ject to any conditions necessary to as-
sure the safety, purity, and potency of
the product.

(b) Number of final containers more
than 20, less than 200. If the number of
final containers in the filling is more
than 20 or less than 200, the sample
shall be no less than 10 percent of the
containers.

(8) Number of final contuiners—20 or
less, If the number of final containers
in a filling is 20 or less, the sample
shall be two final containers, or the
sample need be no more than one final
container, provided (i) the bulk mate-
rial met the sterility test requirements
and (ii) after filling, it is demonstrated
by testing a simulated sample that all
surfaces to which the product was ex-
posed were free of contaminating
microorganisms. The simulated sample
shall be prepared by ringing the filling
equipment with sterile 1.0 percent pep-
tone solution, pH 7.1 +0.1, which shall
be discharged into a fingl container by
the same method used for filling the
final containers with the product.

(7 Samples—large volume of product in
final conitginers, For Albumin (Human)
and Plasma Protein Fraction (Human),
when the volume of product in the final
container ig 50 milliliters or more, the



Food and Drug Administration, HHS

final containers selected as the test
gample may contain less than the full
volume of product in the final con-
tainers of the filling from which the
sample ig taken: Provided, That the
containers and closures of the sample
are identical with those used for the
filling to which the test applies, and
the sample represents all stages of that
filling.

(8) Diagnostic biological products not
intended for injection. For diagnostic bi-
ological products not intended for in-
jection, (i) only the Fluid
Thioglycollate Medium test incubated
at 30 to 35 °C is required, (ii) the vol-
ume of material for the bulk test shall
be no less than 2.0 milliliters, and (iii)
the sample for the final container test
shall be no less than three final con-
tainers if the total number filled is 100
or less, and, if greater, one additional
container for each additional 50 con-
tainers or fraction therecf, but the
gample need be no more than 10 con-
tainers.

(9) Immune globulin preparations. For
immune globulin preparations, the test
samples from the bulk material and
from each final container need be no
more than 2.0 ml.

(h) Eecords. The records related to
the testing requirements of this sec-
tion shall be prepared and maintained
as required by §§211.167 and 211.194 of
this chapter,

138 FR 32056, Nov. 20, 1973, as amended at 41
FR 4015, Jan. 28, 1976; 41 FR 10428, Mar. 11,
1976; 44 FR 11754, Mar. 2, 1979; 49 F'R 15187,
Apr. 18, 1984; 49 FR 23834, Juns 8, 1984; 50 FR
4133, Jan, 20, 1985, 51 FR 44906, Dec. 15, 1986;
563 F'R 12764, Apr. 19, 1988; 55 FR 11013, Mar. 25,
1990; 63 FR 44175, Sept. 16, 1997; 67 FR 9587,
Mar. 4, 3002; 69 FR 18803, Apr. §, 2004; 1) FR
14985, Mar. 24, 2005]

§610.13 Purity.

Products shall be free of extraneous
material except that which is unavoid-
able in the manufacturing process de-
scribed in the approved biologics li-
cense application, In addition, products
ghall be tested az provided in para-
graphs (a) and (b) of this section.

(a)(1) Test for residual moisture. Each
lot of dried product shall be tested for
residual moisture and shall meet and
not exceed established limits as speci-
fied by an approved method on file in
the biologics license application. The
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test for residual moisture may be ex-
empted by the Director, Center for Bio-
logics Evaluation and Research or the
Director, Center for Drug Evaluation
and Research, when deemed not nec-
essary for the continued safety, purity,
and potency of the product.

(2) Records. Appropriate records for
residual moisture under paragraph
(a)(1) of this section shall be prepared
and maintained as required by the ap-
plicable provisions of §§211.188 and
211.194 of this chapter.

(b) Test for pyrogenic substances. Bach
lot of final containers of any product
intended for use by injection ghall be
tested for pyrogenic substances by in-
travenous injection into rabbits as pro-
vided in paragraphs (b) (1) and (2) of
this section: Provided, That notwith-
standing any other provision of Sub-
chapter F of this chapter, the test for
pyrogenic substances is not required
for the following products: Products
containing formed blood elements;
Cryoprecipitate; Plagma; Source Plas-
ma,; Normal Horse Serum; bacterial,
viral, and rickettsial vaccines and
antigens; toxoidsg; toxins; allergenic ex-
tracts; venoms; diagnostic substances
and trivalent organic arsenicals.

(1) Test dose. The test dose for each
rabbit shall be at least 3 milliliters per
kilogram of body weight of the rabbit
and also shall be at least eqguivalent
proportionately, on a body weight
basig, to the maximum single human
doge recommended, bub need not ex-
ceed 10 milliliters per kilogram of body
weight of the rabbit, except that: (i)
Regardless of the human dose rec-
ommended, the test dose per kilogram
of body weight of each rabbit shall be
at least 1 milliliter for Iimmune
globuling derived from human blood;
(ii) for Btreptokinase, the test dose
shall be at least equivalent proportion-
ately, on a body weight basis, to the
maximum single human dose rec-
ommended,

(2) Test procedure, results, and interpre-
tation, stundards to be met. The test for
pyrogenic substances shall be per-
formed according to the requirements
gpecified in United States Pharma-
copeia XX,

(8) Retest. If the lot fails to meet the
test reguirements prescribed in para-
graph (b)2) of this section, the test
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may be repeated once using five other
rabbits. The temperature rises recorded
for all eight rabbits used in testing
shall be included in determining
whether the requirements are met. The
lot meets the requirements for absence
of pyrogens if not more than three of
the eight rabbits show individual rises
in temperature of 0.6 °C or more, and if
the sum of the eight individual max-
imum temperature rises does not ex-
cead 3.7 °C.

[38 FR 82056, Nov. 20, 1973, as amended at 40
FR 20710, July 15, 1975; 41 FR 10429, Mar. 11,
1976; 41 FEB 41424, Sept. 22, 1976; 44 FR. 40289,
July 10, 1979; 46 FR 62845, Dec. 29, 1981; 49 FR,
15187, Apr. 18, 1984; 60 FR 4134, Jan. 29, 1885;
66 FR 28381, July 11, 1990; 64 FR 56453, Oct. 20,
1999; 67 'K, §587, Mar. 4, 2002; 70 FR 14885,
Mar. 24, 2005]

§610.14 Identity.

The contents of a final container of
each filling of each lot shall be tested
for identity after all labeling oper-
abtions shall have been completed. The
identity test shall be specific for each
product in a manner that will ade-
quately identify it as the product des-
ignated on final container and package
labels and circulars, and distinguish it
from any other product being processed
in the same laboratory. Identity may
be established either through the phys-
ical or chemical characteristics of the
product, inspection by macroscopic or
microscopic methods, specific cultural
tests, or in vitro or in viveo
immunoclogical tests.

§610.15 Constituent materials.

(a) Imgredients, preservatives, diluenis,
adjuvants. All ingredients used in a 1i-
censed product, and any d&iluent pro-
vided as an aid in the administration of
the product, shall meet generally ac-
cepted standards of purity and quality.
Any preservative used shall be suifi-
clently nontoxic so that the amount
present in the recommended dose of the
product will not be toxic to the recipi-
ent, and in the combination used it
shall not denature the specific sub-
stances in the product to result in a de-
crease below the minimum acceptable
potency within the dating period when
stored at the recommended tempera-
ture. Products in multiple-dose con-
tainers shall contain a preservative,
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except that a preservative need not be
added to Yellow Fever Vaccine; Polio-
virus Vaccine Live Oral; viral vaccines
labeled for wuse with the jet injector;
dried vaccines when the accompanying
diluent contains a preservative; or to
an Allergenic Product in 50 percent or
more volume in volume (v/v) glyocerin.
An adjuvant shaill not be introduced
into a product unless there is satisfac-
tory evidence that it does not affect
adversely the safety or potency of the
product. The amount of aluminum in
the recommended individual dose of a
biolagical product shall not exceed:

(1) 0.85 milligrams if determined by
assay;

(2) 1.14 milligrams if determined by
calculation on the basis of the amount
of aluminum compound added; or

(3) 1.25 milligrams determined by
assay provided that data dem-
ongtrating that the amount of alu-
minum used is safe and necessary to
produce the intended effect are sub-
mitted to and approved by the Direc-
tor, Center for Biologics Ewvaluation
and Research or the Director, Center
for Drug Evaluation and Research (gee
mailing addresses in §600.2 of this chap-
ter).

(b) Extraneous protein; cell culture pro-
duced wvaccines. Extraneous protein
known to be capable of producing aller-
genic effects in human subjects shall
not be added to a final virus medium of
cell culture produced vaccines intended
for injection. If serum is used at any
stage, ite calculated concentration in
the final medium shall not exceed
1:1,000,000.

(c) Antibiotics. A minimum concentra-
tion of antibiotice, other than peni-
¢illin, may be added to the production
suhstrate of viral vaccines.

[38 FR. 320566, Nov. 20, 1873, as amended at 46
FR 51503, Qct. 23, 1981; 48 FR 13025, Mar, 29,
1983; 48 FR 37023, Aug. 16, 1983; 49 FR 23834,
June 8, 1984; 50 FR 4134, Jan. 29, 1985; 51 FR
15607, Apr. 25, 1986; 56 FR 11013, Mar. 26, 1990;
70 FR 14985, Mar. 24, 2005]

§610.16 Total solids in serums,

Except as otherwise provided by reg-
ulation, no liguid serum or antitoxin
ghall contain more than 20 percent
total solids.
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§610.17 Permissible combinations.

Licensed products may not be com-
bined with other licensed products ei-
ther therapeutic, prophylactic or diag-
nostic, except as a license is obtained
for the combined product. Licensed
products may not be combined with
nonlicensable therapeutic, prophy-
lactic, or diagnostic substances except
a8 a license is obtained for such com-
bination.

§610.18 Cultures.

(a) Storage and mainienance. Cultures
used in the manufacture of products
shall be stored in a secure and orderly
manner, at a temperature and by a
method that will retain the initial
characteristics of the organisms and
insurs freedom from contamination
and deterioration.

(b) Identity and verification, Each cul-
ture shall be clearly identified as to
source strain. A complete identifica-
tion of the strain shall be made for
each new stock culture preparation.
Primary and subsequent seed lots shall
be identified by lot number and date of
preparation. Periodic tests shall be per-
formed as often as necessary to verify
the integrity of the strain characteris-
tics and freedom from extraneous orga-
nisms. Results of all periodic tests for
verification of cultures and determina-
tion of freedom from extraneous orga-
nisms shall be recorded and retained.

(c) Cell lines used for manufacturing bi-
ological products—(1) General reguire-
ments. Cell lines wmsed for manufac-
turing biological products shall be:

(i) Identified by history;

(ii) Described with respect to cyto-
genetic characteristios and
tumerigenicity;

(1ii) Characterized with respect to in
vitro growth characteristics and life
potential; and

(iv) Tested for the presence of detect-
able microbial agents.

(2) Tests. Tests that are necessary to
assure the safety, purity, and potency
of a product may be required by the Di-
rector, Center for Biologics Evaluation
and Research or the Director, Center
for Drug Evaluation and Research.

(3) Applicability. This paragraph ap-
plies to diploid and nondiploid cell
lines. Primary cell cultures that are
not subcultivated and primary cell cul-
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tures that are subsequently subcul-
tivated for only a very limited number
of population doublings are not subject
to the provisions of this paragraph (c).

(d) Records. The records appropriate
for cultures under this section shall be
prepared and maintained ag required by
the applicable provisions of §§211.188
and 211.194 of this chapter.

[38 FR 32056, Nov. 20, 1973, as amended at 51
FR 44453, Dec. 10, 1986; 55 FR 11013, Mar. 26,
1990; 67 FR 9687, Mar. 4, 2002: 70 FR 14985,
Mar. 24, 2005]

Subpart C—Standard Preparations
and Limiis of Polency

§610.20 Standard preparations.

Standard preparations made awvail-
able by the Center for Biologics Eval-
uation and Research shall be applied in
teating, ag follows:

(a) Potency standards. Potency stand-
ards shall be applied in testing for po-
tency all forms of the following:

ANTIBODIES

Botulism Antitoxin, Type A.
Botulism Antitoxin, Type B.
Botulism Antitoxin, Type H.
Diphtheria Antitoxin.
Histolyticus Antitoxin.
Cedematiens Antitoxin.
Perfringens Antitoxin.
Antipertusgis Serwumn,
Anfirabies Serum.

Sordellii Antitoxin,
Staphylococcus Antitoxin,
Tetanus Antitoxin.

Vibrion Septique Antitoxin.

ANTIGENS

Cholera Vaccine, Inaba serotype.
Cholera Vaccine, Ogawa serotype.
Diphtheria Toxin for Schick Test.
Pertussis Vaccine.

Tuberculin, 0ld.

Tuberculin, Purified Protein Derivative.
Typhold Vaccine.

BLOOD DERIVATIVE
Thrombin.

(b)) Opacity stendard. The U.8. Opac-
ity Standard shall be applied in esti-
mating the bacterial concentration of
all bacterial vaccineg, The assigned
value of the standard when ohbaserved
visually is 10 units. The assigned value
of the standard when observed with a
photometer is (1) 10 units when the
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wavelength of the filter is 530 milli-
microns, (2) 10.6 units when the wave-
length of the filter iz 650 millimicrons,
and () 9 units when the wavelength of
the filter is 420 millimicrona.

[38 FR 32066, Nov. 20, 1973, as amended at 41
FR 10429, Mar. 11, 1976; 41 FR 18295, May 3,
1976; 489 FR 28834, June 8, 1984; 65 FR 11013,
Mar. 26, 1990]

§610.21 Limits of potency.

The potency of the following prod-
ucts shall be not less than that set
forth below and products dispensed in
the dried state shall represent liguid
products having the stated limitations.

ANTIBODIES

Diphtheria Antitoxin, 500 units per milli-
liter.

Tetanus Antitoxin, 400 units per milliliter.

Tetanus Tmmune Globulin (Human), 260
units of tetanus antitoxin per container.

ANTIGENS

Cholera Vaccine, 8 units each of Inaba and
Ogawa gerotype antigens per milliliter.

Pertussls Vacoine, 12 units per total human
immunizing dose.

Typhoid Vaccine, 8 units per miilliliter.

[41 FR 10428, Mar. 11, 1976, as amended at 41
FR 18295, May 8, 1976; 70 FR 75028, Dec. 19,
2006] :

Subpart D—Mycoplasma

§610.30 Test for Mycoplasma.

Except as provided otherwise in this
subchapter, prior to clarification or fil-
tration in the case of live virus vac-
cines produced from in vitro living cell
cultures, and prior to inactivation in
the cage of inactivated virus vaccines
produced from such living cell oul-
tures, each virus harvest pool and con-
trol fluid pool shall be tested for the
presence of Mycoplasma, as follows:

Samples of the virus for this test shall be
stored either (1) between 2 and 8 °C for no
longer than 24 hours, or (2} at —-20 *C or
lower If stored for longer than 24 hours. The
test shall be performed on samples of the
viral harvest pool and on control fluid pool
obtained at the fime of viral harvest, as fol-
lows: No less than 2.0 ml. of each sample
shall be inoculated in evenly distributed
smounts over the surface of no less than 10
plates of at least two agar media. No less
than 1.0 ml. of sample shall be lnoculated
into each of four tubea containing 10 ml. of
8 semisolid broth medium. The media shall
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be such as have been shown to be capable of
detecting known Mycoeplosma sand each test
shall inclade control cultures of at least two
known strains of Myceplasma, one of which
must be M. pneumonice. One half of the
plates and two tubes of broth shall be incu-
bated aerobically at 36 °C +1 °C and the re-
maining plates and tubes shall be incubated
anserobically at 36 °C +1 °C in an environ-
ment of 5-10 percent CO: in N:. Aerobic incu-
hation shall be for a period of no less than 14
days and the broth in the two tubes shall be
tested after 3 days and 14 days, at which
times 0.5 ml. of brothk from each of the two
tubes shall be combined and subinoculated
on to no leas than 4 additional plates and in-
cubated aerobically., Anaerobic incubation’
shall be for no less than 14 days and the
broth in the two tubes shall be tested after 3
days and 14 days, at which times 0.5 ml. of
broth from each of the two tubes shall be
combined and subinoculated onto no less
than four additional plates and incubated
anaerchically. All inoeulated plates shall be
incubated for no leas than 14 days, at which
time observation for growth of Mycoplasma
shall be made at a magnification of no less
than 300x, If the Dienes Methylene Blue-
Azure dye or an equivaleni staining proce-
dure iz used, no less than a one sguare cm.
plug of the agar shall be excised from the in-
oculated area and examined for the presence
of Mycoplasma. The presence of the Myco-
plasma shall be determined by comparison of
the growth cbtalned from the test samples
with that of the control cultures, with re-
gpect to typical colonial and microscopic
morphology. The virus pool is satisfactory
for vaccine manufacture if none of the tests
on the samples show evidence of the presence
of Mycopiasma.

[38 FR 32056, Nov. 20, 1973, as amended at 63
FR 166856, Apr. 6, 1994)]

Subpart E—Testing Requirements
for Communicable Disease
Agenis

§610.40 Test requirements.

(a) Human blood and blood components.
Except as specified in paragraphs (o)
and (d) of this section, you, an estab-
lishment that collects blood or blood
compenents, must test each donation
of human blood or blood component in-
tended for use in preparing a product,
including donations intended as a com-
ponent of, or used to prepare, a medical
device, for evidence of infeotion due to
the following communicable disease
agents:

(1) Human immunodeficiency virus,
type 1;
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(2) Human immunodeficiency virus,
type 2;

(3) Hepatitis B virus;

(4) Hepatitis C virus;

(6) Human T-lymphotropic virus,
type I; and

(6) Human T-lymphotropic virus,
type II.

(b) Testing using one or more approved
screening tests. To test for evidence of
infection due to communicable disease
agents designated in paragraph (a) of
thig section, yon must use screening
tests that the Food and Drug Adminis-
tration (FDA) has approved for such
use, in accordance with the manufac-
turer’s instructions. You must perform
one or more such tests as necessary to
reduce adequately and appropriately
the risk of transmission of commu-
nicable dizease.

(c) Ezxceptions to ilesting for allogeneic
transfusion or further moanufacturing
use—(1) Dedicated donalions. (1) You
must test donations of human blood
and blood components from a donor
whose donations are dedicated to and
used solely by a single identified re-
cipient under paragraphs (a), (b), and
(e) of this section; except that, if the
donor makes multiple donations for a
single identified recipient, you may
perform such testing only on the first
donation in each 30-day period. If an
untested dedicated donation is made
available for any use other than trans-
fusion to the single, identified recipi-
ent, then this exemption from the test-
ing required under this section no
longer applies.

(ii) Each donation must be labeled as
required under §606.121 of this chapter
and with a label entitled “INTENDED
RECIPIENT INFORMATION LABEL”
containing the name and identifying
information of the recipient. Each do-
nation must also have the following
label, as appropriate:

Donor Testing Status Label
Tests nagative Label as raguired under §606.121
Tesled negative within | “OONMOR TESTED WITHIN THE
the last 30 days LAST 30 DAYS"

(2) Source Plosma. You are not re-
quired to test donations of Source
Plasma for evidence of infection due to
the communicable disease agents listed
in paragraphs (a)(5) and (a)6) of this
section. ‘
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(3Y Medical device. (i) You are not re-
quired to test donations of human
blood or bloed components intended
solely as a component of, or used to
prepare, a medical device for evidence
of infection due to the communicable
disease agents listed in paragraphs
(a)d) and (a)#6) of this section unless
the final device contains viable leu-
kocytes.

(ii) Donations of human bleod and
blood components intended solely as a
component of, or used to prepare, a
medical device must be labeled ‘“‘Cau-
tion: ¥For Further Manufacturing Use
as a Component of, or to Prepare, a
Medical Device.”

(4) Samples. You are not required to
test samples of blood, blood compo-
nents, plasma, or gera if used or dis-
tributed for clinical laboratory testing
or regearch purposes and not intended
for administration to humans or in the
manufacture of a product.

(d) Autologous donations. You, an es-
tablishment that collects human blood
or blocd components from autologous
donors, or you, an esgtablishment that
is a consignee of a coliecting establish-
ment, are not required to test dona-
tions of human blood or blood compo-
nents from autologous donors for evi-
dence of infection due to commu-
nicable disease agents listed in para-
graph (a) of thig section or by a sero-
logical test for syphilis under para-
graph (i} of this section, except:

(1) I you allow any autologous dona-
tion to be used for allogeneic trans-
fusion, you must assure that all
autologous donations are tested under
this section.

(2) If you ship autologous donations
to another establishment that allows
autologous donations to be used for
allogeneic transfusion, you musgt as-
sure that all autologous donations
shipped to that establishment are test-
ed under this section.

(3) If you ship auteclogous donations
to another establishment that does not
allow auntologous donations to be used
for allogeneic transfusion, you must
asgure that, at a minimum, the first
donation in each 30-day period is tested
under this gection.

(4) BEach autologous donation must be
labeled as required under §608.121 of
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this chapter and with the following
label, as appropriate:

Donor Tasting Status Label
Untested “DONOR UNTESTED"
Tesis negative Labe! a8 required under § 606,121
Reactive on current col- | “BICHAZARD" legand in
lection/reactive in the §610.40(N)(2)(iHB)
last 30 days
Tesled negative within | “DONOR TESTED WITHIN THE
ne last 30 days L.AST 30 DAYS"”

(&) Further testing. You must further
test each donation, including
autologous donations, found to be reac-
tive by a screening test performed
under paragraphs (a) and (b) of this sec-
tion, whenever a supplemental (addi-
tional, more gpecific) test has been ap-
proved for such use by FDA, except:

(1) For autologous donations, you
must further test under this paragraph,
at & minimum, the first reactive dona-
tion in each 30-day period; or

(2) If you have a record for that donor
of a positive result on a supplemental
(additional, more specific) test ap-
proved for such use by FDA, you do not
have to further test an autologous do-
nation.

