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Subpart A—General Provisions

§600.2 Malling addresses.

(a) Licensed biological products regu-
lated by the Center for Blologics Evalua-
tion and Research (CBER). Unless other-
wige stated In paragraphs (¢) or (d) of

this section, or as otherwise prescribed
by FDA regulation, all submissions to
CBER referenced in parts 600 through
880 of this chapter, as applicable, must
be sent to: Document Control Center
{HFM-09), Center for Bilologics Evalua-
tion and Research, Food and Drug Ad-
ministration, 1401 Rockville Pike, suite
200N, Rockville, MD 20852-1448. Exam-
ples of such submissions inclaude: Bio-
logics license applications (BLAs) and
their amendments and supplements,
adverse experience reports, biological
product deviation reports, fatality re-
ports, and other correspondence. Bio-
logical products samples must not he
sent to this address but must be sent to
the address in paragraph (¢} of this sec-
tion,

(b) Licensed biological products regu-
lated by the Center for Drug Evaluation
and Reseqrch (CDER). Unless otherwise
stated in paragraphs (b)(1), (b)(2), (b)(8),
or (c) of this section, or as otherwise
prescribed by FDA reguilation, all sub-
missions to CDER referenced in parts
600, 601, and 610 of this chapter, as ap-
plicable, must be sent to: CDER Cen-
tral Document Room, Center for Drug
Evaluation and Research, Food and
Drug Administration, 5901B
Ammendale Rd., Beltsville, MD 20705.
Exzamples of such submissions include:
BLAS and their amendments and sup-
plements, and other correspondence.

(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., Silver Spring, MD
20993-0002.

(2