() Testing responsibility. Required

testing under this section, must be per-
formed by a laboratory registered in
accordance with part 607 of this chap-
ter and either certified to perform such
testing on human specimens under the
Clinical Laboratory Improvement
Amendments of 1988 (42 U.B.C. 263a)
under 42 CFR part 493 or has met equiv-
alent requirements as determined by
the Health Care Financing Administra-
tion in accordance with those provi-
sions.

(g) Release or shipment prior to lesting.
Human blocd or blood components that
are required to be tested for evidence
of infection due to communicable dis-
ease agents designated in paragraphs
(a) and (i) of this section may be re-
leagsed or shipped prior to completion
of $esting In the following cir-
cumstances provided that you label the
blood or blood components under
§606.121(h) of this chapter, you com-
plete the tests for evidence of infection
due to communicable disease agents as
soon ag possible after release or ship-
ment, and that you provide the results
promptly to the consignee:

(1) Only in appropriately docuomented
medical emergency situations; or
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(2) For further manufacturing use as
approved in writing by FDA.

(h) Restrictions on shipment or use—(1)
Reactive screening test. You must not
ship or use human blocd or blood com-
ponents that have a reactive screening
tegt for evidence of infection due to a
communicahble disease agenft(s) des-
ignated in paragraphs (a) and (i) of this
section or that are collected from a
donor with a previous record of a reac-
tive screening test for evidence of in-
fection due to a communicable disease
agent(s) designated in paragraphs (a)
and (i) of this section, except as pro-
vided in paragraphs (h)(2)(1) throungh
(h){2)(vii) of this section.

(2) Exceptions. (1) You may ship or use
blood or blocd components intended for
autologous use, including reactive do-
nations, as described in paragraph (d)
of this section.

(i) You must not ship or use human
blood or blood components that have a
reactive screening test for evidence of
infection due to & communicable dis-
ease agent(s) designated in paragraph
(a) of this section or that are collected
from a donor deferred under §610.41(a)
unless you meet the following condi-
ions:

(A) Except for autologous donations,
you must obtain from FDA written ap-
proval for the shipment or use;

(B) You must appropriately label
such blood or blood components as re-
quired under §606.121, or §640.70 of this
chapter, and with the “BIOCHAZARD”
legend;

Py

\y/

BIOHAZARD

(C) Except for autologous donations,
you must label such human blood and
bloed components as reactive for the
appropriate screening test for evidence
of infection due to the identified com-
municable disease agent(s);

(D) If the blood or blood components
are intended for further manufacturing
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use inte injectable products, you must
include a statement on the container
label indicating the exempted use spe-
c¢ifically approved by FDA.

(E) Each blood or blood component
with a reactive screening test and in-
tended solely as a component of, or
usged to prepare a medical device, must
be labeled with the following label, as
appropriate:

Type of Medical Device Labal
A medical device other | “Caution: For Further Manufac-
than an in vitro diag- turing Use as a Component of a
nostic reagent Medical Davice For Which There
Are No Altemetive Sourcas”
An in vitro diagnostic “Caution: For Further Manufac-
raagent turing Into In Vitro Diagnostic Re-

agants For Which There Are No
Alternative Sources”

(iii) The restrictions on shipment or
use do not apply to samples of blood,
blood components, plasma, or gera if
used or distributed for clinical lahora-
tory testing or research purpoges, and
not intended for administration in hu-
mang or in the manufacture of a prod-
net.

(iv) You may use human blocd or
blood components from a donor with a
previous record of a reactive screening
teat(s) for evidence of infection due to
a communicable digsease agent(s) des-
ignated in paragraph (a) of this section,
if:

(A) At the time of donation, the
donor is shown or was previously
shown to be sunitable by a regualifica-
tion method or process found accept-
able for such purposes by FDA under
§610.41(b); and

(B) tests performed under paragraphs
(a) and (b) of thig section are nonreac-
tive.

(v} Anti-HBc reactive donations, oth-
erwise nonreactive when teated as re-
guired under this section, may be used
for further manufacturing into plasma
derivatives without prior IFDA ap-
proval or a “BIOHAZARD” legend as
reguired under paragraphs (h)(2)(ii)(A)
and (h)(@XiiXB) of this section.

(vi) You may use human blood or
blood components, excluding Source
Plasma, that test reactive by a screen-
ing test for syphilis as required under
paragraph (i) of this sectiom if, con-
sistent with §640.5 of this chapter, the
donation is further tested by an ade-
quate and appropriate test which dem-
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onstrates that the reactive screening
test Is a biological false pogitive. You
must label the blood or blood compo-
nents with both test results.

(vil) You may use Source Plasma
from a donor who tests reactive by a
screening test for syphiliz as required
under §610.40(1) of this chapter, if the
donor meets the requirements of
§640.65(bX(2) of thig chapter.

(1) Syphilis tesiing, In addition to the
testing otherwise required under this
section, you must test by a serological
test for syphilis under §§640.5(a), 640.14,
640.23(a), 640.33(a), 640.53(z), and
640.65(b)(2) of this chapter,

[66 FR 81162, June 11, 2001]

§610.41 Donor deferral.

(a) You, an eatablishment that col-
lects human blocod or blood compo-
nents, must defer donors testing reac-
tive by a screening test for evidence of
infection due to a communicable dis-
ease agent(s) listed in §610.40(a) or re-
active for a serological test for syphilis
under §610.40(i), from future donations
of human blood and blood components,
except:

(1) You are not required to defer a
donor who tests reactive for anti-HBe
or anti-HTLV, types I or I, on only one
occasion. When a supplemental (addi-
tional, more specific) test for anti-HBe¢
or anti-HTLV, types I and II, has been
approved for use under §610.40(e) by
FDA, such a donor must he deferred,

(2) A deferred donor who tests reac-
tive for evidence of infection due to a
communicable disease agent(s) listed
in §610.40(a) may serve ag a donor for
blood or blood components shipped or
used under §610.40¢h)(2)(ii);

(3} A deferred donor who showed evi-
dence of infection dus to hepatitis B
surface antigen (HBsAg) when pre-
viously tested under §610.40(a), (b), and
{e) subsequently may donate Source
Plasma for use in the preparation of
Hepatitis B Immune Globulin (Human)
provided the current donation tests
nonreactive for HBsAg and the donor is
otherwise determined to be suitable;

(4) A deferred donor, who otherwise is
determined to be snitable for donation
and tests reactive for anti-HBc or for
evidence of infection due to HTLYV,
types I and II, may serve as a donor of
Source Plasma,;
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(5) A deferred donor who tests reac-
tive for a communicable disease
agent(s) described under §610.40{a) or
reactive with & serological test for
syphilis under §610.40(i), may serve ag
an autologous donor under §610.40(d).

(B A deferred donor subsequently
may be found to be suitable as a donor
of blood or blood components by a re-
gualification method or process found
acceptable for such purposes by FDA.
Such a donor is comnsidered no longer
deferred.

(¢} Yon must comply with the re-
guirements under §§610.46 and 610.47
when a donor tests reactive by a
screening test for HIV or HCV required
under §610.40(a) and (b), or when you
are aware of other reliable test results
or information indicating evidence of
HIV-or HCV infection.

[66 FR 31164, June 11, 2001, as amended at 72
FR 48798, Aug, 24, 2007]

§610.42 Restrictions on use for further
manufacture of medical devices.

() In addition to labeling require-
ments in subchapter H of this chapter,
when a medical device contains human
blecod or a blood component asg a com-
ponent of the final device, and the
human blood or blood component was
found to be reactive by a screening test
performed under §610.40(a) and (b) or
reactive for syphilis under §610.40(i),
then you muat include in the device la-
beling a statement of warning indi-
cating that the product was manufac-
tured from a donation found to be reac-
tive by a screening test for evidence of
infection due to the identified commu-
nicable disease agent(s).

(b) FDA may approve an e¢xception or
alternative to the statement of warn-
ing required in paragraph (a) of this
section based on evidence that the re-
activity of the human blood or bloed
component in the medical device pre-
gents no significant health risk
through use of the medical device,

[66 FR 31164, June 11, 2001]

§610.44 Use of reference panels by
manufaciurers of test kits,

(&) When available and appropriate to
verify acceptable gsensitivity and speci-
ficity, vou, a manufacturer of test kits,
must use a reference panel you obtain
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from FDA or from an FDA designated
source to test lots of the following
products. You must test each lot of the
following products, unlesg FDA informs
you that less frequent testing is appro-
priate, based on your consistent prior
production of products of acceptable
sengitivity and specificity:

(1) A test kit approved for use in test-
ing donations of human blood and
blood components for evidence of infec-
tion due to communicable disease
agents listed in §610.40a); and

(2) Human immunodeficiency virus
(HIV) teat kit approved for use in the
diagnosis, prognosis, or monitoring of
this communicable disease agent.

(b) You must not distribute a lot that
is found to be not acceptable for sensi-
tivity and specificity under §610.44¢a).
FDA may approve an exception or al-
ternative to this reguirement. Appli-
cants must submit such requests in
writing. However, in limited cir-
cumstances, such reguests may hbe
made orally and permission may be
given orally by FDA. Oral requests and
approvals must be promptly followed
by written requests and written ap-
provals.

[66 FR 31164, June 11, 2001]

§610.46 Human immunodeficiency
virus (HIV) “lookback” require-
ments,

(a) If you are an establishment that
collects Whole Blood or blood compo-
nentsg, including Source Plasma and
Source Leukocytes, you must estab-
lish, maintain, and follow an appro-
priate system for the following actions:

(1) Within 3 calendar days after a
donor tests reactive for evidence of
human immunodeficiency virus (HIV)
infection when tested under §610.40(a)
and (b) or when you are made aware of
other reliable test results or informa-
tion indicating evidence of HIV infec-
tion, you must review all records re-
gquired under §606.160(d) of thig chapter,
to identify blood and blocd components
previously donated by such a donor,
For those identified blood and blood
components collected:

(i) Twelve months and less before the
donor’s most recent nonreactive
screening tests, or
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(ii) Twelve months and less hefore
the donor’s reactive direct viral detec-
tion test, e.g., nucleic acid test or HIV
p24 antigen test, and nonreactive anti-
body screening test, whichever is the
lesser period, you must:

(A) Quarantine all previously col-
lected in-date blood and bleood compo-
nents identified under paragraph (a)1)
of this section if intended for use in an-
other person or for further manufac-
ture into injectable products, except
pooled blood components intended sole-
1y for further manufacturing into prod-
ucts that are manufactured using vali-
dated viral clearance procedures; and

(B) Notify consignees to guarantine
all previcusly collected in-date blood
and blood components identified under
paragraph (a)(1) of this section if in-
tended for use in another person or for
further manufacture into Injectable
products, except pooled blood compo-
nents intended solely for further manu-
facturing into products that are manu-
factured using validated wviral clear-
ance procedures;

(2) You mugt perform g supplemental
(additional, more specific) test for HIV
as required under §610.40(e) of this
chapter cn the reactive donation.

(3) You must notify consignees of the
supplemental (additicnal, more spe-
cific) test results for HIV, or the re-
sults of the reactive screening test if
there is no available supplemental test
that is approved for such use by FDA,
or if nnder an investigational new drug
application (IND) or investigational de-
vice exemption (IDE), is exempted for
such use by FDA, within 45 calendar
days after the donor tests reactive for
evidence of HIV infection under
§610.40(a) and (b) of this chapter. Noti-
fication of consignees must include the
test results for blood and blood compo-
nents identified under paragraph (a)(l)
of this section that were previously
collected from donors who later test re-
active for evidence of HIV infection.

(4 You must release from quar-
antine, destroy, or relabel quarantined
in-date blood and blood components,
consistent with the results of the sup-
plemental (additional, more specific)
test performed under paragraph {(a)2)
of this section or the results of the re-
active screening test if there is no
available supplemental test that is ap-
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proved for such use by FDA, or if under
an IND or IDE, exempted for such use
by FDA.

(b) If you are a consignee of Whole
Blood or blood components, including
Source Plasma and Source Leukocytes,
you must establish, maintain, and fol-
low an appropriate system for the fol-
lowing actions:

(1) You must quarantine all pre-
viously collected in-date blood and
blood componenis identified under .
paragraph (2)(1) of this section, except
pooled blood components intended sole-
ly for further manufacturing into prod-
ucts that are manufactured using vali-
dated viral clearance procedures, when
notified by the collecting egtablish-
ment.

(2) You must release from quar-
antine, destroy, or relabel quarantined
in-date blood and blood components
consistent with the results of the sup-
plemental (additional, more specific)
test performed under paragraph (a)?2)
of this section, or the results of the re-
active screening test if there is no
available supplemental test that is ap-
proved for such use by FDA, or if under
an IND or IDE, is exempted for such
nse by FDA.

(3) When the supplemental (addi-
tional, more gpecific) test for HIV is
positive or when the screening test is
reactive and there is no available sup-
plemental test that is approved for
such use by FDA, or if under an IND or
IDE is exempted for such use by FDA,
you must notify transfusion recipients
of previous collections of blood and
bleood components at increased risk of
transmitting HIV infection, or the re-
cipient’s physician of record, of the
need for recipient HIV testing and
counseling. You musi notify the recipi-
ent’s physician of record or a legal rep-
resentative or relative if the recipient
is a minor, deceased, adjudged incom-
petent by a State court, or, if the re-
cipient is competent but State law per-
mits a legal representative or relative
to receive information on behalf of the
recipient. You must make reasonable
attempts to perform the notification
within 12 weeks after receiving the sup-
plemental (additional, more specific)
test results for evidence of HIV infec-
tion from the collecting establishment,
or after receiving the donor’s reactive
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screening test result for HIV if there is
no available supplemental test that is
approved for such use by FDA, or if
under an IND or IDE is exempted for
such use by FDA,

(¢) Actions under this section do not
constitute a recall as defined in §7.3 of
this chapter.

[72 F'R 48799, Aug. 24, 2007]

§610.47 Hepatitis C virus (HCV)
“lookback” requirements.

(a) If you are an establishment that
collects Whole Blood or bloed compo-
nents, including Source Plasma and
Source Leukocytes, you must estab-
lish, maintain, and follow an appro-
priate system for the following actions:

(1) Within 3 calendar days after a
donor tests reactive for evidence of
hepatitis C virus (HCV) infection when
tested under §610.40(a) and (b) of this
chapter or when you are made aware of
other reliable test results or informa-
tion indicating evidence of HCV infec-
tion, youn must review all records re-
guired under §606.160(d) of this chapter,
to identify blood and blood components
previously donated by such a donor.
For those identified blood and blood
components collected:

(1) Twelve months and less before the
donor's most recent nonreactive
screening tests, or

(ii) Twelve monthes and less before
the donor’s reactive direct viral detec-
tion test, e.g., nucleic acid test and
nonreactive antibody screening test,
whichever is the lesser period, you
must:

(A) Quarantine all previously col-
lected in-date blood and blood compo-
nents identified under paragraph (a)(1)
of this gection if intended for use in an-
other person or for further manufac-
ture into injectable products, except
pooled blood components intended sole-
1y for further manufacturing inte prod-
uct® that are manufactured using vali-
dated viral clearance procedures; and

(B) Notify consignees to guarantine
all previously collected in-date blood
and bloeod components identified under
paragraph (a)1) of this section if in-
tended for nse in another person or for
further manufacture into injectable
products, except pooled blood compo-
nents intended solely for further manu-
facturing into products that are manu-
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factured using validated viral clear-
ance procedures;

(2) You must perform a supplemental
(additional, more specific) test for HCV
as reguired under §610.40(e) on the reac-
tive donation.

(3) You must notify consigness of the
supplemental {(additicnal, more spe-
cific) test results for HCV, or the re-
sults of the reactive screening test if
there is no available supplemental test
that is approved for such use by FDA,
or if uynder an investigational new drug
application (IND) or investigational de-
vice exemption (IDE), iz exempted for
such use by FDA, within 45 calendar
days after the donor tests reactive for
evidence of HCV infection under
§610.40(a) and (b). Notification of con-
signees must include the test results
for blood and blood components identi-
fied under paragraph (a)(1) of this sec-
tion that were previously collected
from donors who later test reactive for
evidence of HCV infection.

4) You must releage from quar-
antine, destroy, or relabel guarantined
in-date blood and blood components
congistent with the results of the sup-
plemental (additional, more specific)
test performed under paragraph (a)2)
of this section, or the results of the re-
active screening test if there is no
available supplemental test that is ap-
proved for such use by FDA, or if under
an IND or IDE, exempted for such use
by FDA.

(b) If you are a consignee of Whole
Blood or bleod components, including
Source Plasma or Source Leukocytes,
you must establish, maintain, and fol-
low an appropriate system for the fol-
lowing actions:

(1) You must quarantine all pre-
viously collected in-date blood and
blood components identified under
paragraph (a)(1) of this section, except
pooled blood components intended sole-
1y for further manufacturing into prod-
ucts that are manufactured using vali-
dated viral clearance procedures, when
notified by the collecting establish-
ment.

(2) You must release from qguar-
antine, destroy, or relabel quarantined
in-date blood and blood components,
consistent with the results of the sup-
plemental (additional, more specific)
test performed under paragraph {(a)(2)
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of this section, or the results of the re-
active screening test if there is no
available supplemental test that is ap-
proved for such use by FDA, or if under
an IND or IDE, is exempted for such
use by FDA,

(3) When the supplemental (addi-
tional, more specific) test for HCV is
positive or when the screening test is
reactive and there is no available sup-
plemental test that is approved for
such use by FDA, or if under an IND or
IDE, is exempted for such use by FDA,
you must notify transfusion recipients
of previous collections of blood and
blood components at increased risk of
transamitting HCV infection, or the re-
cipient’s physician of record, of the
need for recipient HCV testing and
counseling. You must notify the recipi-
ent’s physician of record or a legal rep-
resentative or relative if the recipient
is & minor, adjudged incompetent by a
State court, or if the recipient is com-
petent but State law perimits a legal
representative or relative to receive in-
formation on behalf of the recipient.
You must make reasonable attempts to
perform the notification within 12
weeks after receiving the supplemental
(additional, more specific) test results
for evidence of HCV infection from the
collecting establishment, or after re-
ceiving the donor’s reactive screening
test result for HCV if there is no avail-
able supplemental test that is approved
for such use by FDA, or if under an IND
or IDE, iz exempted for such use by
FDA.

{¢) Actions under this section do not
constitute a recall as defined in §7.3 of
this chapter.

[72 FR 48799, Aug. 24, 2007]

§61048 Hepatitis C virus (HCV)
“lookback” requirements based on
review of historical testing records.

(a) Establishments that collect
Whole Blood or blood components, in-
cluding Source Plasma and Source
Leukocytes, must complete the fol-
lowing actions by February 19, 2009,

(b) If you are an establishment that
collects Whole Blood or blood compo-
nents, .including Source Plasma and
Source Leukocytes, you must estab-
lish, maintain, and follow an appro-
priate system for the following actions:

(1) You must:

§610.48

(i) Review all records of donor testing
for hepatitis C virus (HCV) performed
before February 20, 2008. The review
must include records dating back in-
definitely for computerized electronic
records, and to January 1, 1988, for all
other records. Record review, guar-
antine, testing, notification, and dis-
position performed before Febroary 20,
2008 that otherwise satisfy the reguire-
ments under §610.47, are exempt from
this section.

(ii) Identify donors who tested reac-
tive for evidence of HCV infection. Do-
norg who tested reactive by a screening
test and negative by an appropriate
supplemental (additional, more spe-
cific) test under §610.40(e) for evidence
of HCV infection on the same donation
are not subject to further action.

(ii1) Identify the blood and blood
components previously collected from
such donors:

(A) Twelve months and less before
the donor’s most recent nonreactive
soreening tests, or

(B) Twelve months and less before
the donor’s reactive direct viral detec-
tion test, e.g., nucleic acid test and
nonreactive antibody screoning test,
whichever is the lesser period.

(2) If you did not perform a supple-
mental (additional, more specific) test
at the time of the reactive donation,
you may perform a supplemental test
or a licensed screening test with known
greater sensitivity than the test of
record using either a frozen sample
from the same reactive donation or a
fresh sample from the same donor, if
obtainable. If neither is available, pro-
ceed with paragraphs (b)(3), (b)(@), and
(b)(5) of this section.

(3) You must, within 3 calendar days
after identifying the blood and blood
components previously collected from
donors who tested reactive for evidence
of HCV infection:

(1) Quarantine all previonsly col-
lected in-date blood and blood compo-
nents identified vunder paragraph
(b)(1X(iii) of this section if intended for
use in another person or for further
manufacture into injectable products,
except pooled components golely in-
tended for further manufacturing into
products that are manufactured using
validated viral clearance procedures.
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(ii) Notify congignees to guarantine
all previously collected in-date blood
and blood components identified under
paragraph (b)(1)(iil) of this section if
intended for use in amother person or
for further manufacture into injectable
products, except pooled blood compo-
nents intended solely for further manu-
facturing into products that are manu-
factured usging validated viral clear-
ance procedures; and

(iii) Notify consignees of the donor’s
test results, including the results of a
supplemental (additional, more spe-
cific) test or a licensed screening test
with known greater semsitivity than
the test of record, if available at that
time.

(4) You must notify consignees of the
results of the supplemental (additional,
more specific) test or the licensed
screening test with known greater sen-
gitivity than the test of record for
HCV, if performed, within 45 calendar
days of completing the further testing.
Notification of consignees must in-
clude the test results for blood and
blood components identified under
paragraph (b)(1)(iii) of this section that
were previously collected from a donor
who later tests reactive for evidence of
HCV infection.

(3 You must release from quar-
antine, destroy, or relabel quarantined
in-date blood and blecod components
consistent with the results of the fur-
ther testing performed under para-
graph (b)(2) of this section or the re-
sults of the reactive screening test if
there is no available supplemental test
that is approved for such use by FDA,
or if under an investigational new drug
application (IND) or investigational de-
vice exemption (IDE), is exempted for
such use by FDA.

(c) If you are a consignee of Whole
Blood or blood components, including
Source Plasma and Source Leukocytes,
you must establish, maintain, and fol-
low an appropriate system for the fol-
lowing actions, which you must com-
plete within 1 year of the date of notifi-
cation by the collecting establishment:

(1) You must gquarantine all pre-
viously collected in-date blocd and
blood components identified under
paragraph (b)(1)(iii) of this section, ex-
cept pooled blood components solely
intended for further manufacturing
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into products that are manufactured
using validated viral clearance proce-
dures, when notified by the collecting
establishment.

(@) You must release from gquar-
antine, destroy, or relabel quarantined
in-date blcod and blood components,
congistent with the results of the fur-
ther testing performed under para-
graph (b)}2) of this section, or the re-
sults of the reactive screening test if
there is no available supplemental test
that iz approved for such use by FDA,
or if under an IND or IDE i8 exempted
for such use by FDA.

(3) When the supplemental (addi-
tional, more specific) test for HCV is
positive; or the supplemental test is in-
determinate, but the supplemental test
iz known to be less sensitive than the
gcreening test; or the screening test is
reactive and there ig no available sup-
plemental test that is approved for
such use by FDA, or if under an IND or
IDE, is exempted for such use by FDA;
or if supplemental testing is not per-
formed, you must make reasonable at-
tempts to notify transfusion recipients
of previous collections of blood and
blood compenents at increased risk of
tranemitting HCV infection, or the re-
cipient’'s physician of record, of the
need for recipient HCV testing and
connseling. You must notify the recipi-
ent’s physician of record or a legal rep-
resentative or relative if the recipient
is a minor, adjudged incompetent by a
State court, or if the recipient is com-
petent but State law permits a legal
representative or relative to receive in-
formation on behalf of the recipient.

(d) Actions under this secticn do not
constitute a recall as defined in §7.3 of
this chapter.

(e) This section will expire on August
24, 2015.

[72 FR. 48800, Aug, 24, 2007)

Subpart F—Dating Period
Limitations

§610.50 Date of manufacture.

The date of manufacture shall be de-
termined ag follows:

(a) For products for which an official
standard of potency is prescribed in ei-
ther §610.20 or §610.21, or which are sub-
ject to official potency tests, the date
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of initiation by the manufacturer of
the last valid potency test.

(b) For products that are not subject
to official potency tests, (1) the date of
removal from animals, (2) the date of
extraction, (3) the date of solution, {4)
the date of cessation of growth, or (5)
the date of final sterile filtration of a
bulk solution, whichever is applicable,

[88 FR 32056, Nov. 20, 1973, as amended at 42
FR 27582, May 31, 19771

§610.53 Dating periods for licensed bi-
ological products.

(a) General. The minimum dating pe-
riods in paragraph {(¢) of this section
are based on data relating to usage,
clinical experience, or laboratory tests
that establish the reasongble period be-
yond which the product cannot be ex-
pected to yield its specific results and
retain its safety, purity, and potency,
provided the product is maintained at
the recommended temperatures. The
standards prescribed by the regulations
in this subchapter are designed to en-
sure the continued safety, purity, and
potency of the products and are based
on the dating periods set forth in para-

§610.53

graph (¢) of this section. Package la-
bels for each product shall recommend
storage at the stated temperatures.

(b) When the dating period begins. The
dating period for a product shall begin
on the date of manufacture, as pre-
scribed in §610.50. The dating period for
a combination of two or more products
shall be no longer than the dating pe-
ricd of the component with the short-
est dating period.

(¢} Table of dating veriods. In using
the table in this paragraph, a product
in column A may be stored by the man-
ufacturer at the prescribed tempera-
ture and length of time in either col-
umn B or C, plus the length of time in
column D. The dating period in column
D shall be applied from the day the
product leaves the manufacturer’s stor-
age, provided the product has not ex-
ceeded its maximum gtorage period, as
prescribed in column B or C. If a prod-
uct is held in the manufacturer’s stor-
age beyond the period prescribed, the
dating period for the product being dis-
tributed shall be reduced by a cor-
responding period.

A B c D
Manufacturat’s
Bﬂ?:”;“g’r{gﬁ storage period © | Dating period after leaving manufactur-
Praduct o & 20 ?unlass "? or cgllder un- | ers st?rage when stored at 2 i B °C
: ess otherwise unless otherwise stated})
otherwise stated) statad)
Adenavirus Vaccing Liva Oral ... & menths . Not applicable ...... | 6 manths.
Albumin (HUman} ... | 3 Y08 (s | e & |- T {a) 5 years. .
....tdo (b} 3 years, provided labeling rec-

ommends storage at room tempara-
ture, no warmer than 37 °C,

Not applicable ...... | ...... do () 10 years, if in a hermetically sealed
metal contafner and provided labeling
recommends storage between 2 and 8
°C.
Allergenic Extracts labeled “No U.S.
Standard of Potency™

1. With 50 percent or more glyc- | 3 Years ..veeneens | coeed do e 3 years.
arin.

2. With less than 50 parcent glyc- | 18 moaths ............ | ... L+ [ T 18 menths.
erin.

3. Products for which cold stor- | Not applicable ...... | ... L1 [+ SR 18 months (frem date of manufacture),
age condifions are inappro- provided labeling recommends storage
priate. at 30 “C or colder.

4. Powders and tablets ..........co. | e 00 eccicrererinns | o 1|« R 5 years (from date of manufaciure), pro-

5. Freeze-driad products:
a. ur tituted e | s do

vided labeling recommends storage at
30 °C or celder.

o, 4 years (from date of manufacture).

b. Recenstituted .o | coeeed 11+ JRVO I L[ T 18 months (cannot exceed d4-year

Allergenic Extracts, Alum Precipitated ia- | 18 months ............
beled "No U.S. Standard of Patency”.
Anthrax Vaccine Adsorbed 2 years

unreconstituted dating period plus an
additional 12 months).
. | 18 manths.

1 year,
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A B G a}
Marnufacturer's
s?:';;"";“g",{ggﬁ storage period ¢ | Dating period atter Ieaving manutaciur-
Product to 5 gc ?un'less °C or coldar {un- er's storage when stored at 210 8 °C
olharwize stated) lesss?éperatﬁmse (unless otherwise stated)
Antlbodly to Hepatitis B Surface Antigen:
1. Antibedy to Hepatitis B Sur- | 8 months ...eeeeeee | e do 6 months.
{ace Antigen.
2. Lyophilized coated red dlood | ...... [+ [+ ROV S - S Do.
cells.
3. Enzyme conjugated products .. | ... do De,

lodinated {251} praducts .......ceeimieimreneees

Antihemophilic Factor {Human)
Anti-Human Globulin Liquid

Anti-Inhibitor Goagulant Complex .
Antirebies Serum 1 year
Antivenin {Crotaiidas) Polyvalent ...........e.. | .o 4| TR I [+ 1> RV
Antivenin (Latrodactus Mactans} ... | seeeed A0 i | s do
Antivanin (Micurus fLvitis .eeeeeieeenens | o do
ASPArAgINGSE ..ceeee i - Not applicable ......
BCG Vactine 1year s Not applicable ......
Blood Grouping Reagents
1. Liquid Not applicable ...... Not applicable ......
2, Dried ... 1 year ... 2 years ... .

Blood Group Substance AB .
Blood Group Substance A ...
Biood Group Substance B ...
Botulism Antitoxin

Cholera Vacging ......unmesisresesssne [ e L4 [+ TR, TN do
Lot 1o 1317 (1 RPNV de
Collagenass Mot applicable
Cryoprecipi L AHF oeecrecserens | e D i | do
Diphtheria Antitoxin:
1. Liquid ... 1 Y8 ccscrianes | e do
2, DHB ovivirmremsemcmemmneescsssaraiases | ereead do 2 YBAI5 vimvrerererenens
Diphtheria and Tetanus Toxoids and Per- | ... L+ SO Not applicable ......
tussis Vaccine Adsorbad.
Diphtheria and Tetanus Toxoids, Ad- | ... L [+ JNRORUR [ do

sorbed.
Dipntheria Toxin for Schick Test .
Diphtheria Toxoid ...
Diphtheria Toxoid Adsorbed
Diphtheria Toxoid-Schick Test Control ......
Factor IX Cormplex .

2 years

Fibrinalysin (Human)
Fibrinolysin and Desaxyribonuclease Com-
binad {Bovine).
Fibrinolysin and Descxyribonutlease Cem-
bined (Bovine) with Chloramphenicol.
Hepatitis B Surface Antigen:
1. Unlyophilized coated red blocd
cells.
2. lodinated (1251} product ..........
3. Enzyme conjugated product ....
Histeptasmin

Immunoglobulins:

1, Hepatitis B Immune Globulin
(Human}.

2. Immune Globulin (Human) ......

3. immune Globulin Intravenous
(Humany).

3 years ..
Not applicable .

45 days (from date of manufacture).

1 year {from cdate of manufacture).

2 years.

bea.
Da.

8 years with an initial 10 percent excess
of potency, provided labeling rec-
ommends storage at 37 © G or colder.

& years with an initial 10 percent excess
of potency.

Do,

18 months from the date of the last valid
potency test.
€ months.

2 years.
5 years.
2 years.

Do.

Do.

5 yaars with an initial 20 parcent excess
of potency.

18 months.

3 years.

4 years {from date of manufacture}, pro-
vided labeling recommends storage at
37 °C or colder.

12 months from the date of collection of
source blood, provided labeling rec-
ommends siorage at —18 °C or colder.

5 years with an initial 20 percent excess
of potancy.

5 years with an initial 10 percent excess
of potancy.

13 months.

2 years.

1 year.
2 years.
Do.
1 year.
1 year (from date of manufacture}.
2 years.
3 years, provided labsling recommends
sterage at 33 °C or colder.
Po.

14 days (from date of manufacture).
45 days {from date of manufacture).
€ months.

2 years.

1 year.

3 years.
1 year.
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A B C D
Manufacturer's
s%?anu;am:r?gﬁ storage period 0 | Daling period afier leaving manufactyr-
Praduct 105 §C ?unless “C or coldar {un- er's storage when stored at 2 to § °C
otherwisa stated) Iasss?;?eaév)ﬂlse {unless otherwise statad)

4. Lymphecyte immune Globulin,

Anti-Thymacyte Globulin
(Equine).
5 Perlussis Immune Globulin
{Hurnan).
6. Rables Immune Globulin
{Human}.
7. RhJD) Immune Globulin
{Human}.
8. Tetanus Immune Globulin
{Human}.
8. Vaccinia Immune Globulin
{Human}.
10. Varcella-Zoster  Immune

Globulin {Human).
Hepatitis B Vaccine

Influenza Virus V;

...... da . Not applicable ......
3 YEArS coiviririninen | e do

1 year . 1}

6 months ....eeveeeees | e L+ | S
1 YEAN cocicrcrineares | serand A0 s
BYBAIS vovvvverrirrenrns | ceen [+ L« T
Not applicabl® . | s dO vt e

Limulus Amebocyte Lysate
Measles, Mumps, and Rubella Virus Vac-
cine Live.
Measles and Mumps Virus Vaccine Liva ...
Measles and Rubella Virus Vaccine Live ..
Measles Live and Smallpox Vaccine “
Measles Virus Vaccine Live .
Meningococeal Polysaccharide Vaccine
Group A:

Mot applicable .
d

do
Mot applicable .
-,

1. Final bulk powder

2. Final container ...
Meaningococeal
Group C:

1. Final bulk powder

Polysaccharide Vaccine

2, Final container ...
Meningococcal Polysaccharide Vaccing
Groups A and C combined:

1. Final bulk powder .

2. Final container ...

Meningocaccal Polysaccharide Vaccing
Groups A, G, Y, and W135 combined:
1. Final bulk power .........ccovcinens

2. Final containgr ...

Mumps Skin Tast Antigen

Mumps Vins Vacgine Live

Normad Horse Serum
Pertussis Vaccing

.................................... 2yearsat2to 8 Not applicable ......
)
C.
1 YBAM e | avend do
........................ Not applicable ......

1 year (-20 °C ar
colder).

2 yaars {—20 °C
or colder).

3 years (—20 °C
or colder).

2 yaars {—20 °C
or coldar}.

3 years {—20 °C
or colder}.

2 years {—20 °C
or colder).

3 years {—20 °C
or colden).

2 years {—20 °C
or ¢oldar).

3 years {(—20 °C
or colder).
Not applicable
1 year (—20 °C or

colder).
2 years

Pertussis Vaccineg Adsorbed

Plague Vaccine
Flasma products:

2, Liguid Pilasma

...... do
...... do

1. Fresh Frozen Plasma .............. Not epplicable ...... | ... Lo« S
...... do . O

........................................... L |+ SO (BTN < |« B

4. Plasma

2 years.

3 years from date the dried or frozan bulk
product is placed in final solution.
1 year.

& manihs.

3 years with an initial $0 percent excess
of potency.
3 years.

1 year.
3 years.

18 months.
18 months {from date of manufacture).
1 year.

1 year (from date of manufactuza).
1 year.

Not applicable.

2 years.

Nat applicable.

2 yenrs,

Not applicabla.

2 years.

Not applicable.
2 years,

18 months,
1 year.

5 years.

18 months.
Do.
Po,

1 year from date of collection of source
bleod {—18 °C or celder).

{a) 26 days from date of collection of
source blood (bstween 1 and 6 °C).

(b) 4G days from date of collection of
source blsod only when CPDA-1 soly-
tion is used as the anticoagulant {be-
tween 1 and & °C).

5 ysars from date of collection of source
blood {—18 °C or colder).
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A B Cc D
Manufacturer's
s't\';?;‘”f::t:n'fggs.‘ slarage period 0 | Dating pariod after leaving manufactur-
Product o SEC {unless °C or celder (un- er's storage when stored al 2 10 8 °C
otherwise stated) lesss?;:ueeg)mse {unless otharwise stated)

4. Platelet Rich Plasma ... | cosd L4 |/ JVRUTRURIIN PN s |4 SO 72 heurs from time of collection of source
blood, provided fabeling rascemmends
storage (20 to 24 °C or between 1 and
6 °C). 5 days if cerlain approved con-
tainers are usad (20 to 24 °C),

5. Source Loukoeytas .......oeeee [ cone {3, TR (B L+ | SO In lleu of expiration date, the collection
date shall appear ch the label.

6. Source Plasma ..o [ e do . -0 . 10 years (at tha recommended storage
temperature stated cn the fabel).

7. Tharapsutic Exchange Plasma | ...... [¢ | T B do . 10 yaars,

Plasma Protein Fraction {Human) 1 Y8BF oeriniinees | sarend do . {a) 5 years.

{b) 3 years provided I[abeling rac-
ommends storage at room tempera-
ture, no warmar than 30 °C}.

Platelats Not applicebla ...... | ..., {1 R 72 hours from time of collection of source

Pneumococcal Vaccine Polyvalent:

1. Final bulk powdar ... | oo do 24 months after
potency assay
{—20°GC or
colder).
2. Final container ........cc..ocemeeeee | e do Not applicable ......
Poligvirus Vaccing Inactiveted ............c..... 1y@ar s | e do
Poliovirus Vacelng Live Qral Trivalant:
1, FroZen .. Net applicable ...... 1 year {—10 °C or
colder).
- T U1 U I do Not applicable ......
Poliovirua Vaccine Live Oral Type
|17 2o RO do 1year (—10°Cor
colder).
2. Liquid i | sl do Not applicable ......
Poliovirus Vaccine Live Oral Type I
1. FIOZON e [ e L s RO 1 year (—10°C or
colder).
- T [N I do Net applicable ......
Paliovirus Vaccine Live Cral Type 11l
1. FrOZEN oo e | caend do 1 year{—10°Cor
colder).
2, LiQUd o srssssninins | soond do Net applicable ......
Polyvalent bacterial antigons with “No | 1 year ...
U.5. Standsazd of Potency” liquid.
Polyvalent bacterial vaccines with "No | ... [« 3 RO (Y A0 it
1.8, Standexd of Potency” liquid.
Rabies Vaceine:
1.DA8A e | e L« T 2 years ..
2. LiQUIH cvvemererseeerecssrassssmsrmserassene 3 MOmths ....vveereeee, Nat applic:

90

bleod, provided labeling recommends
storage at 20 to 24 °C or between 1
and € °C, or as spacified in the direc-
tions for use for the bloed collecting,
processing, and storage system ap-
proved for such use by the Director,
Center for Biologics Evaluation and
Research {CBER}.

Not applicatle.

2 years {from data of manufacture).
1 year.

1 year, provided labeling recommends
siorage at 8 temperature which will
maintain ica continuously in a solid
state.

30 days, provided labeling recommends
storage betwaen 2 and 8 °C and con-
tainer has been unopened,

1 year, provided labeling recommends
storage at a temperaturg which will
maintain ice continuously in a solid
state,

30 days, provided labeling recommencls
storage between 2 and 8 °C ang con-
tainer has baen unopened.

1 year, provided labeling recommends
storage at a temperature which will
maintain ice cominuously in a sofid
slate,

30 days, provided labeling recommends
storage betwaen 2 and 8 °C and con-
tainer has been unopened.

1 year, provided labeling recommends
storage at a temperaturg which will
maintain ice continuously in a solid
stata.

30 days, provided labeling recommends
storage betwean 2 and 8 °C and con-
tainer has been unopaned.

18 months.

Do.

Do.
€ months.
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A

B

c

D

Product

Manufacturer's

storage pericd 1
10 5 *C (unless
otherwise stated)

Manufacturer's
storage pericd 0
°C or colder {un-

less ctherwise

stated}

Daling pericd after leaving manufactur-
ar's storage when stored at 2 to 8 °C
(unless ctherwise stated)

Heagent red blood cslls ...

ACD Red Blood Cells

Not applicable

. | Not appiicable

CPD Red Biood Calis

GPDA-1 Red Blood Cells

Red Blood Cells Daglycerclizad

Rad Blood Cells Frozen

RAubella and Mumps Vius Vaccine Live ...

Rubella Virus Vaccine Live ..

Skin Test Antigans for Celiular Hyper-

sansitivity.
Smallpox Vaccine:
1. Liquid

2. Dried .
Streptokinase .
Tetanus and Diphtheria Toxoids Adsarbed

for Aduit Use,
Tetanus Antitoxin:

6 manths
Not applicable
1 year

.. | Not applicable

w | 1 year (=20 °C or
coldar}.

9 months {—10 °C
or calder, if
product is main-
tained as
glycerinated or
equivalant vac-
¢ine in bulk or
final centainers).

1. Liquid

Thinty-five days from earllast date of col-
laction If kept in liquid form ({indefinite
storage of reagent red blood cell
source material at —85 °C or colder).

(a) 21 days from date of colisction of
source blogd, provided labeling rec-
ommends storage batween 1 and 6 °C
and the hemmetic seal is not broken
during processing.

{b} 24 hours after plasma removal, pro-
vided labeling recommends storage he-
tween 1 and & °C and the hermetic
seaf Is brolken during processing.

(a) 21 days from date of collection of
source blood, provided [abeling rec-
ommends storage between 1 and 6 °C
and the hemmetic seal is not broken
during processing.

(b) 24 hours after plasma removal, pro-
vided labeling recommends storaga be-
tween 1 and 6 °C and the hemmetic
seal is broken during processing.

(a}) 35 days from date of collection of
source blood, provided labeling rec-
ommends starage batween 1 and 6 °C
and the hemetic seal is not broken
during processing.

{b) 24 hours after plasma removal, pro-
vided labsling recommends storage be-
tween 1 and 6 °C and the hemnstic
saal s breken during processing.

24 hours after removal from storage at
—65 °C or colder, provided labsling
racommends storage between 1 and 6
°C, or as speciied in the diractions for
use for the blood collecting, proc-
@ssing, and sterage system approved
for such use by the Director, CBER.

10 years from date of collection of source
blood, provided labeling recommends
storage at -85 °C or colder, or as
specified in the diractions for use for
the blood collecting, processing, and
storage systam approved for such use
by the Director, CBER.

1 year.

Do.
Do.

3 months, provided labaling recomments
storage at 0 °C or colder.

18 months.

5 years with an inltial 20 percent excess
or potancy.

5 years with an inilial 10 percent excess
or potency.
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A B Cc D
’ , Manufacturer's
J@doer'é‘é’?gtéﬁg&s1 storage period 0 | Dating pericd after leaving manufactur-
Product to 5 °C {uniess °C or colder {un- ar's storage when stored at 2 to 8 °C
otherwise stated) Issss?atlt'n:é;mise {unless otherwise stated)
Tetanus Toxoid Not applicable ...... 2 years.
Tetanus Toxoid AdSOrDad ... cemnrienees | et s | e do ... Do.
THEOMBIN evemerr v . 2 year 3 years.

Thrombin Impregnated Pad .. X Not applicable ......
Tuberculin:

1. Purffied Protein Derivafive, di- | 6 months

...... 1 year, or 6 months at 20 to 24 °C.

...... do 1 year.

luted.
2. Qid or Purified Protein Deriva- | 1 year {not to ex-
tive dried on multiple puncture | ceed 38 °C; do

...... dO ..ooeeereeens | 2 years, provided labeling recommends
storage at a termperature not to excead

davice. not refrigerata). 30 °C. Do not refrigerate.
3. Old on multiple puncture de- | ... do ) do Do.
vice.
Typhoid Vaccine LI 1: I R do 18 months.

ACD Whole Bloed .....

CPD Whale Blood
CPDA—1 Whole BI00T vuiwriresrvsrespssmenesnne [ anunes do ..

. | 21 days from date of collection, provided
labaling recommends storage between
1 and 6 °G.

Dao.

...... do 35 days from date of collection, provided

Heparin Whaole Bfogd ... U, |+ E—

Yellow Fever Vaccineg weedD

labefing recommends storage betwean

1and 6 °C.

...... 09 wiirnnienn. | 48 hours from date of collection, provided

labeling racommends storaga betwasn

1and € °C.

1year (—20°C or | 1 year, provided labeling recommends
colder). storage at 5 °C or colder.

(d) Eremptions. Bxemptions or modi-
fications shall he made only upon writ-
ten approval, in the form of a supple-
ment to the biclogics license applica-
tion, issued by the Director, Center for
Biologics Evaluation and Research or
the Director of the Center for Drug
Evaluation and Research.

[60 PR, 4134, Jan, 29, 1985, as amended at 51
FR 15607, Apr. 25, 1986; 61 FR 10750, June 2,
1986; 62 F'R 37450, Oct. 7, 1987; B3 FR 12764,
Apr. 19, 1988; 62 FR 15110, Mar. 31, 1897; 64 FR
56453, Oct. 20, 1999; 70 FR 14985, Mar. 24, 2005;
72 FR. 45887, Aug. 16, 2007; 72 FR 54208, Sept.
24, 2007; 73 FR 49942, Aug. 25, 2008]

Subpart G—Labeling Standards

§610.60 Container label.

(a) Full label. The following items
shall appear on the label affixed to
each container of a product capable of
bearing a full label:

(1) The proper name of the product;

(2) The name, address, and license
number of manufacturer;

(3) The lot number or other lot iden-
tification;

(4) The expiration date;

(5) The recommended individual dose,
for multiple dose containers.

(6) The statement: “‘Rx only'” for
prescription biologicals.

(7 If a Medication Guide is required
under part 208 of this chapter, the
statement required under §208.24(4) of
this chapter instructing the authorized
dispenser to provide a Medication
Guide to each patient to whom the
drug is dispensed and stating how the
Medication Guide is provided, except
where the container label is too small,
the required statement may be placed
on the package lahel,

(b) Pacicage Ilabel inmformation. If the
container is not encloged in a package,
all the items required for a package
label shall appear on the container
label.

(¢) Partial label. If the container is ca-
pable of bearing only a partial label,
the container shall show as a minimum
the name (expressed either ag the prop-
er or common name), the lot number or
other lot identification and the name
of the manufacturer; in addition, for
multiple dose containers, the rec-
ommended individual dose. Containers
bearing partial labels gshall be placed in
a package which bears all the items re-
quired for a package label.
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(d) No coniainer label. If the container
is incapable of bearing any label, the
items required for a container label
may be omitted, provided the container
is placed in a package which bears all
the items required for a package label.

(e) Visual inspection. When the label
has been affixed to the container a suf-
ficient area of the container shall re-
main uncovered for its full length or
circumference to permit inspection of
the contents.

[38 FR 32056, Nov. 20, 1873, as amended at 47
FR 22518, May 25§, 1982; 63 FR 66400, Dec. 1,
1998; 67 FR 4807, Feb. 1, 2002}

§610.61 Package label.

The following items shall appear on
the label affixed to each package con-
taining a product:

{a) The proper name of the product;

(b) The name, address, and license
number of manufacturer;

(c) The lot number or other lot iden-
tification;

(d) The expiration date;

(&) The preservative used and its con-
centration, or if no preservative is used
and the absence of a preservative is a
safety factor, the words “no preserva-
tive’’;

(f) The number of containers, if more
than one;

(g) The amount of product in the con-
tainer expressed as (1) the number of
doses, (2) volume, (3) units of potency,
(4) weight, () equivalent volume (for
dried product to be reconstituted), or
(6) such combination of the foregoing
as needed for an accurate description of
the contents, whichever is applicable;

(h) The recommended storage tem-
perature;

(i) The words *‘Shake Well”, Do not
Freeze” or the equivalent, as well as
other instructions, when indicated by
the character of the product;

(i) The recommended individual dose
if the enclosed container(s) is a mul-
tiple-dose container;

(k) The route of administration rec-
ommended, or reference to such direc-
tions in an enclosed circular;

(1) Enown sensitizing substances, or
reference to an enclosed circular con-
taining appropriate information;

{m) The type and calculated amount
of antibiotics added during manufac-
ture;
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(n) The inactive ingredients when a
safety factor, or reference to an en-
closed circular containing appropriate
information;

(0) The adjuvant, if present;

() The source of the product when g
factor in safe administration;

(4) The identity of each microorga-
nism used in manufacture, and, where
applicable, the production medium and
the method of inactivation, or ref-
erence to an enclosed circular con-
taining appropriate information;

(r} Minimum potency of product ex-
pressed in terms of official standard of
potency or, if potency is a factor and
no U.8. standard of potency has been
prescribed, the words “No U.8. stand-
ard of potency.”

(8) The statement: “*Rx only'” for
prescription biologicals.

[38 FR 32056, Nov. 20, 1973, as amended at 47
FR 22518, May 25, 1982; 55 FR 10423, Mar. 21,
1990; 67 FR 4907, Feb. 1, 2002]

§610.62 Proper name; package label;
legible type.

(a) Position. The proper name of the
product on the package label shall be
placed above any trademark or trade
name identifying the product and sym-
metrically arranged with respect to
other printing on the label.

(b) Prominence. The point size and
typeface of the proper name shall be at
least as prominent as the point size
and typeface used in designating the
trademark and trade name. The con-
trast in color value between the proper
name and the background shall be atb
least ag great as the color value be-
tween the trademark and trade name
and the background. Typography, lay-
out, contrast, and other printing fea-
tures shall not be used in a manner
that will affect adversely the promi-
nence of the proper name,

(c) Legible type. All items required to
be on the container label and package
label shall be in legible type. “Legible
type” is type of a size and character
which can be read with ease when held
in a good light and with normal vision.

§610.63 Divided manufacturing re-
sponsibility to be shown.

If two or more licensed manufactur-
ers participate in the manufacturs of a
biological product, the name, address,
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and license number of each must ap-
pear on the package label, and on the
label of the container if capabls of
bearing a full label.

[64 FR 66463, Oct. 20, 1999]

§610.64 Name and address of dis-
tributor.

The name and address of the dis-
tributor of a product may appear on
the label provided that the name, ad-
dress, and license number of the manu-
facturer also appears on the label and
the name of the distributor is gqualified
by one of the following phrases: ‘*‘Man-

ufactured for ., “Distributed
by ¥, “Manufactured by

for ”, “Manufac-
tured for by 7, “Dis-

tributor: >, or “Marketed by
. The qualifying phrases
may be abbreviated.

[61 FR 67330, Nov. 6, 1996}

§610.65 Products for export.

Labels on packages or containers of
products for export may be adapted to
meet specific requirements of the regu-
lations of the country to which the
product is to be exported provided that
in all such cases the minimum label re-
guirements prescribed in §610.60 are ob-
served.

$610.67 Bar code label requirements.

Biological products must comply
with the bar code requirements at
§201.25 of this chapter. However, the
bar code requirements do not apply to
devices regulated by the Center for
Biologics Evaluation and Research or
to blood and blood components in-
tended for transfusion. For bleood and
blood components intended for trans-
fusion, the requirements ab
§606.121(c)(13) of this chapter apply in-
stead.

[69 FR 9171, Feb. 26, 2004]

§610.68 Excecptions or altermatives to
labeling requirements for biological
products held by the Strategic Na-
tional Stockpile.

(a) The appropriate FDA Center Di-
rector may grant an exception or alter-
native to any provision listed in para-
graph (f) of this section and not explic-
itly required by statute, for specified

21 CFR Ch. | (4-1-10 Edition)

lots, batches, or other units of & hio-
logical product, if the Center Director
determines that compliance with guch
labsling requirement could adversely
affect the safety, effectiveness, or
availability of such product that is or
will be included in the Strategic Na-
tional Stockpile.

(h)(1)(A) A Strategic National Stock-
pile official or any entity that manu-
factures (including labeling, packing,
relabeling, or repackaging), distrib-
utes, or stores a biclogical product
that is or will be included in the Stra-
tegic National Stockpile may submit,
with written concurrence from a Stra-
tegic National Stockpile official, a
written request for an exception or al-
ternative described in paragraph (a) of
this section to the Center Director.

(ii) The Center Director may grant
an exception or alternative described
in paragraph (a) of this section on his
or her own initiative.

(2) A written request for an exception
or alternative described in paragraph
(a) of this section must:

(i) Identify the specified lots,
batches, or other nnits of the biological
product that would be subject to the
exception or alternative;

(ii) Identify the labeling provision(s)
listed in paragraph (f} of this section
that are the subject of the sxception or
alternative request;

(iii) Ezxplain why compliance with
such labeling provision(s) could ad-
versely affect the safety, effectiveness,
or availability of the specified lots,
batches, or other units of the biclogical
product that are or will be included in
the Btrategic National Stockpile;

{iv) Describe any proposed safeguards
or conditions that will be implemented
80 that the labeling of the product in-
cludes appropriate information nec-
essary for the gafe and effective use of
the product, given the anticipated cir-
cumstances of use of the product;

(v) Provide a draft of the proposed la-
beling of the specified lots, bhatches, or
other units of the biological product
subject to the exception or alternative;
and

(vi) Provide any other information
requested by the Center Director in
support of the request.
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(¢) The Center Director must respond
in writing to all requests under this
section.

(d) A grant of an exception or alter-
native under this section will include
any safeguards or conditions deemed
appropriate by the Center Director so
that the labheling of product subject to
the exoeption or alternative includes
the information necessary for the safe
and effective use of the product, given
the anticipated circumstances of use.

(e) If you are a sponsor receiving a
grant of a request for an exception or
alternative to the labeling reguire-
ments under this section:

(1) You need not submit a supplement
under §601.12(f)(1) through ()2) of this
chapter; however,

(2) You must report any grant of a re-
quest for an exception or altermative
under this section as part of your an-
nral report under §601,12(f)(3) of this
chapter.

(f) The Center Director may grant an
exception or alternative under this sec-
tion to the following provisions of this
chapter, to the extent that the require-
ments in these provisions are not ex-
plicitly required by statute:

(1) §610.60;

(2) §610.61(c) and (e) through (r);

(3) §610.62;

(4) §610.83;

(5) §610.64;

(6) §610.65; and

(T) §312.6.

[72 FR. 73600, Dec. 28, 2007]

PART 630—GENERAL REQUIRE-
MENTS FOR BLOOD, BLOOD
COMPONENTS, AND BLOOD DE-
RIVATIVES

AUTHORITY: 21 U.S.C. 321, 331, 361, 352, 355,
860, 371; 42 T.5.C. 216, 262, 264,

SoURCE: 66 FR 31176, June 11, 2001, unless
otherwise noted.

§630.6 Donor notification.

(a) Notification of donors. You, an es-
tablishment that collecés blood or
blood components, must make reagson-
able attempts to notify any donor, in-
cluding an autologous donor, who has
been deferred based on the results of
tests for evidence of infection with a
communicable disease agent{s) as re-
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quired by §610.41 of this chapter; or
who has been determined not to be
suitable as a donor based on suitability
criteria. under §640.3 or §640.63 of this
chapter. You must attempt to obtain
the results of supplemental testing re-
quired under §610.40(e) of this chapter
prior to notifying a donor of the defer-
ral. If notification occurs prior to re-
ceipt of such results, you must also no-
tify a deferred donor of the results of
the supplemental testing. You must
notify a donor as described in para-
graph (b) of this section.

(b) Content of notification. You must
provide the following information to g
donor deferred or determined not to be
suitable as a donor as described in
paragraph {a) of this section;:

(1) That the donor ig deferred or de-
termined not to be suitable for dona-
tion and the reagon for that decision;

(2) Where appropriate, the types of
donation of bloed or blood components
that the donor should not donate in the
future;

(8) Where applicable, the results of
tests for evidence of infection due to
communicable disease agent(s) that
were a bagis for deferral under §610.41
of this chapter, including results of
supplemental (i.e., additional, more
specific) tests ag required in §610.40(e)
of this chapter; and,

(4) Where appropriate, information
concerning medical followup and coun-
seling,

(o) Time period for notification. You
must malke reasonable attempts to no-
tify the donor within 8 weeks after de-
termining that the donor is deferred or
determined not to be suitable for dona-
tion as described in paragraph (a) of
this section. You must docurment that
you have guccessfully notified the
donor or when you are unsuccessful
that you have made reasonable at-
tempts to notify the donor.

(d) Autologous donors, (1) You also
must provide the following information
to the referring physician of an
autologous donor who is deferred based
on the resultg of tests for evidence of
infection with a communicable disease
agent(s) as described in paragraph (a)
of this section:

(i) Information that the auntologous
donor is deferred based on the results
of tests for evidence of infection due to
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communicable disease agent(s), as re-
guired under §610.41 of this chapter,
and the reason for that decigion;

(ii) Where appropriate, the types of
donation of blocod or blgod components
that the autologous donor should not
donate in the future; and

(iii) The results of tests for evidence
of infection due to communicable dis-
case agent(s), that were a basis for de-
ferral under §610.41 of this chapter, in-
cluding results of supplemental (i.e.,
additional, more specific) tests as re-
quired in §610.46(e) of this chapter.

(2) You must make reasonable at-
tempts to notify the autologous do-
nor’s referring physician within 8
weeks after determining that the
autologous donor is deferred as de-
soribed in paragraph (a) of this section.
You must document that you have suc-
cessfully notified the auntologous do-
nor’s referring physician or when youn
are unsuccessful that you have made
reasonable attempts to notify the phy-
gician.

PART 640—ADDITIONAL STAND-
ARDS FOR HUMAN BLOOD AND
BLOOD PRODUCTS

Subpart A—Whole Blood

Beoc.

640.1 Whole Blood.

640.2 General requirements.

640.3 Snitability of donor.

640.4 Collection of the blood.

640.56 Testing the blood.

640.6 Modifications of Whole Blood.

Subpart B—Red Blood Cells

640.10 Red Blood Cells.

640.11 General requirements.

640.12 Suitability of donor,

640,13 Collection of the bleod.

640.14 Testing the blood.

640.15 Segments for testing.

640.16 Processing.

620.17 Modifications for specific products.

Subpant C—Platelets

640,20 Platelets.

£40.21 Suitability of donors.

640.22 Collection of source material.
640.23 Testing the blood,

640.24 Processing.

640.26 (Yemsral requirements.

640.27 HEmergency provisions.

21 CFR Ch. | (4-1-10 Edition)

Subpart D—Plasma

640,30 Plasma.

6840.31 Suitability of donors.

640.32 Collsction of source material.
640.33 Testing the blood.

640,34 Proocessing.

Subpart E [Reservedi

Subpart F—Cryoprecipitate

640.50 Cryoprecipitate AHF,

640.561 Suitabllity of donors.

640,52 Collection of source material.
640.53 Testing the blood.

640.54 Prooessing.

640.556 U.8S. Standard preparation.
640.56 Quality control test for potency.

Subpart G—Source Plasma

640.60 Source Plasma.

640,61 Informed congent.

640.62 Medical supervision.

640.63 Suitabllity of donor.

640,64 Collection of blood for Source Plas-
ma.

640.656 Plasmapherssis.

£40.66 Immunization of donors.

640.67 Laboratory tests.

640.68 Processing.

640.69 Ceneral requirements.

640,70 Labeling.

§40.71 Manufacturing responsibility.

640.72 Records.

640.73 Reporting of fatal donor reactions.

640.74 Modification of Source Plasma.

640.76 Products stored or shipped at umac-
ceptable temperafurss,

Subpart H—Albumin (Human}

640.80 Albumin (Human).
640.81 Processing.

640.82 Tests on final product.
640.88 General requirements.
640.84 Labeling,

Subpart I—Plasma Protein Fraction
{Human)

640.90 Plasma Protein Fraction (Human).
640.91 Processing.

640.92 Tests on final product.

640.93 General requirements,

640,94 Labeling.

Subpart J—Iimmune Globulin (Human)

640.100 Immune Globulin (Human).

640.101 General requirements.

640.102 Manufacture of Immune Globulin
(Human).

840,103 The final product.

640.104 Potency.

Subpart K [Reserved]
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Subpart L—Altemative Procedures

640.120 Alternative procedures.

AUTHORITY: 21 U,8.0, 321, 351, 352, 3563, 365,
360, 371; 42 U.8.C. 216, 262, 263, 263a, 264,

SovurcE: 38 FR 32089, Nov. 20, 1973, unlass
otherwise noted.

CrOSS REFERENCES: For U.8. Customs
Bervice regulations relating to viruses, se-
rums, and toxins, see 19 CFR 12,21-12.23. For
U.8. Postal Service regulations relating to
the admissibility to the United States mails
see parts 124 and 125 of the Domestic Mail
Manual, that is incorporated by reference in
39 OFR part 111.

Subpart A—Whole Blood

§640.1 Whole Blood.

The proper name of this product shall
bs Whole Blood. Whole Blood is defined
as blood collected from human donors
for transfusion to human recipients.

[38 FR 32089, Nov, 20, 1973, as amended at 50
FR 4138, Jan. 29, 1985)

§640.2 General requirements.

() Manufacturing responsibility., All
manufacturing of Whole Blood, includ-
ing donor examination, blood collec-
tion, laboratory tests, labeling, storage
and issue, shall he done under the su-
pervision and contrcl of the same li-
censed establishment except that the
Director, Center for Biclogics Evalua-
tion and Research, may approve ar-
rangements, upon joint request of two
or more licensed establishments, which
he finds are of such a nature as to as-
sure compliance otherwizse with the
provisions of this subchapter.

(b) Blood container. The blood con-
tainer shall not be entered prior to
issue for any purpose except for blood
collection or when the method of proc-
easing requires uee of a different con-
talner. The container shall be
uncolored and transparent to permit
visual inspection of the contents and
any closure shall he such ag will main-
tain a hermetic seal and prevent con-
tamination of the contents. The con-
tainer material shall not interact with
the contents under the customary con-
ditions of storage and use, in such a
manner a8 to have an adverse effect
upon the safety, purity, or potency of
the blood.
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(¢} Reissue of blood. Blood that has
beenr removed from storage controlled
by a licensed establishment shall not
be reigsued by a licensed establishment
unless the following conditions are ob-
served:

(1) The container has a tamper-proof
gseal when originally issued and this
seal remains unbroken;

(2) A segment is properly attached
and has not been removed, except that
blood lacking a properly attached seg-
ment may be reissued in an emergency
provided it is accompanied by instruc-
tions for sampling and for use within 6
hours after entering the container for
sampling;

(3) The blood hag been stored con-
tinuously at 1 to 8 °C and shipped be-
tween 1 and 10 °C;

(4) The blood is held for observation
until a significant ingpection con-
gistent with +the requirements of
§640.5(e) can be made.

[38 FR 32089, Nov. 20, 19873, a8 amended at 41
FR 4015, Jan. 28, 1976; 42 FR 50878, Nov. 23,
1977, 43 FR 34460, Aug. 4, 1978; 49 FR 15187,
Apr. 18, 1984; 40 FR 23834, June 8, 1984; 60 ¥R
4138, Jan, 29, 1985; 53 FR 116, Jan. 5, 1988; 55
FR 11013, Mar. 26, 1990; 63 F'R 16685, Apr. 6,
1988; 64 FR 45371, Aug. 19, 1999; 66 FR 1836,
Jan, 10, 2001; 66 FR 31165, June 11, 2001; 66 I'R,
40888, Aug. 6, 2001; 67 FR. 9587, Mar. 4, 2002]

§640.3 Suitability of donor.

(2) Method of deiermining. The suit-
ability of a donor as a source of Whole
Bloed shall he determined by a quali-
fied physician or by persons under his
gupervision and trained in determining
suitability. Such determination shall
be made on the day of collection from
the donor by means of medical history,
a test for hemoglobin level, and such
physical examination as appears nec-
espary to a physgician who shall be
present on the premises when examina-
tions are made, except that the suit-
ability of donors may be determined
when a physician is not present on the
premises, provided the establishment
(1) maintains on the premises, and files
with the Center for Biologics Evalua-
tion and Research, a manual of stand-
ard procedures and methods, approved
by the Director of the Center for Bio-
logics Evaluation and Research, that
shall be followed by employees who de-
termine suitability of donors, and (2)
maintains records indicating the name
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and qualifications of the person imme-
diately in charge of the employees who
determine the suitability of donors
when a physician is not present on the
premises.

(h) Qualifications of donor, general. Bx-
cept as provided in paragraph (f) of this
gechion and for auntologous donations, a
person may not serve as & source of
Whole Bloed more than once in 8
weeks. In addition, donors shall be in
good health, 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 indi-
vidoal with blood pressures outside
thege limits iz an otherwise gualified
donor under the provisions of this sec-
tion;

{3) For allogeneic donors, a blood he-
moglobin level which shall be dem-
ongtrated to be no less than 12,5 grams
(g) of hemoglobin per 100 milliliters
(mL) of blood; or a hematocrit value of
38 percent, and for autologous denors, a
blood hemoglobin level which shall be
demonstrated to be no less than 11.0 g
of hemoglobin per 100 mL of blood or a
hematocrit value of 33 percent.

{(4) Freedom from acute respiratory
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 a risk of
contamination of the blood;

(6) Freedom from any disease trans-
missible by blood transfusion, insofar
as can be determined by history and
examinations indicated above; and

(7) Freedom of the arms and forearms

. from skin punctures or scars indicative

of addiction to self-injected narcotics.

() Additional gualifications of donor;
viral hepatitis. No individual shall be
usged as a source of Whole Bleod if he
has—

(1) A history of viral hepatitis after
the 11th birthday;

(2) A history of close contact within
12 monthg of donation with an indi-
vidual having viral hepatitis;

() A history of having received with-
in 12 monthg of donation, human blood
or any derivative of human blood
which the Food and Drug Administra-
tion has adviged the blood establish-
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ment is a possible source of viral hepa-
titia,

(d) Therapeutic bleedings. Blood with-
drawn in order to promote the health
of a donor otherwigse qualified under
the provisions of this section, shall not
be nsed as a source of Whole Blcod un-
less the container label conspicuously
indicates the donor’s disease that ne-
ceasitated withdrawal of blood.

(e) [Reserved]

) Qualifications; donations within less
thom 8 weeks. A person may Serve as a
source of Whole Blood more than once
in 8 weeks only if at the time of dona-
tion the person is examined and cer-
tified by a physician to be in good
health, as indicated in part in para-
graph (b} of this section,

[38 FR 32089, Nov. 20, 1973, as amended at 49
FE 23834, June 8§, 1984; 60 PR 4138, Jan. 28,
1985; 51 FR 15611, Apr. 25, 1886; 55 FR 11013,
Mar. 26, 1590; 64 FR 45371, Aug. 19, 1899; 66 FR
1836, Jan. 10, 2001; 66 FR 40889, Aug. 6, 2001]

§640.4 Collection of the blood.

(a) Supervision. Blood shall be drawn
from the donor by a qualified physician
or under his supervision by assistants
trained in the procedure, A physician
shall be present on the premises when
blood is being collected, except that
blood may be collected when a physi-
cian iz not present on the premises,
provided the establishment (1) main-
taing on the premises, and files with
the Center for Biologics Evaluation
and Research, a manual of standard
procedures and methods, approved by
the Director of the Center for Biologics
Evaluation and Research, that shall be
followed by employees who collect
blood, and (2) maintains records indi-
cating the name and gualifications of
the person immediately in charge of
the employees who collect blood when
a physician is not present on the prem-
igen.

(b) The donor center. The pertinent re-
quirements of §§600.10 and 600.11 of this
chapter ghall apply at both the blood
establishment and at any other place
where the bleeding is performed.

{¢) Blood containers. Blood containers
and donor sets shall be pyrogen-free,
sgterile and identified by lot number.
The amount of anticoagulant required
for the quantity of blood to be col-
lected shall be in the blood container
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when it is sterilized. In addition, all
container and donor set surfaces that
come in contact with blood used in the
processing of Heparin Whole Blood
shall be water repellent.

(d) The anticongulant solution. The
anticoagulant solution shall be sterile
and pyrogen-free. Anticoagulant solu-
tions shall be compounded and used ac-
cording to a formula approved by the
Director, Center for Biologics Evalua-
tion and Research.

(e) Donor identification. Each unit of
blood shall be so marked or identified
by number or other symbol as to relate
it to the individual donor whose iden-
tity shall be established to the extent
necessary for compliance with §640.3.

(f) Prevention of comtamination of the
blood. The skin of the donor at the site
of phlehotomy shall be prepared thor-
oughly and carefully by a method that
gives maximum assurance of a sterile
container of blood. The blood shall be
collected by aseptic methods in a ster-
ile system which may be closed or may
be vented if the vent protects the blood
against contamination,

(g) Samples and segments for laboratory
tests. Samples and segments for labora-
tory tests shall meet the following
standards:

(1) One or more segments shall be
provided with each unit of blood when
issued or reissued except as provided in
§640.2(c)X2) and all segments shall be
from the donor who is the source of the
unit of blood.

(2) All samples for laboratory tests
performed by the manufacturer and all
segments accompanying a unit of blood
shall be collected at the time of filling
the original blood container.

(3) All containers for all samples
shall bear the donor’s identification be-
fore collecting the samples.

(4) All segments accompanying a unit
of blood shall be attached to the whole
blood container before blood collection,
in a tamperproof manner that will con-
spicuously indicate removal and re-
abtachment.

(6) Segments for compatibility test-
ing shall contain blood mixed with the
appropriate anticoagulant.

(h) Storage. Whole Bloecd must be
placed in storage at a temperature be-
tween 1 and 6 °C immediately after col-
lection unless the blood is to be further
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pbrocessed into another component or
the blood must be transported from the
donor center to the processing labora-
tory. If transported, the blood must be
placed in temporary storage having
sufficient refrigeration capacity to
cool the blood continuocusly toward a
temperature range between 1 and 10 °C
until arrival at the processing labora-
tory. At the processing laboratory, the
blood must be stored at & temperature
between 1 and 6 °C. Blood from which a
component is te he prepared must be
held in an environment maintained at
a, temperature range specified for that
component in the directions for use for
the blood collecting, processing, and
storage system approved for such use
by the Director, CBER.

[38 FR 32089, Nov. 20, 1973, as amended at 42
FR 59878, Nov. 22, 1977; 43 FR 34460, Aug. 4,
1678; 49 FR 23834, June 8, 1984; 50 FR 4138,
Jan, 29, 1985; 65 FR 11013, Mar, 26, 1990; 64 FR
46372, Aug. 19, 1999; 66 FR 1836, Jan. 10, 2001;
66 FR. 40880, Aug. &, 2001; 72 FR 45897, Aug. 16,
2007; 73 FR 7464, Feb. 8, 2008]

§640.5 Testing the bloed.

All laboratory tests shall be made on
a specimen of blood taken from the
donor at the time of collecting the unit
of blood, and these tests shall include
the following:

(a) Serological test for syphilis. Whole
Blood shall be negative to a serological
test for syphilis.

(b) Determination of blood group. Each
container of Whole Blood shall be clas-
sified as to ABO blood group. At least
two blood group tests shall be made
and the unit shall not be issued until
grouping tests by different methods or
with different lots of antiserams are in
agreement. Only those Anti-A and
Anti-B Blood Grouping Reagents 1i-
censed under, or that otherwise meet
the requirements of, the regulations of
this subchapter shall be used, and the
technigue used shall he that for which
the serum is specifically designed to he
effective.

(¢) Determination of the RRh factors.
Bach container of Whole Blood shall be
classified as to Rh type on the basis of
tests done on the sample. The label
shall indicate the extent of typing and
the results of all tests performed. If the
test, using Anti-D Blood Grouping Rea-
gent, is positive, the container may be
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labeled “Rh Positive.” If the test is
negative, the results ghall be confirmed
by further testing which shall include
tests for the “weak D (formerly Du).”
Blood may be labeled “Rh Negative’ if
further testing is negative. Units test-
ing positive after additional more spe-
cific testing shall be labeled as “Rh
Pogitive.”” Only Anti-REh Blood Group-
ing Reagents licensed under, or that
otherwise meet the requirements of,
this subchapter shall be used, and the
techmnigue used ghall be that for which
the reagent i specifically designed to
be effective. :

(d) Sterility test. Whole Blood intended
for transfusion shall not be tested for
gterility by a method that entails en-
tering the final container before the
blood is uged for transfusion.

(e) Inspection. Whole Blood shall be
inspected visually during storage and
immediately prior to issue. If the color
or physical appearance is abnormal or
there is any indication or suspicion of
microbial contamination the unit of
Whole Blood shall not be issued for
transfusion.

{(f)y Test for communicable disease
agents, Whole Blocd shall be tested for
evidence of infection due to commu-
nicable disease agents as reguired
under §610.40 of this chapter.

[38 FR 32089, Nov. 20, 1973, as amended at 50
FR 4134, Jan. 29, 1985; 53 FR 117, Jan. 5, 1988;
53 FR12764, Apr. 19, 1988; 64 FR 45372, Aug. 19,
1999; 66 FR 1836, Jan. 10, 2001; 66 FR 31165,
June 11, 2001; 66 FR 40889, Aug. 6, 2001]

§640.6 Modifications of Whole Blood.

Upon approval by the Director, Cen-
ter for Biologics Evaluation and Re-
search, of a supplement to the biologics
license application for Whole Blood a
manufacturer may prepare Whole
Blood from which the antihemophilic
factor has heen removed, provided the
Whole Blood meets the applicable re-
quirements of this subchapter and the
following conditions are met:

(a) The antihemophilic factor shall
be removed in accordance with para-
graphs (a), (b), and (c) of §640.52.

(b) Although the closed system be-
tween the red bleood cells and plasma
shall be maintained, the red blood cells
shall be maintained between 1 and 6° C
at all times, including that time when
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the plasma is being frozen for removal
of the antihemophilic factor.

[38 FR 32089, Nov. 20, 1973, as amended at 49
FR 23834, June 8, 1984; 50 FR 4138, Jan. 29,
1986; 56 FR 11013, Mar. 26, 1990; 59 FR 48361,
Sept. 28, 1994; 64 FR 45372, Aug. 19, 1999; 61 FR
56463, Oct. 20, 1999]

Subpart B—Red Blood Cells

§640.10 Red Blood Cells.

The proper name of this product shall
be Red Blood Cells. The product is de-
fined as red bleod cells remaining after
geparating plasma from human blood.

[38 FR 32089, Nov. 20, 1973, as amended at 50
FR 4138, Jan. 29, 1985]

§640.11 General requirements.

(a) Storage. Immediately after proc-
essing, the Red Blood Cells shall be
placed in storage and maintained at a
temperature between 1 and 6 °C.

(b) Inspection. The product shall be
inspected immediately after separation
of the plasma, periodically during stor-
age, and at the time of issue. The prod-
uct shall not be issued if there is any
abnormality in color or physical ap-
pearance or if there is any indication of
microbial contamination.

[38 FR 32089, Nov. 20, 1873, as amended at 41
FR 18292, May 3, 1976; 42 FR 59878, Nov. 11,
1977; 60 F'R 4139, Jan, 29, 1985]

$640.12 Suitability of donor.

The source blood for Red Blood Cells
ghall be obtained from a donor who
meebs the criteria for donor suitability
prescribed in §640.3.

[3& FR 32089, Nov. 20, 1973, as amended at 50
FR 4139, Jan. 29, 1985]

§640.13 Coleetion of the blood.

{(a) The source blood sghall be col-
lected as prescribed in §640.4.

(b) Source blood may also be derived
from Whole Blood manufactured in ac-
cordance with applicable provisions of
this subchapter.

[38 FR 32082, Nov. 20, 1973, as amended at 50
FR 4139, Jan. 29, 1985; 64 FR 45372, Aug. 19,
1999]

§640.14 Testing the blood.

Blood from which Red Blood Cells are
prepared shall be tested as prescribed
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in §610.40 of this chapter and §640.5 (a),
(b, and (¢).

[63 FR 117, Jan. 5, 1988, as amended at 66 FR
31166, Juane 11, 2001]

§640.15 Segments for testing.

Segments collected in integral tub-
ing shall meet the following standards:

(a) One or more segments shall be
provided with each unit of Whole Blood
or Red Blood Cells when igsued or re-
issued.

(b) Before they are filled, all seg-
ments shall be marked or identified so
ag to relate them to the donor of that
unit of red cells.

(c) All segments accompanying a unit
of Red Blood Cells shall be filled at the
time the blood is collected or at the
time the final product is prepared.

[66 FR 40890, Aug. 6, 2001]

§640.16 Processing.

(a) Separagtion. Within the timeframe
specified in the directions for use for
the blood collecting, processing, and
storage system used, Red Blood Cells
may be prepared either by centrifuga-
tion, done in a manner that will not
tend to increase the temperature of the
blood, or by normal undisturbed sedi-
mentation. A portion of the plasma
sufficient to insure optimal cell preser-
vation shall be left with the red cells
except when a cryoprotective sub-
stance or additive solution is added for
prolonged storage.

(b) Sterile system. All surfaces that
come in contact with the red cells shall
be sterile and pyrogen-free.

(c) Final containers. Final containers
used for Red Blood Cells shall be the
original blood containers unless the
method of processing reguires a dif-
ferent container. The final container
shall meet the requirements for blood
containers prescribed in §640.2(c). At
the time of filing, if a different con-
tainer is used, it shall be marked or
identified by number or other symbol
80 a8 U0 relate it to the donor of that
unit of red cells.

[38 FR 32085, Nov. 20, 1973, as amended at 43
FR 34460, Aug. 4, 1978; 50 FR 4139, Jan. 29,
1985; 64 FR 46372, Aug. 19, 1999; 66 FR 1836,
Jan. 10, 2001; 66 FR 40890, Aug. 6, 2001]

§640.21
§640.17 Modifications for specific
products.
Red Blood Cells Frozen: A

cryophylactic substance may be added
to the Red Blood Cells for extended
manufacturers’ storage at —65° C or
colder, provided the manufacturer sub-
mits data considered by the Director,
Center for Biologics Evaluation and
Research, as adequately demonstrating
through in vivo cell survival and other
appropriate tests that the addition of
the substance, the materials used and
the processing methods results in a
final product that meets the required
standards of safety, purity, and po-
tency for Red Blood Cells, and that the
frozen product will maintain those
properties for the prescribed dating pe-
riod. Section 640.11 (a) and (b) do not
apply while & cryophylactic substance
is present.

[38 FR 32089, Nov. 20, 1973, as amended at 41
FR 18292, May 3, 1976; 49 FR 23834, June 8,
1984; 50 FR 4139, Jan. 29, 1985; 55 FR 11013,
Mar, 26, 1990; 63 FR 16686, Apr. 6, 1998]

Subpart C—Platelets

$640.20 Platelets.

(a) Proper name and definition. The
proper name of this prodnct shall be
Platelets. The product is defined as
platelets collected from one unit of
blood and resuspended in an appro-
priate volume of original plasma, as
prescribed in §640.24(d).

(b) Seurce, The source material for
Platelets is plasma which may be ob-
tained by whole blood collection or by
plateletpheresis,

[40 FR 4304, Jan. 29, 1975, as amended at 47
FR 49021, Oct. 29, 1882; 50 FR 4139, Jan. 29,
1085; 72 FR. 46887, Aug. 16, 2007]

§640.21 Suitability of donors.

(a) Whole blood donocrs shall meet the
criteria for suitability prescribed in
§640.3.

(b) [Reserved]

(¢) Plateletpheresis donors must
meet the criteria for suitability as pre-
seribed In §§640.3 and 640.63(c)(6) or as
described in an approved biologics li-
cense application (BLA) or an approved
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supplement to a BLA. Informed con-
sent must be obtained as prescribed in
§640.61.

[40 FR 4304, Jan. 29, 1975, as amended at 48
FR 23834, June 8, 1984; 64 FR 56453, Oct. 20,
199%; 72 FR 45887, Ang. 16, 2007]

§640.22 Collection of source material.

(a) Whole blood used as the source of
Platelets shall be collected as pre-
scribed in §640.4.

(b) [Reserved]

(c) If plateletpheresis is used, the
procedure for collection must be as
prescribed in §§640.62, 640.64 (except
paragraph (o)), and 640.65, or as de-
scribed in an approved biologics license
application (BLA) or an approved sup-
plement to a BLA.

(@) The phlebotomy shall he per-
formed by a single uninterrupted
venipuncture with minimal damage to,
and minimal manipulation of, the do-
nor’s tissue.

[40 FR 4304, Jan. 29, 1975, as amended at 46
FR 27927, Apr. 25, 1980; 49 FR 23834, June 8,
1984; 50 F'R 4139, Jan. 29, 1985; 556 FR 11013,
Mar. 26, 1990; 69 FR 49351, Sept. 28, 1094; 64 FR
45372, Aug. 19, 1899; 64 FR 56453, Oct. 20, 1999;
72 FR 45887, Aug. 16, 2007]

$640,23 Testing the blood.

(a) Blood from which plasma is sepa-
rated for the preparation of Platelets
shall be tested as prescribed in §610.40
of this chapter and §640.5 (a), (b), and
(c).

(b) The tests shall be performed on a
sample of blood collected at the time of
collecting the source blood, and such
sample container shall be labeled with
the donor's number before the con-
tainer is filled,

[40 FR 4304, Jan. 29, 1975, as amended at G50
FR 4139, Jan. 29, 1985; 53 FR 117, Jan. 5, 1988;
84 FR 45372, Ang. 19, 1999; 66 FR 1836, Jan. 10,
2001; 66 FR 31165, June 11, 2001]

§640.24 Processing.

(a) Beparation of plasma and plate-
lets and resuspension of the platelets
must be in a closed system. Platelets
must not be pooled during processing
unless the platelets are pooled as speci-
fied in the directions for use for the
blood collecting, processing, and stor-
age gystem approved for such use by
the Director, Center for Biclogics Eval-
uation and Research.

21 CFR Ch. | (4-1-10 Edition)

(b) Immediately after collection, the
whole blood or plasma ghall be held in
storage between 20 and 24 °C unless it
must be transported from the collec-
tion center to the processing labora-
tory. During such transport, all reason-
able methods ghall be used to maintain
the temperature as close as possible to
a range between 20 and 24 °C until it ar-
rives at the processing laboratory
where it shall be held between 20 and 24
°C until the platelets are separated.
The platelet concentrate shall be sepa-
rated within 4 hours or within the
timeframe specified in the directions
for use for the blood collecting, proc-
esging, and storage system.

(¢) The time and speed of centrifuga-
tion must have been demonstrated to
produce an unclumped product, with-
out visible hemolysis, that yields a
count of not less than 5.5x1019 platelets
per unit in at least 75 percent of the
units tested.

(d) The volume of criginal plasma
used for resuspension of the platelets
shall be determined by the mainte-
nance of a pH of not less than 6.2 dur-
ing the storage pericd. The pH shall be
measured on a sample of platelets
which has been stored for the max-
imum dating period at the selected
sterage temperature. One of the fol-
lowing storage temperatures shall be
usad continuously:

(1) 20 to 24 °C.

(2)1to6°C.

(e) Final containers used for Plate-
lets shall be colorless and transparent
to permit visual inspection of the con-
tentg; any closure shall maintain a her-
metic seal and prevent contamination
of the contents. The container material
shall not interact with the contents,
under the cugtomary conditions of
storage and use, in guch a manner ag to
have an adverse effect upon the safety,
purity, potency, or efficacy of the prod-
uct. At the time of filling, the final
container shall be marked or identified
by number so0 as Lo relate it to the
denor.

[40 TR 4304, Jan, 28, 1975, as amended at 42
FR 10983, Feb. 25, 1977; 47 FR 49021, Oct. 29,
1982; §0 FR 4139, Jaw. 29, 1985; 63 FR 16685,
Apr. 6, 1998; 64 TR 45372, Aug. 19, 1999; 66 FR
1836, Jan. 10, 2001; 66 FR 49890, Aug. 6, 2001; 72
FR. 45887, Aug. 16, 2007, 73 FR 7464, Feb. B,
2008]
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§640.25 General requirements.

(a) Storage. Immediately after re-
suspension, Platelets shall be placed in
storage at the selected temperature
range. If stored at 20 to 24 °C, a contin-
nous gentle agitation of the platelet
concentrate shall be maintained
throughout the storage period. Agita-
tion is optional if stored at a tempera-
ture between 1 and 6 °C.

(b)) Quality control testing. Each
month four units prepared from dif-
ferent donors shall be tested at the end
of the storage period as follows:

(1) Platelet count.

{2) pH of not less than 6.2 measgured
at the storage temperature of the unit.

(3) Measurement of actual plagma
volume.

(4) If the results of the quality con-
trol testing indicate that the product
does not meet the prescribed require-
ments, immediate corrective action
shall be taken and a record maintained
of such action,

(¢) Manufacturing responsibility, All
manufacturing of Platelets shall be
performed at the same licensed estab-
lishment, except that the guality con-
trol testing under paragraph (b) of this
section may he performed by a clinical
laboratory which meets the standards
of the Clinical Laboratories Improve-
ment Amendments of 1988 (CLIA) (42
U.8.C. 263a) and is qualified to perform
platelet counts. Such arrangements
must be approved by the Director, Cen-
ter for Biclogics Evaluation and Re-
search, Food and Drug Administration.
Such testing shall not be considered as
divided manufacturing, as described in
§610.63 of this chapter, provided the fol-
lowing conditions are met:

(1) The results of each test are re-
ceived within 10 days of the prepara-
tion of the platelet concentrate, and
are maintained by the establishment
licensed for Platelets so that they may
be reviewed by an authorized rep-
resentative of the Food and Drug Ad-
ministration.

(2) The licensed Platelets manufac-
turer has obtained a written agreement
that the testing laboratory will permit
an authorized representative of the
Food and Drug Administration to in-
spect its testing procedures and facili-
ties during reasonable businesg hours.

§640.30

(8) The testing laboratory will par-
ticlpate in any proficiency testing pro-
grams undertaken by the Center for
Biologics Evaluation and Research,
Food and Drug Administration.

[40 FR. 4304, Jan. 29, 1975, as amended at 47
FR 40021, Oct. 29, 1982; 49 F'R, 23834, June 8§,
1984; 50 FR 4139, Jan. 28, 1985; 55 FR 11013,
Mar. 28, 1990; 66 FR. 1836, Jan, 10, 2001; 72 FR
45888, Aug. 16, 2007]

§640.27 Emergency provisions.

The use of the plateletpheresis proce-
dure to obfain a product for a specific
recipient may be at wvariance with
§§640.21(¢) and 640.22(c): Provided, That:
(a) A licensed physician has deter-
mined that the recipient must he
transfused with the platelets from a
specific donor, and (b} the
plateletpheresis procedure is performed
under the supervision of a gualified li-
censed physician who is aware of the
health status of the donor and the phy-
sician has certified in writing that the
donor’s health permits
plateletpheresis.

[40 FR 53544, Nov, 18, 1975]

Subpart b—Plasma

§640.30 Plasma.

(a) Proper mame and definition. The
proper name of this component is Plas-
ma. The component is defined as:

(1) The fluid portion of one unit of ]
human blood intended for intravenous
use which ig ccllected in a closed sys-
tem, gtabilized against clotting, and
separated from the red cells; or

(2) The fluid portion of human blood
intended for intravenous use which is
prepared by apheresis methods as spec-
ified in the directions for use for the
blood collecting, processging, and stor-
age system including cloged and open
gystems.

(by Source. {1) Plasma shall be cb-
tained by separating plasma from blood
collected from blood donors or by plas-
mapheresis,

(2) Plasma may be obtained from a
unit of Whole Blood collected by an-
other licensed establishment.

[42 FR 69878, Nov. 22, 1077; 48 FR 13026, Mar.
20, 1883, as amended at 50 FR 4139, Jan. 28,
1985; 72 FR 45888, Aug. 16, 2007]
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§640.31 Suitability of donors.
(a) Whole blood donors shall meet the

© eriteria for donor suitability prescribed

in §640.3.

(b) Plasmapheresis donors shall meet
the criteria for donor snitability pre-
seribed in §640.63, excluding the phrase
“other than malaria’” in paragraph
()9 of that section. Informed consent
shall be reguired as prescribed in
§640.61.

[42 FR 59878, Nov. 22, 1977, as amended at 64
FR 46372, Aug. 19, 1999]

§640.32 Collection of source material.

(a) Whole Blood must be collected,
transported, and stored as prescribed in
§640.4, When whole blood is intended
for Plasma, Fresh Frozen Plasma, and
Liquid Plasma, until the plasma is re-
moved, the whole blood must be main-
tained at a temperature between 1 and
6 °C or ag specified in the directions for
use for the blood collecting, processing,
and storage system approved for such
use by the Director, Center for Bio-
logics HEvaluations and Research.
Whole blood intended for Platelet Rich
Plasma must be maintained as pre-
soribed in §640.24 until the plasma is
removed, The red blood cells must be
placed in storage at a temperature he-
tween 1 and 6 °C immediately after the
plasma, is separated.

(b) Plasma obtaine@ by plasma-
pheresis shall be collected as pre-
scribed in §§640.62, 640.64 (except that
paragraph (¢)3) of §640.64 shall not
apply), and §640.65.

[42 FR 59878, Nov. 22, 1077, as amended at 45
FR 27927, Apr. 25, 1980; 60 FR 4139, Jan. 29,
1985; 64 FR 456372, Aug. 19, 1999; 72 FR 45888,
Aug. 18, 2007]

§640.38 Testing the blood.

(a) Blood from which plasma is sepa-
rated shall be tested as prescribed in
§610.40 of this chapter and §640.5 (a),
(b)), and (c).

() Manufacturers of Plasma col-
lected by plasmapheresis shall have
testing and recordkeeping responsibil-
ities equivalent to those prescribed in
§§640.71 and 640.72.

[42 FR, 69578, Nov, 22, 1977, as amended at 44
FR 17668, Mar. 23, 1979; 50 FR 4139, Jan. 29,
1985; 53 FR, 117, Jan. 5, 1988; 66 FR 31166, June
11, 2001]
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§640.34 Processing,

{a) Plasma. Plasma. shall be separated
from the red blood cells and shall be
stored at -18 °C or colder within 6 hours
after transfer to the final container or
within the timeframe specified in the
directions for use for the blood col-
lecting, processing, and storage system
unless the product is to be stored as
Liguid Plasma.

(b} Fresh Frozen Plasma. Fresh frozen
plasma shall be prepared from blood
collected by a single uninterrupted
venipuncture with minimal damage to
and minimal manipulation of the do-
nor’s tissue. The plasms must be sepa-
rated from the red blood cells or col-
lected by an apheresis procedure, and
placed in a freezer within 8 hours or
within the timeframe specified in the
directions for use for the blood col-
lecting, processing, and storage sys-
tem, and stored at -18 °C or colder.

{¢) Liguid Plasma. Liquid Plasma
shall be separated from the red blood
cells and shall be stored at a tempera-
ture of 1 to 6 °C_within 4 hours after
filling the final container or within the
timeframe specified in the directions
for use for the blood collecting, proc-
essing, and storage system.

(d) Platelet Rich Plosma. Platelet rich
plasma shall be prepared from blood
collected by a single uninterrupted
venipuncture with minimal damage to
and manipulation of the donor’s tissue.
The plasma shall be separated from the
red blood cells by centrifugation within
4 hours after completion of the phle-
botomy or within the timeframe speci-
fied in the directions for use for the
blood collecting, processing, and stor-
age system. The time and speed of the
centrifugation shall have been shown
to produce a product with at least
260,000 platelets per microliter. The
plasma shall be stored at a tempera-
ture between 20 and 24 °C immediately
after filling the final container. A
gentle and continuous agitation of the
product shall be maintained through-
out the storage period, if stored at a
temperature of 20 to 24 °C.

(e) Modifications of Plasma. It is pos-
sible to separate DPlatelets and/or
Cryoprecipitated AHF from Plasma.
When these components are to be sepa-
rated, the plasma shall be collected as
described in §640.32 for Plasma.
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{1) Platelets shall be separated as
prescribed in subpart C of part 640,
prior to freezing the plasma. The re-
maining plasma may be labeled as
“Fresh Frozen Plasma,” if frozen with-
in 6 hours after filling the final con-
tainer or within the timeframe speci-
fied in the directions for use for the
blood collecting, processing, and stor-
age system.

(2) Cryoprecipitated AHF shall be re-
moved as prescribed in subpart F of
part 640, The remaining plasma. shall be
labeled *‘Plasma, Cryoprecipitate Re-
duced.”

(3) Plasma remaining after both
Platelets and Cryoprecipitated AHF
have been removed may be labeled
“Plasma, Cryoprecipitate Reduced.”

() The final contoiner. (1) The final
container shall have no color added to
the plastic and shall be transparent to
permit visual inspection of the con-
tents; any closure shall maintain a her-
metic seal and prevent contamination
of the contents.

(2) The final container material shall
not interact with the contents, under
the customary conditions of storage
and use, in such a mamnner as to have an
adverse effect upon the safety, purity,
potency, and effectiveness of the prod-
uct,

(3) Prior to filling, the final con-
tainer shall be identified by number so
as to relats it to the donor.

(g) The final product. (1) The final
produet shall be inspected immediately
after separation of the plasma and
shall not be issued for transfusion if
there is (i) any abnormality in color or
physical appearance, or (ii) any indica-
tion of contamination.

(2) With the e=xception of Platelet
Rich Plasma and Liguid Plasma the
final product ghall be inspected for evi-
dence of thawing or breakage at the
time of issuance, however, the con-
tainers need not be stored in a manner
that shows evidence of thawing if
records of continuons monitoring of
the storage temperature establish that
the temperature remained at —18 °C or
colder. If continuous monitoring of the
product is not available, the final prod-
uct shall be stored in a manner that
will show evidence of thawing and shall
not be issued if there is any evidence of
thawing.

§640.52

(3) No preservative shall be added to
the final product.

[42 FR. 598878, Nov. 22, 1977, as amended at 43
FR 34460, Aug. 4 1978; 48 F'R 13026, Mar, 20,
1083; 50 ¥R 4139, Jan. 29, 1985; 64 FR 45373,
Aug. 19, 1999; 66 FR 1836, Jan. 10, 2001; 66 FR
40880, Aug. 6, 2001; 72 FR 45888, Aug. 16, 2007]

Subpart E [Reserved]

Subpart F—Cryoprecipitate

§640.50 Cryoprecipitated AHF,

(a) Proper name and definition. The
proper name of this product shall be
Cryoprecipitated AHF. The product is
defined ag a preparation of
antihemophilic factor, which ig ob-
tained from a single unit of plasma col-
lected and processed in a closed sys-
tem.

(b) Source. The source material for
Cryoprecipitated AHF shall be plasma
which may be obtained by whole blood
collection or by plasmapheresis.

[42 FR 21774, Apr. 20, 1977; 48 FR 13026, Mar,
29, 1983; as amended at 50 FR 4139, Jan. 29,
1985]

§640.51 Suitability of donors.

(a)} Whole blood donors shall meet the
criteria for suitability prescribed in
§640.3.

(b) Plasmapheresis donors shall meet
the criteria for suitability prescribed
in §640.63, excluding the phrase ‘‘other
than malaria” in paragraph (¢) (9) of
that section, Informed consent shall be
required as prescribed in §640.61.

[42 FR 21774, Apr. 29, 1977, as amended at 64
FR 45373, Aug. 19, 199%; 73 FR 49942, Aug. 25,
2008]

§640.52 Collection of source material.

(a) Whole blood used as a source of
Cryoprecipitated AHY shall be col-
lected as prescribed in §640.4. Whole
blood from which both Platelets and
Cryoprecipitated AHF ig derived shall
be maintained as required under §640,24
until the platelets are removed.

(b) If plasmapheresis is used, the pro-
cedure for collection shall be as pre-
scribed in §§640.62, 640.64 (except that
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paragraph (c)(3) of that section shall
not apply), and 640.65.

[42 FR 21774, Apr. 29, 1977, as amended by 50
FR 4139, Jan, 29, 1885; 64 FR 45373, Aug. 19,
1899]

§640.53 Testing the blood.

(2) Blood from which plasma is sepa-
rated for the preparation of
Cryoprecipitated AHF shall be tested
asg prescribed in §610.40 of this chapter
and §640.5 (a), (b), and (c).

(b) The tests shall be performed on a
sample of blood collected at the time of
collecting the source bloed, and such
sample container shall be labeled with
the donor’s number before the con-
tainer is filled.

) Manufacturers of
Cryoprecipitated AHF obtained from
plasma collected by plasmapheresis
shall have testing and record-keeping
regponsibilities eguivalent to those
presgeribed in §§640.71 and 640.72.

[42 FR 21774, Apr. 29, 1977, as amended at 42
FR 37546, July 22, 1977; 42 FR 43063, Aug. 26,
1977; 50 FR 4139, Jan. 29, 1985; 53 FR 117, Jan.
5, 1988; 66 FR 31165, June 11, 2001]

§640.54 Processing.

(a) Processing the plasma. (1) The plas-
ma shall be separated from the red
blood cellg by centrifugation to obtain
essentially cell-free plasma.

(2) The plasma shall be placed in a
freszer within 8 hours after blood col-
lection or within the timeframe speci-
fied in the directions for mse for the
blood collecting, processing, and stor-
age system. A combination of dry ice
and organic sclvent may be used for
freezing: Provided, That the procedure
has been shown not to cause the sol-
vent to penetrate the ocontainer or
leach plasticizer from the container
into the plasma.

{3) Tmmediately after separation and
freezing of the plasma, the plasma
ghall be stored and maintained at —18
°C or colder until thawing of the plas-
ma for further processing to remove
the Cryoprecipitated AHY,

{b) Processing the final product. (1) The
Cryoprecipitated AHF shall be sepa-
rated from the plasma by a procedure
that hag been shown to produce an av-
erage of no less than 80 units of
antihemophilic factor per final con-
tainer.
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(2) No diluent shall be added to the
product by the manufacturer prior to
freezing.

(3) The final container used for
Cryoprecipitated AHF shall be color-
less and transparent to permit visual
inspection of the contents; any closure
shall maintain a hermetic seal and pre-
vent contamination of the contents,
The container material shall not inter-
act with the contents under customary
conditions of storage and use in such a
manner as to have an adverse effect
upon the safety, purity, potency and ef-
fectiveness of the product. At the time
of filling, the final container shall be
identified by a number so ag to6 relate
it to the donor.

[42 FR 21774, Apr. 29, 1977, a5 amended at 47
FR 15330, Apr, 9, 1982; 50 FR 4139, Jan. 26,
1985; 64 FR 45373, Aug. 19, 1999; 66 FR 1837,
Jan. 10, 2001; 66 TR 40890, Aug. &, 2001]

§640.55 U.S. Standard preparation.

A U.8, Btandard Antihemophilic Fac-
tor (Factor VIII) preparation may he
obtained from the Center for Biologics
Evaluation and Research, (HFM-40T)
(see mailing addresses in §600.2 of this
chapter) for use in the preparation of a
working reference to be employed in a
quality control potency test of
Cryoprecipitated AHP.

[42 FR 21774, Apr. 29, 1977, as amended at 49
FR 23834, June 8, 1984; 50 FR 4140, Jan. 29,
1985; 65 FR 11013, Mar. 26, 1980; 70 FR 14985,
Mar. 24, 2005]

§$640.56 Quality conirol test for po-
tency.

(a) Quality control tests for potency
of antihemophilic factor shall be con-
ducted each month on at least four rep-
regentative containers of
Cryoprecipitated AHF,.

(b) The results of each test are re-
ceived by the establishment licensed
for Cryoprecipitated AHF within 30
days of the preparation of the
cryoprecipitated antihemophilic factor
and are maintained at that establish-
ment 80 that they may be reviewed by
an authorized repregentative of the
Food and Drug Administration.

(¢) The quality control test for po-
tency may be performed by a clinical
lahoratory which meets the standards
of the (linical Laboratories Improve-
ment Amendments of 1988 (CLIA) (42
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U.8.C. 263a) and is gualified to perform
potency tests for antihemophilic fac-
tor. Such arrangements must be ap-
proved by the Director, Center for Bio-
logics Evaluation and Research, Food
and Drug Administration. Such testing
shall not be considered as divided man-
ufacturing, as described in §610.63 of
this chapter, provided the following
conditions are met:

(1> The establishment licensed for
Cryoprecipitated AHF has obtained a
written agreement that the testing lab-
oratory will permit an authorized rep-
resentative of the Food and Drug Ad-
minigtration to inspect its testing pro-
cedures and facilities during reason-
able business hours.

(2) The testing laboratory will par-
ticipate in any proficiency testing pro-
grams undertaken by the Center for
Biologics Ewvaluation and Research,
Food and Drug Administration.

(d) If the average potency level of
antihemophilic factor in the containers
tested is less than 80 units of
antihemophilic factor per container,
immediate corrective actions shall be
taken and a record maintained of such
action.

[42 FR 21774, Apr. 29, 1977, ag amended at 49
FR 23834, June B, 1984; 50 FR 4140, Jan. 29,
1985; 56 FR 11013, Mar. 26, 1990; 64 FR 45373,
Aug, 19, 1999: 66 FR 1837, Jan, 10, 2001]

Subpart G—Source Plasma

§640.60 Source Plasma.

The proper name of the product shall
be Source Plasma. The product is de-
fined as the fluid portion of human
blood collected by plasmapheresis and
intended as source material for further
manufacturing use. The definition ex-
cludes single donor plasma products in-
tended for intravenous use.

[41 FR 10768, Mar. 12, 1476, as amended at 50
FR 4140, Jan, 29, 1586]

§$640.61 Informed consent.

The written consent of a prospective
donor shall be obtained after a guali-
fied licensed physician has explained
the hazards of the procedure to the pro-
spective donor. The explanation ghall
include the risks of a hemolytic trans-
fusion reaction if he is given the cells
of another donor, and the hazards in-

§640.63

volved if he is hyperimmunized. The
explanation shall consist of such dis-
closure and be made in such a manner
that intelligent and informed consent
be given and that a clear opportunity
to refuse is presented.

§640.62 Medical supervision.

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

[66 FR 1887, Jan. 10, 2001]

§640.63 Suitability of donor.

(a) Method of determining., 'The suit-
ability of a donor for Bource Plasma
shall be determined by a qualifisd li-
censed physician or by persons under
his supervigion and trained in deter-
mining donor suitability. Such deter-
mination shall be made on the day of
collection from the donor by means of
a medical history, tests, and such phys-
ical examination as appears necessary
to the qualified licensed physician.

(b} Initial medical eraminatfions. (1)
Each donor shall be examined by a
gqualified licensed physician on the day
of the first donation or no more than 1
week before the first domation and at
subsequent intervals of no longer than
1 year,

(2)(d) A donor who is to be immunized
for the production of high-titer plasma
shall be examined by a qualified 1i-
consed physician. The medical exam-
ination shall be performed within no
more than 1 week before the first im-
munization injection, The medical ex-
amination for plasmapheresis need not
be repeated, if the firgt 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 (h)(1) of this section, need
not be reexamined before immuniza-
tion for the production of high-titer
plagma..

(3) Bach donor shall be certified to be
in good health by the examining physi-
cian, The certification of good health
shall be on a form supplied by the li-
censed establishment and shall indi-
cate that the certification applies to
the suitability of the individual to be a
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plasmapheresis donor and, when appli-
cable, an immunized donor.

(¢) Qualification of donor. Donors
ghall 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 indi-
vidual with blood pressures oubside
these limits is an otherwise qualified
donor under the provisions of this sec-
tion;

(3) A blood hemoglobin level of mno
legs than 12.5 grams of hemoglobin per
100 milliliters of blood or a hematocrit
level of 38 percent;

(4) A normal pulse rate;

(6) A total serum or total plasma pro-
tein of no less than 6.0 grams per 100
milliliters of blood;

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

(7 Freedom from acute respiratory
diseases;

(8) Freedom from any infectious skin
disease at the site of phlebotomy and
from any such disease generalized to
guch 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-
mined by higtory 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 after the 11th birthday;

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

(13) F'reedom from a history of having
received, within 12 months, human
bleod or any derivative of human blood
which the Food and Drug Administra-
tion has advised the blood establish-
ment is a possible source of viral hepa-
$itis, except for specific immunization

- performed in accordance with §640.66,

(d) General. Any donor who, in the
opinion of the interviewer, appearg to
be under the influence of any drug, al-
cohol, or for any reason does not ap-
pear to be providing reliable answers to
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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 plasma-
pheresis procedure or who hag been a
donor of a unit of whole blood shall not
be subjected to plasmapheresis for a
period of 8 weeks, unleas:

(1) The donor has been examined by a
qualified licensed physician and cer-
tified by the physician to be acceptable
for further plasmapheresis before expi-
ration of the 8-week period;

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

(3) The special characteristics of the
antibody and the need for
plasmapheresing the donor are docu-
mented,

[38 FR 32089, Nov. 20, 1973, as amended at 41
TR 10768, Mar. 12, 1976; 43 FR 9805, Mar. 10,
1978; 43 FR 19811, Mar. 24, 1978; 46 FR 57480,
Nov. 24, 1981; 50 FR 4140, Jan. 29, 1985; 64 TR
45373, Aug. 19, 1999; 66 FR 1837, Jan. 10, 2001;
66 FR. 40890, Aug. 6, 2001]

$640.64 Collection of blood for Source
Plasma.

(a) Supervision. All blood for the col-
lection of Source Plasma shall be
drawn from the donor by a qualified li-
cenged physiclan or by persons under
his supervision trained in the proce-
dure.

(b) Biood containers. Blood containers
and donor sets must be pyrogen-free,
gterile, and identified by lot number.

(c) The anticoagulant solution. The
anticoagulant solution must be sterile
and pyrogen-free. Anticoagulant solu-
tions must be compounded and used ac-
cording to a formula that has been ap-
proved for the applicant by the Direc-
tor, Center for Bioclogics Evaluation
and Research.

(Q) Donor identification. Each unit of
blood and plasma shall be so marked or
identified by number or other symbol
s0 a8 to relate it directly to the donor.

(e) Prevention of contamination of the
blood and plasmea. The skin of the donor
at the site of phlebotomy shall be pre-
pared thoroughly and carefully by a
method that gives maximum assurance
of a .sterile container of blood. The
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blood shall be collected, the plasma
separated, and the cells returned to the
donor by aseptic methods in a sterile
system which may be closed, or may be
vented if the vent protects the blood
cells and plasma against contamina-
tion,

[38 FR 32089, Nov, 20, 1973; 39 FR 13632, Apr.
16, 1974, as amended at 41 FR 10768, Mar. 12,
1976; 49 FR 23834, June 8, 1984; 50 FR 4140,
Jan, 29, 1685, 55 FR 11013, Mar. 26, 1990; 59 FR,
49351, Sept. 28, 1994; 63 FR, 16685, Apr. 6, 1998;
64 FR 56458, Oct. 20, 1999; 72 FE. 45888, Aug. 16,
2007]

§640.65 Plasmapheresis.

(a)} Procedure-general. The plasma-
pheresis procedure is a procedure in
which, during a single vigit 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 biologics license application.

(b) Procedures-specific reguirements.
The plasmapheresis procedure shall
meet the following requirements:

(1){d) A sample of blood shall he
drawn from each donor on the day of
the first medical examination or plas-
mapheresis, whichever comes first and
at least every 4 months thercafter by a
qualified lcensed physician or by per-
sons under his supervision and trained
in such procedure. A serologic test for
syphilis, a total plasma or serum pro-
tein determination, and a plasma or
gserum protein electrophoresis or guan-
titative immuno-diffusion test or an
equivalent fest to determine
immunoglobulin composition of the
plasma or serum shall be performed on
the sample.

(ii) A repeat donor who does not re-
turn for plasmapheresis at the time the
4-month sample is due to be collected
may be plasmapheresed on the day he
appears: Provided, That no longer than
6 months has elapsed since the last
sample was collected, and the physi-
cian on the premises approves the plas-
mapheresis procedure and so indicates
by signing the donor’s record bhefore
auch procedure is performed. The sam-
ple for the 4-month tests shall be col-
lected on the day of the donor’s return.

(iii) A repeat donor from whom the
plasmapheresis center is unable to ob-

§640.65

tain a sample for testing as prescribed
in paragraph (b)(1)(i) of this section for
a total period excesding 6 months shall
be processed as a new donor.

(2)(1) The accumulated laboratory
data, including tracings, if any, of the
plasma or serum protein electro-
phoresis pattern, the caleulated values
of each component, and the collection
records shall be reviewed by a qualified
licensed physician within 21 days after
the sample is drawn to determine
whether or not the donor may continue
in the program. The review shall be
slgned by the reviewing physician. If
the protein composition is not within
normal limits established by the test-
ing lIaboratory, or if the total protein is
less than 6.0 grams per 100 milliliters of
samples, the donor shall be removed
from the program until these values re-
turn to normal.

(ii) A donor with a reactive serologic
test for syphilis ghall not be
plasmapheresed 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,

(1if) A donor whose serum is deter-
mined to have a biologic false-positive
reaction to a serologic teat for syphilis
may be plasmapheresed: Provided, That
the donor’s file identifies the serologic
test for syphilis and results uged to
confirm the biologic false-positive re-
action and indicates that the physician
on the premises hag determined the
false-positive reaction is not the result
of an underlying disorder that would
disqualify the donor from participation
in the plagmapheresis program. If the
serologic test for syphilis is performed
at a facility other than the plasma-
pheresis center, all applicable provi-
gicns of §640.71 shall be met.

(iv) A donor with a reactive serologic
test for syphilis may be
plasmapheresed only to obtain plasma
to be used for further manufacturing
into comntrol seram for the serologic
test for syphilis: Provided, That the
physician on the premises approves the
donation, the donor’s file contains a
signed statement from a physician or
clinic establighing that treatment for
syphilis has been initiated and that
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continuance in the plasmapheresis pro-
gram will not interfere with or jeop-
ardize the treatment of the syphilitic
donor.

(3 A donor identification system
ghall be established that positively
identifies each donor and relates such
donor directly to his blood and its com-
ponents ag well as to his accumulated
records and laboratory data. Such sys-
tem shall include either a photograph
of each donor which ghall be used on
each visit to confirm the donor’s iden-
tity, or some other method that pro-
vides equal or greater assurance of
pogitively identifying the donor.

{(4) The amount of whole blood, not
including anticoagulant, removed from
a donor during a manual plasma-
pheresis procedure or in any 2-day pe-
riod shall not exceed 1,000 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
manual plasmapheresis procedure or in
any 2-day period shall not exceed 1,200
milliliters.

(5) The amount of whele blood, nmot
including anticoagulant, removed from
a donor during a manual plasma-
pheresis procedure within a 7-day pe-
riod shall not exceed 2,000 milliliters
unless the donor’s weight ia 1756 pounds
or greater, in which case the amount of
whole blood, not including anticoagu-
lant, removed from a donor during a
manual plasmapheresis procedure
within a 7-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 iz 176 pounds or greater, in
which case no more than 600 milliliters
of whole blood shall be removed from
the donor at one time.

{ty The plasma shall be separated
from the red blood cells immeadiately
after blood collection. The maximum
feasible volume of red blood cells shall
be returned to the donor before another
unit is collected.

(8) The volume of plasma collected
during an automated plasmapheresis
collection procedure shall be con-
gistent with the volumes specifically
approved by the Director, Center for
Biologics Evaluation and Research, and
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collection shall not occur less than 2
days apart or more frequently than
twice in a 7-day period.

[38 FE 32089, Nov. 20, 1073, as amended at 41
FR 10769, Mar. 12, 1976; 64 FR 45873, Aug. 19,
1999, 64 FR 56453, Oct. 20, 1995]

§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 donor’s
clinical response, shall be by a quali-
fied licensed physician or physicians.
The adminigtration of the antigen may
be performed by a licensed physician or
a trained person under his supervision.
Any material used for immunization
shall be either a product licensed under
section 351 of the Public Health Service
Act for such purpose or one specifically
approved by the Director, Center for
Biologics Evaluation and Research,
Food and Drug Administration. Immu-
nization procedures shall be on file at
each plasmapheresig center where im-
munizations are performed.

[38 FR 32089, Nov. 20, 1973, as amended at 49
FR 23834, June 8, 1984; 55 FR 11013, Mar. 26,
1980]

§640.67 Laboratory tests.

Hach unit of Source Plasma shall be
tested for evidence of infection due to
communicable disease agents as re-
quired under §610.40 of this chapter.

[66 FR 31165, June 11, 2001]

§640.68 Processing.

(a) Sterile system. All administration
and transfer sets inserted into blood
containers used for procesging Source
Plasma intended for manufacturing
into injectable or noninjectable prod-
ucts and all interior suriaces of plasma
containers used for processing Source
Plasma intended for manufacturing
into injectable products shall be ster-
ile, pyrogen-free, nontoxic, and com-
patible with the contents under normal
conditions of use. Only Sodium Chlo-
ride Injection USP shall be used as a
red blood cell diluent. If the method of
gseparation 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 sterile and constructed so as to
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exclude microorganisms and maintain
a sterile syatem.

(b) Final containers. Final containers
used for Source Plasma, whether inte-
grally attached or separated from the
original blood container, shall not be
entered prior to issuance for any pur-
pose except for filling with the plasma.
Such containers shall be uncolored and
hermetically sealed, and shall permit
clear visibility of the contents. Final
containers and their components shall
not interact with the plasma contents
under conditiong of gtorage and mse so
as to alter the safety, quality, purity,
or potency of the plasma and shall pro-
vide adequate protection against exter-
nal factors that may cause deteriora-
tion or contamination. Prior to filling,
the final container shall be marked or
identified by number or other symbol
which will relate it directly to the
donor.

(e) Preservative. Source Plasma shall
not contain a preservative.

[38 FR 32089, Nov. 20, 1973, as amended at 41
FR 16769, Maxr. 12, 1976; 50 FR 4140, Jan. 29,
1985]

§640.62 General requirements.

(a) Pooling. Two units of Source Plas-
ma from the same donor may be pooled
if such units are collected during one
plasmapheresis procedure: Provided,
That the pooling is done by a procedure
that does not introduce a risk of con-
tamination of the red blood cells and,
for plasma inftended for injectable
products, gives maximum assurance of
g sterile container of plasma.

(1) The pooling of plagma from two or
more donors is not permitted in the
manufacture of Source Plasma in-
tended for manufacturing into
injectable products.

(2) The pooling of plasms from two or
more donors by the manufacturer of
Source Plasma intended for manufac-
turing inte noninjectable products is
permitted: Provided, That the plasma
from two or more donors is pooled after
the plasma hag been removed from the
red blood cells, and after the red blood
cell containers are sealed.

(b) Storage. Immediately after filling,
plasma intended for mannfacturing
into injectable products shall be stored
ab a téemperature not warmer than —20
°C, except for plasma collected as pro-

§640.70

vided in §640.74. Piasma intended for
manufacturing into  noninjectable
products may be stored at tempera-
tures appropriate for the intended use
of the final produect, provided these
temperatures are included in the
Source Plagma license application,

(¢) Imspeciion. Source 7Plasma in-
tended for manufacturing into
injectable products shall be inspected
for evidence of thawing at the Lime of
issuance, except that ingpection of in-
dividual plasma containers need not be
made if the records of continuous mon-
itoring of the gtorage temperature es-
tablish that the temperature remained
at —20 °C or colder. If there is evidence
that the storage temperature has not
been maintained at —20 °C or colder,
the plasma may be relabeled and issued
as provided in § 640.76(a.).

(d) Samples. If samples are provided,
they shall meet the following stand-
ards:

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

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

(3) All samples ghall be representa-
tive of the contents of the final product
or be collected from the donor at the
time of filling the collection container.

(4) All samples shall be collected in a
manner that does not contaminate the
contents of the final container.

[38 FR 32089, Nov. 20, 1973, as amended at 41
¥R 19769, Mar. 12, 1976; 41 FR 14367, Apr. 5,
1976; 50 FR 4140, Jan. 29, 1985; 63 FR 16665,
Apr. 6, 1998; 64 FR 45374, Aug. 19, 1999]

§640.70 Labeling.

(a) In addition to the labeling re-
guirements of §610.62 of this chapter,
and in lien of the requirements in
§§606.121, 610.60, and 610.61 of this chap-
ter, the following information shall ap-
pear on the label affixed to each con-
tainer of Source Plagsma.:

(1} The proper name of the product.

(2) The statement ‘‘Caution: For
Manufacturing Use Only'’ for products
intended for further mannfacturing
into injectable products, or the state-
ment, “Caution: For Use In Manufac-
turing Nominjectable Products Only”,
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for products intended for further manu-
facturing into noninjectable products.
The statement shall follow the proper
namie in the same size and type of print
as the proper name. If the Scurce Plas-
ma has a reactive screening test for
evidence of infection due to a commu-
nicable disease agent(s) under §610.40 of
this chapter, or is collected from a
donor with a previous record of a reac-
tive screening test for evidence of in-
fection due fo a communicable disease
agent(s) under §610.40 of this chapter,
the Source Plasma must be labeled
under §610.40(h)(2)ii)}X) of this chap-
ter.

(3) The statement ‘“Store at —20 °C or
colder”: Provided, That where plasma is
infended for manufacturing into
noninjectable products, this statement
may be omitted if replaced by a state-
ment of the temperature appropriate
for the final product to be prepared
from the plasma.

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

(6) 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 comprising the
pool.

(6) The expiration date of the plasma.
If plasma intended for manufacturing
into noninjectable products is pooled
from two or more donors the expiration
date is determined from the collection
date of the oldest unit in the pool, and
the pooling records shall show the col-
lection date for each unit constituting
the pool.

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

(8) The test for hepatitis B surface
antigen wused for the results, or the
statement ‘‘Nonreactive for HB; Ag by
FDA reguired test”. )

(9) When plasma collected from a
donor is reactive for the serologic test
for syphilis, a statement that the plas-
ma is reactive and must be used only
for the manufacturing of positive con-
trol reagents for the serologic test for
syphilig.
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(10) Name, addresg, and license num-
ber of the manufacturer,

(11) The statement “Negative by a
test for antibody to HIV”, or equiva-
lent statement.

(b) Source Plasma diverted for

Source Plasma Salvaged shall be re-
laheled ‘“‘Source Plasma Salvaged’ as
prescribed in §640.76. Immediately fol-
lowing the proper nameg of the product,
the labeling shall conspicuougly state
as applicable, “STORAGE TEMPERA-
TURE EXCEEDED -20 °C” or ‘“‘SHIP-
PING TEMPERATURE EXCEEDED -5
Gc!!.
[41 FR 10770, Mar. 12, 1976, 88 amended at 41
FR 27034, July 1, 1976; 41 FR 35062, Aug. 19,
196; 47 FR 30969, July 16, 1982; 60 FR 4140,
Jan. 29, 1985; 50 FR 35471, Aug. 30, 1985; b FR
117, Jan. 6, 1988; 63 FR 16685, Apr. 6, 1968; 66
FR 31165, June 11, 2001]

§640.71 Manufacturing responsibility.

(a) All steps in the manufacturing of
Source Plasma, including donor exam-
ination, blocd collection, plasma-
pheresis, laboratory testing, labeling,
storage, and issuing shall be performed
by personnel of the establishment li-
censed to manufacture Source Plasma,
except that the following tests may be
performed by personnel of an establish-
ment licensed for blood and blood de-
rivatives under section 351(a) of the
Public Health Service Act, or by a clin-
ical laboratory that meets the stand-
ards of the Clinical Laboratories Im-
praovement Amendments of 1688 (CLIA)
(42 U.8.C. 263a): Provided, The estab-
Iishmenf, or clinical laboratory is
gqualified to perform the assigned
test{s).

(1) The test for hepatitis B surface
antigen.

(2) The total plagma or serum protein
and the quantitative test for plasma or
serum proteins or for
immunoglobuling.

(3) The serologic test for syphilis.

(4 A test for antibody to HIV.

(h) Such testing shall not be consid-
ered divided manufacturing, which re-
quires two biologics licenses for Source
Plasma: Provided, That

(1) The results of such tests are main-
tained by the licensed manufacturer of
the Source Plasma whereby such re-
gults may be reviewed by a licensed
physician a8 required in §640.65(b)(2) of
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this chapter and by an authorized rep-
resentative of the Food and Drug Ad-
ministration.

(2) The Source Plasma manufacturer
has obtained a written agreement that
the testing laboratory will permit au-
thorized 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 Center for
Biologics Ewvaluation and Research,
Food and Drug Adminigtration.

[41 FR 10770, Mar. 12, 1976, as amended at 49
FR 23834, June 8, 1984; 50 FR 4140, Jan. 29,
1985; 53 FR 117, Jan. 5, 1988; 556 FR 11013, Mar.
26, 1900; 64 FR 45374, Aug. 19, 1999; 64 FR 56453,
Qct. 20, 1899; 66 FR 1837, Jan. 10, 2001]

§640.72 Records.

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

(1) Documentation shall be available
to ensure that the shipping tempera-
ture requirements of §600.15 of this
title and of §640.74(b)(2) are being met
for Source Plasma intended for rmanu-
facture into injectable 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, 640.68, and
640.67, except that negative test results
for hepatitis B surface antigen, nega-
tive test results for antibody to HIV,
and the volume or weight of plasma,
withdrawn from a donor need not be
kept on the individual donor record:
Provided, That such information 1is
maintained on the premises of the plas-
mapheresis center where the donor’'s
plasma hag been collected.

(3) The original or a clear copy of the
donor’s written congent for participa-
tion in the plasmapheresis program or
for immunization.

(4) The certification of the donor’s
good  health as prescribed  in
§ 640.63(b)(3).

(6) If plasma that i3 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 nunits that are reactive.

§640.74

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

(c) If a repeat donor is rejected or a
donor’s plagma is found unsuitable, the
donor’s record shall contain a full ex-
planation for the rejection. .

(@) 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 contain a full
explanation of the resaction, including
the measures taken to assist the donor
and the outcome of the incident.

[#1 FR 10770, Mar. 12, 1976, ag amended at 50
FR 4140, Jan, 29, 1985; 53 FR 117, Jan. b, 1988;
64 FR 45374, Aug. 19, 1999; 87 FR 9587, Mar. 4,
20021

§640.73 Reporting of fatal donor reac-
tions.

If a donor has a fatal reaction which,
in any way, may be associated with
plasmapheresis the Director of the Cen-
ter for Biologics Evaluation and Re-
gearch shall be notified by telephone as
soon as possible. If the facility is lo-
cated outside of the continental United
Btates, notification by cable or tele-
gram shall be acceptable.

[41 FR 10770, Mar. 12, 1976, as amended at 49
FR 23834, June 8, 1884; 56 FR 11013, Maxr, 26,
19901

§640.74 Modification of Source Plas-
ma.

(a) Upon approval by the Director,
Center for Biologics Evaluation and
Research, Food and Drug Administra-
tion, of a supplement to the biologics
license application for Source Plasma,
a manufacturer may prepare Source
Plasmea as a ligquid product for a 1i-
censed blood derivative manufacturer
who has indicated a need for a liguid
product.

(b) SBource Plagma Liguid shall meet
all standards of the frozen Source Plas-
ma except:

(1) Source Plasma Liguid shall be
gtored in nonleachable containers so
that the containers and their compo-
nente will not interact with the plasma,
contents under conditions of storage
and use sc as to alter the safety, qual-
ity, purity, or potency of the plasma
and shall provide adequate protection
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against external factors fthat may
cause deterioration or contamination.

(2) Source Plasma Liquid shall be
ghipped, stored and labeled for storage
at a temperature of 10 °C or colder. An
exception to the shipping or storage
temperature sghall be approved by the
Dirsctor, Center for Blologics Evalua-
tion and Research, Food and Drug Ad-
ministration, based upen his receipt of
substantial evidence 0 support an-
other temperature. Such evidence may
be submitted by either the licensed
manufacturer of the Source Plasma
Liguid or the manufacturer of the final
blood derivative product who has re-
guested the Source Plasma Liquid.

(3) The label for the Source Plasma
Liquid shall be easily distinguighed
from that of the frozen product. Color
coding shall not be used for this pur-
pose.

{(4) The label affixed to each con-
tainer of Source Plasma Liquid shall
contain, in addition to the information
required by §640.70(a) but excluding
§640.70(a)(3), the name of the manufac-
turer of the final blood derivative prod-
uct for whom it was prepared.

{5) Source Plagma Liquid shall be in-
spected immediately prior to issuance.
If the color or physical appearance is
abnormal, or there is any indication or
suspicion of microbial contamination,
the unit of Source Plasma Liguid shall
not be issued.

[38 FR 32089, Nov. 20, 1973. Redesignated and
amended at 41 FR 10770, Mar. 12, 1976; 49 FR
23834, June 8, 1084; 50 FR 4140, Jan. 29, 1985; 55
FR 11013, Mar. 26, 1990; 59 FR 49361, Sept. 28,
1994; 63 FR 16685, Apr. 6, 1998; 64 TR 564564,
Qct. 20, 1999]

£640.76 Products stored or shipped at
unacceptable temperatures.

(a) Storage temperature. (1) Except as
provided in paragraph (a)2) of this sec-
tion, Source Plasma intended for man-
ufacture into injectable products that
ig inadvertently exposed (i.e., an un-
foreseen occurrence in spite of compli-
ance with good manufacturing prac-
tice) to a storage temperature warmer
than —20 °C and colder than +10 °C may
be issued only if labeled as ‘“‘Source
Plasma Salvaged.”” The label sghall be
revigsed before issuance, and appro-
priate records ghall he maintained
identifying the units involved, describ-
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ing their disposition, and explaining
fally the conditions that caused the in-
advertent temperature exposure,

(2) Source Plazma intended for manu-
facture into injectable products that is
exposed inadvertently (i.e., an unfore-
geen ocourrence in spite of compliance
with good manufacturing practice) to
one episcde of storage temperature
fluootuation that is warmer than —20 °C
and colder than -5 °C for not more
than 72 hours is exempt from the label-
ing requirements of paragraph (a)(1) of
this section, provided that the plasma
hag been and remains frozen solid. Ap-
propriate records shall be maintained
identifying the units involved, describ-
ing their disposition, explaining fually
the conditions that caused the inad-
vertent temperature exposure, and doc-
umenting that the episode of tempera-
ture 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 elevated tem-
perature. When requested, copies of the
records shall be provided to the plasma
derivative manufacturer.

(b) Shipping temperature. If Source
Plasma for manufacture into injectable
products is exposed inadvertently (i.e.,
an unforeseen occurrence in spite of
compliance with good manufacturing
practice) fo a shipping temperature
warmer than -5 °C and colder than +10
°C, the plasma derivative manafacturer
shall 1label it ‘“Source Plasma
Salvaged.”” 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.

(c) Relabeling. If Source Plasma is re-
guired to he relabeled as “‘Source Plas-
ma Salvaged’ under paragraph (a)(1) or
(b) of this sgection, the person respon-
sible for the relabeling shall cover the
original label with either (1) a com-
plete new label containing the appro-
priate information or (2) a partial label
affixed to the original label and con-
taining the appropriate new informa-
tion, which covers the incorrect infor-
mation regarding storage temperature.

[46 FR 80501, Dec. 5, 1989, as amended at 50
FR 4140, Jan. 29, 1985]
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Subpart H—Albumin (Human)

§640,80 Albumin (Human).

(a) Proper name and definition. The
proper name of the product shall be Al-
bumin (Human). The product is defined
as a sterile solution of the albumin de-
rived from human plasma.

(b) Source materinl. The source mate-
rial of Albumin (Human) shall be plas-
ma recovered from Whole Blood pre-
pared as prescribed in §§640.1 through
640.5, or Source Plasma prepared as
prescribed in §§640.60 through 640.76.

(c) Additives in source material. Source
material shall not contain an additive
unless it is shown that the processing
method yields a final product free of
the additive to such extent that the
continued safety, purity, potency, and
effectiveness of the final product will
not be advergely affected.

{42 FR 27682, May 31, 1977, as amended at 50
FR 4140, Jan. 29, 1985; 64 FR 26286, May 14,
1989]

§640.81 Processing.

(a) Date of manufacture. The date of
manufacture shall be the date of final
sterile filtration of a uniform pool of
bulk solution,

(b} Processing method. The processing
method shall not affect the integrity of
the product, and shall have been shown
to yield consistently a product which is
safe for intravenous injection.

(0) Microbial contamination. All proc-
essing steps shall be conducted in a
manner to minimize the risk of con-
tamination from  microorganisms,
pyrogens, or other impurities. Preserv-
atives to inhibit growth of microorga-
nisms shall not be used during proc-
essing.,

(d) Storage of bulk fraction. Bulk con-
centrate to be held more than 1 week
prior to further processing shall be
stored in clearly identified closed ves-
sels alb a temperature of —5 °C or cold-
er. Any other bulk form of the product,
excluegive of the sterile bulk solution,
to be held more than 1 week prior to
further processing shall be stored in
clearly identified closed vessels at g
temperature of 5 °C or colder. Any hulk
fraction to be held one week or less
prior to further processing shall be
stored in clearly identified closed ves-
sels at a temperature of 5 °C or colder.

§640,82

(e) Heat treatment. Heating of the
final containers of Albumin (Human)
ghall begin within 24 hours after com-
pletion of filling, Heat treatment shall
be conducted so that the solution is
heated continuously for not less than
10, or more than 11 hours, at an at-
tained temperature of 60:0.5 °C.

(f)  Stabilizer. Bither  0.08:0.016
millimole sodinm caprylate, or
0.08+£0.016 millimole sodionm
acetyltryptophanate and  0.08+0.018

millimole sodium caprylate per gram
of protein shall he present as a sta-
bilizer(s). Calculations of the stabilizer
concentration may employ the labeled
value for the protein concentration of
the product as referred to in §640.84(d).

(8) Incubation. All final containers of
Albumin (Human) shall be incubated at
20 to 35 °C for at least 14 days following
the heat treatment prescribed in para-
graph (e) of this section.- At the end of
this incubation period, each final con-
tainer ghall be examined and all con-
tainers showing any indication of tur-
bidity or microbial contamination
shall not be issued. The contents of
turbid final containers shall be exam-
ined microscopically and tested for ste-
rility. If growth occurs, organisms
shall be identified as to genhus, and the
material from such containers shall
not be used for further manufacturing.

[42 FR 27582, May 31, 1977, as amended at 50
FR 4140, Jan. 29, 1685; 61 FR 26286, May 14,
1989; 65 FR 13679, Mar. 14, 2000; 66 FR 52018,
Aug. 28, 2000)

§640.82 Tests on final product.

Tests shall be performed on the final
product to determine that it meets the
following standards;

(&) Protein concentration. Final prod-
uct shall conform to one of the fol-
lowing concentrations: 4.0 +0.256 per-
cent; 5.0 £0.30 percent; 20.0 £1.2 percent;
and 250 1.5 percent solution of pro-
tein.

(b) Protein composition. At least 96
percent of the total protein in the final
product shall be albumin, as deter-
mined by a method that has been ap-
proved for each manufacturer by the
Director, Center for Biologics Evalua-
tion and Research, Food and Drug Ad-
ministration,

(c) pH. The pH shall be 6.9 +0.5 when
measured in a asolution of the final
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§640.83

produoct diluted to & concentration of 1
percent protein with (.15 molar sodinm
chloride.

() Sodium econcentration. The sodium
concentration of the final product shall
be 130 to 160 milliequivalents per liter.

(e) Potassium concentration. The po-
taggium concentration of the final
product shall not exceed 2 milli-
equivalenta per liter.

(f) Heat stobility. A final container
sample of Albumin (Human) shall re-
main unchanged, as determined by vis-
ual inspection, after heating at 57 °C
for 50 hours, when compared to its con-
trol consisting of a sample, from the
same lot, which has not undergone this
heating.

[42 FR 27582, May %1, 1977, as amended at 49
FR 23834, June 8, 1984; 50 FR 4140, Jan. 20,

1985; 65 FR 11018, Mar, 26, 1990; 64 FR 26286,
May 14, 1999]

§640.83 General requirements.

(a) Preservative. The final product -

shall not contain a prescrvative,

(b) Storage of bulk solution. After all
processing steps have been completed,
the aterile bulk solution shall be stored
in & manner that will ensure the con-
tinued sterility of the product, and at a
temperature that shall not exceed the
recommended storage temperature of
the final product prescribed in §610.53
of this chapter.

[42 FR 27582, May 31, 1977]

§640.84 Labeling.

In addition to the labeling require-
ments of §§610.60, 610.61, and 610.62 of
this chapter, the container and pack-
age labels shall contain the following
information:

(a) The osmotic equivalent in terms
of plagma, and the sodium concentra-
tion in terms of a value or a range in
milliequivalents per liter;

(b) The cautionary statement placed
in a prominent position on the label,
“Do Not Use if Turbid. Do Not Begin
Administration More Than 4 Hours
After the Container Has Been En-
tered.’’;

(c) The need for additional fluids
when 20 percent or 26 percent albumin
is adminigtered to a patient with
marked dehydration;
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(d) The protein concentration, ex-
pressed as a 4 percent, 5 percent, 20 per-
cent, or 25 percent solution.

[42 FR 275682, May 31, 1977, as amended at 49
FR 2244, Jan. 19, 1984; 6¢ FR 26286, May 14,
1999]

Subpart I—Plasma Protein Fraction
(Hurnan) :

SOURCH: 42 FR 27583, May 31, 1977, unless
otherwise noted.

§640.90 Plasma Protein Fraction
(Human).

(a) Proper nome and definition. The
proper name of the product shall be
Plasma Protein Fraction (Human). The
product is defined as a sterile solution
of protein composed of albumin and
globulin, derived from human plasma.

(b) Source material. The source mate-
rial of ©Plasma Protein Fraction
(Human) shall be plasma recovered
from Whole Blood prepared as pre-
seribed in §§640.1 through 640.5, or
Source Plasma prepared as prescribed
in §§640.60 through 640.76.

{c) Additives in source material. Source
material shall not contain an additive
uniess it is shown that the processing
method yields a final product free of
the additive to such extent that the
continned safety, purity, potency, and
effectiveness of the final product will
not be adversely affected.

[42 FR 27583, May 31, 1977, as amended at 64
FR 26286, May 14, 19958]

§640.91 Processing.

(a) Date of manufacture. The date of
manufacture shall be the date of final
sterile filtration of a uniform pool of
bulk sclution.

(b) Processing method. The processing
method shall not affect the integrity of
the product, and shall have been shown
to yield consistently a product which:

(1) After the heating prescribed in
paragraph (e) of this section does not
show an increase in the components
with electrophoretic mobility similar
to that of alpha globulin that amounts
to more than b percent of the total pro-
tein.

(2) Contains legs than 5 percent pro-
tein with a sedimentation coefficient
greater than 7.0 8.
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(3) Is safe for intravenous injection.

(c) Microbial contamingtion. All proc-
essing steps shall be conducted in a
manner to minimize the risk of con-
tamination from  microorganisms,
pyrogens, or other impurities. Preserv-
atives to inhibit growth of microorga-
nismsa shall not be used during proc-
essing.

{d) Storage of bulk fraction., Bulk con-
centrate to be held more than 1 week
prior to further processing shall be
stored in clearly identified closed ves-
gels at a temperature of -5 °C or cold-
er. Any other bulk form of the product
(exclusive of the sterile hulk solnticn)
to be held more than 1 week prior to
further processing, shall be stored in
clearly identified closed vessels at a
temperature of 5 °C or colder. Any bulk
fraction to be held one week or less
prior to further processing shall be
stored in clearly identified closed ves-
sels at a temperature of b °C or colder.

() Heat treatment. Heating of the
final containers of Plasma Protein
Fraction (Human) shall begin within 24
hourg after completion of filling, Heat
treatment shall be conducted so that
the solution is heated continuously for
not less than 10 or more than 11 hours
at an attained temperature of 6040,5 °C.

(f)  Stabilizer. Either  0.08+0.016
millimole sodium  caprylate, or
0.08+0.016 millimole sodinm
acetyltryptophanate and  0.08+0.015

millimole sodium caprylate per gram
of protein shall be present as a sta-
bilizer(s). Calculations of the stabilizer
concentration may employ the labeled
value § percent for the protein con-
centration of the product.

(g) Incudbation. All final containers of
Plasma Protein Fraction (Human)
ghall be incubated at 20 to 85 °C for at
least 14 days following the heat treat-
ment prescribed in paragraph (e) of this
gsection. At the end of this incuhbation
period, each final container shall be ex-
amined and all containers showing any
indication of turbidity or microbial
contamination shall not be issued. The
contents of turbid final containers
shall be examined microscopically and
tested for sterility. If growth occurs,
the types of organisms shall be identi-
fied as to genns and the material from

§640.93

such containers shall not be used for
further manufacturing.

[42 FR 27583, May 81, 1977, as amendsed at 64
FR 263286, May 14, 1999]

§640.92 Tests on final product.

Tests shall be performed on the final
product to determine that it meets the
following standards:

(a) Protein concentration. The final
product shall be a 5.0 +0.30 percent so-
lution of protein.

(b) Protein compesition. The total pro-
tein in thé final product shall consist
of at least 83 percent albumin, and no
more than 17 percent globulins. No
more than 1 percent of the total pro-
tein shall be gamma globulin, The pro-
tein composition shall be determined
by a method that has been approved for
each manufacturer by the Director,
Center for Biologics Evaluation and
Research, Food and Drug Administra-
tion,

(¢} pH. The pH shall be 7.0 0.3 when
meagured in a solution of the final
product diluted to a concentration of 1
percent protein with 0.15 molar sodium
chloride.

(d) Sodium concentration. The sodinm
concentration of the final product shall
be 130 to 160 millisguivalents per liter.

(e) Potassium concentration. The po-
tassium oconcentration of the final
product ghall not exceed 2 milli-
equivalents per lter.

(f) Heat stability. A final container
sample of Plasma Protein Fraction
(Human) shall remain unchanged, as
determined by visual inspection, after
heating at 57 °C for 50 hours, when
compared to its control consisting of a
sample, from the same lot, which has
not undergone this heating,

[42 FR 27583, May 31, 1977, a8 amended at 49
FR, 23834, June 8, 1884; 55 FR 11013, Mar. 26,
1930; 64 FR 26286, May 14, 1999; 65 FR 13679,
Mar, 14, 2000]

§640.93 General requirements.

(a) Preservative. The final product
shall not contain a preservative.

(b) Storage of bulk solution. After all
processing steps have been completed,
the sterile bulk solution shall be stored
in a manner that will ensure the con-
tinued sterility of the product, and at a
temperature that shall not exceed the
recommended storage temperature of
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§640.94

the final product prescribed in §610.53
of this chapter,

§640.84 Labeling.

In addition to the labeling require-
ments of §§610.60, 610.61, and 610.62 of
this chapter, the container and pack-
age labels shall contain the following
information:

(&) The osmotic eguivalent in terms
of plasma, and the sodium concentra-
tion in terms of a value or a range in
millieguivalents per liter.

(b) The cautionary statement placed
in a prominent position on the label,
“Do Not Use if Turbid. Do Not Begin
Administration More than 4 Hours
After the Container Has Been En-
tered.”

[42 FR 27583, May 31, 1977, as amended at 49
FR 2244, Jan. 19, 1984; 64 FR 26286, May 14,
1599]

Subpart J—Immune Globulin
(Human)

§640.100 Immune Globulin (Human),

(a) Proper name and definition. The
proper name of this product shall be
Immune Globulin (Human). The prod-
uct is defined as a sterile solution con-
taining antibodies derived from human
plasma.

(b) Source material. The source mabe-
rial of Immune Globulin (Human) shall
be plasma recovered from Whole Blood
prepared as prescribed in §§640.1
through 640.5, or Source Plasma pre-
pared as prescribed in §§640.60 through
640.76.

(o) Additives in source material. The
source material shall contain no addi-
tives other than citrate or acid citrate
dextrose anticoagulant solution, unless
it is shown that the processing method
vields a product free of the additive to
such an extent that the safety, purity,
and potency of the product will not be
affected adversely.

[38 PR 52089, Nov. 20, 1973, as amended at 50
FR 4140, Jan. 29, 1985; 64 FR 26267, May 14,
1999]

§640.101 General requirements.

(a) Heat stability test. Approximately 2
ml. of completely processed material of
each lot shall not show any visible sign
of gelation after heating in a 12x76
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min, stoppered glass tube at 57 °C for 4
hours.

(b) pH. The pH of final container ma-
terial shall be 6.8 0.4 when measured
in a solution diluted to 1 percent pro-
tein with 0.15 molar sodium chloride.

(e¢) Turbidity. The product shall be
free of turbidity as determined by vis-
ual inspection of final containers.

(d) Date of manufacture. The date of
manufacture is the date of initiating
the last valid measles or poliomyelitis
antibody test (§640.104(h) (2) and (3))
whichever date is earlier.

(e) Labeling. In addition to complying
with all applicable labeling required in
this subchapter, labeling shall indicate
that:

(1} There is no prescribed potency for
viral hepatitis antibodies.

(2) The product is not recommended
for intravenocus administration.

[38 FR 32089, Nov. 20, 1973; 48 FR 13026, Mar.
29, 1983, 28 amended at 49 FR 23834, June 8,
1984; 50 FR 4140, Jan. 29, 1985; 51 FR 15611,
Apr, 25, 1986; 55 FR. 11013, Mar. 26, 1890; 63 FR,
16685, Apr. 6, 1998; 64 FR 26287, May 14, 1995]

§640.102 Manufacture of Immune
Globulin (Human),

(a) Processing method. The processing
method shall be one that has been
shown: (1) To be capable of concen-
trating tenfold from source material at
least two different antibodies; (2) not
to affect the integrity of the globulins;
(3) to consistently yield a product
which is safe for subcutaneous and
intramuscular injection and (4) not to
transmit viral hepatitis.

(b) Microbial contamination. Low tem-
peratures or aseptic technigues shall be
used to minimize contamination by
microorganisms. Preservatives to in-
hibit growth of microorganisms shall
not be usged during processing.

(c) Bulk storage. The globulin fraction
may be stored in bulk prior to further
processing provided it iz stored in
clearly identified hermetically closed
vesselg. Globulin as either a liguid con-
centrate or a solid and containing alco-
hol or more than 5 percent moisture
ghall be stored at a temperature of —10
°C or lower. Globulin as a solid free
from aleohel and containing less than 5
percent moisture, shall be stored at a
temperature of 0 °C or lower.
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(4) Determination of the lot. Each lot
of Immune Globulin (Human) shall rep-
resent a pooling of approximately
eqgqual amounts of material from not
less than 1,000 donors.

(e) Sterilization and heating. The fingl
product shall bhe sterilized promptly
after solution. At no time during proc-
essing shall the product be exposed to
temperatures above 45 °C, and after
gterilization the product shall not be
exposed to temperatures above 32 °C for
more than 72 hours.

{38 FR 33089, Nov. 20, 1973, as amended at 50
FR. 4140, Jan. 29, 1985; 63 FR 16685, Apr. 6,
1998; 64 FR 26287, M=y 14, 1989; 66 FR 13479,
Mar. 14, 2000; 65 FR 52018, Aug. 28, 2000]

§640.108 The final product.

(a) Final solution. The final product
shall be a 16.5 +£1.5 percent solution of
globulin containing 0.3 molar glycine
and a preservative. .

(b) Protein composition. At least 96
percent of the total protein shall be
immunoglobulin G (Ig@), as deter-
mined by a method that has been ap-
proved for each manufacturer by the
Director, Center for Biologics Evalua-
tion and Research, Food and Drug Ad-
minigtration.

[38 FR 32089, Nov. 20, 1973, as amended at 64
FR 26287, May 14, 1089]

§640,104 Potency.

(a) Antibody levels and tests. Each lot
of final preduct ghall contain at least
the minimum levels of antibodies for
diphtheria, measles, and for at least
one type of poliomyelitis. In the event
the final bulk solution is stored at a
temperature above 5 °C the antibody
level tests shall be performed after
such storage with a sample of the
stored material.

(b) Minimum [evels. The minimum
antibody levels are as follows:

(1) No less than 2 units of diphtheria
antitoxin per ml.

(2) A measles neutralizing antibody
level that, when compared with that of
a reference material designated by the
Center for Biologics Evaluation and
Research (CBER), Food and Drug Ad-
ministration, as indicated in paragraph
(¢) of this section, demonstrates ade-
quate potency. The Director, CBER,
shall notify manufacturers when a new
reference material will be used and will

§640.120

advizse manufacturers of an appropriate
antibody level taking into account a
comparison of the new reference mate-
rial to the previous reference material,
(3) A poliomyelitis Type 1, Type 2, or
Type 3 mneutralizing antibody Ilevel
that, when compared with that of a ref-
erence material designated by the Cen-
ter for Biologics Evgluation and Re-
search, Food and Drug Administration,
as indicated in paragraph (¢) of this
gection, demonsirates adequate po-
tency. The Director, CBER, shall no-
tify manufacturers when a new ref-
erence material will be used and will
advise manufacturers of an appropriate
antibody level taking into account a
comparison of the new reference mate-
rial to the previous reference material,
(¢} Reference materials. The following
reference materials shall be obtained
from the Center for Biologics Evalua-
tion and Research:
(1) Reference Immune Globulin for
correlation of measles antibody titers.
(2) BReference Immune Globulin for
correlation of poliomyelitis antibody
titers, Types 1, 2, and 3.

[38 FR 32089, Nov. 20, 1973, as amended at 39
FR 9661, Mar. 13, 1974; 49 FR 23834, Juae 8,
1984; 50 FR 4140, Jan. 29, 1985; 56 FR 11013,
Mar. 26, 1980; 63 FR 16685, Apr. 6, 1998; 64 FR.
26287, May 14, 1699]

Subpart K [Reserved]

Subpart L—Alternative Procedures

§640.120 Alternative procedures.

(a) The Director, Center for Biologics
Evaluation and Research, may approve
an exception or altermative to any re-
quirement in subchapter F of chapter I
of title 21 of the Code of Federal Regu-
lations regarding blood, blood compo-
nents, or blocd products. Requests for
such exceptions or alternatives shall
ordinarily be in writing. Licensed es-
tablishments shall submit such re-
quests in accordance with §601.12 of
this chapter. However, in limited cir-
cumstances, such requests may be
made orally and permission may be
given orally by the Director. Oral re-
quests and approvals must be promptly
followed by writben requests and writ-
ten approvals.
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(b) FDA will publish a list of ap-
proved alternative procedures and ex-
ceptiong periodically in the FEDERAL
REGISTER,

[66 FR 10423, Mar. 21, 1980, as amended ab 62
FR 39903, July 24, 19971

PART 660—ADDITIONAL STAND-
ARDS FOR DIAGNOSTIC SUB-
?EQ%CES FOR LABORATORY

Subpart A—Antibody to Hepatilis B Surface
Anfigen

Sec.

660.1 Antibody to Hepatitis B Surface Anti-
gen.

§60.2 General requirements.

660.3 Reference panel,

660.4 Potency test.

860.0 Bpecificity.

660.6 SBamples; projocols; officlal relsase.

Subpart B [Reserved]

Subpart C—Blood Grouping Reagent

660.20 Blood Grouping Reagent,

660.21 Processing.

660.22 Potency requirements with reference
preparations.

860.26 Potency tests without reference prep-
arations.

660.26 Specificity tests and avidity tests.

660.28 Labeling.

Subpart D—Reagent Red Blood Celis

660.30 Ieagent Red Blood Cells.
660.31 Suitability of the donor.
660.32 Collection of source material.
660.32 Testing of source material.
660.3¢ Processing.

660.36 Labeling.

660.36 Samples and protocols.

Subpart E—Hepalitis B Surface Antigen

660,40 Hepatitis B Surface Antigen,

660.41 Prooeessing.

660.43 Potency test.

660,44 Specificity.

660.45 Labeling,

660,48 Samples; protocols; official release.

Subpart F—Anfi-Human Globulin

660.50 Anti-Human Globulin.

660.51 Processing.

660.52 Reference preparations.

660.53 Controls for serological procedures.

860.54 Potency tests, specificity tests, tests
for heterospecific antibodies, and addi-
tional tests for nongpscific properties.

21 CFR Ch. | (4-1-10 Edition)

660.55 Labeling.

AUTHORTITY: 21 T,8,C, 321, 331, 351, 352, 353,
355, 360, 360c, 360d, 360h, 360i, 371, 372; 42
U.8.C, 216, 262, 263, 263a, 264,

CRrROSS REFERENCES: For U.S. Customs
Service regulafions relating to viruses, se-
rums, and ftoxins, see 19 CFR 12.21-12.23, For
U.8. Postal Service regulations relating to
the admisgsibility to the United States mails
see parts 124 and 125 of the Domestic Mail
Manual, that is incorporated by reference in
39 CFR part 111,

Subpart A—Antibody to Hepatitis
B Surface Antigen

§660.1 Antibody to Hepatitis B Surface
Antigen.

(a) Proper name and definition. The
proper name of this product shall be
Antibody to Hepatitis B Surface Anti-
gen. The product is defined as a prepa-
ration of serum containing antibody to
hepatitis B surface antigen.

(b} Source. The source of this product
gshall be plasma or blood, obtained
aseptically from animals immunized
with hepatitis B surface antigen, which
have met the applicable requirements
of §600.11 of this chapter, or from
human donor whoge blood is positive
for hepatitis B surface antigen.

[40 FR 29711, July 15, 1975]

§660.2 General requirements.

(a) Processing. The processing method
shall be one that has been shown to
consistently yield a specific and potent
final product free of properties which
would adversely affect the test results
when the product is tested by the
methods recommended by the manu-
facturer in the package enclosure.

(b)Y Ancillory reagents and materials.
All ancillary reagents and materials
supplied in the package with the prod-
uct shall meet generally accepted
standards of purity and quality and
shall be effectively segregated and oth-
erwise manufactured in a manner (such
as heating at 60 °C. for 10 hours) that
will reduce the risk of contaminating
the product and other biological prod-
ucts. Ancillary reagents and materials
accompanying the product which are
used in the performance of the test as
described by the manufacturer’s rec-
ommended test procedures shall have
been shown not to adversely affect the
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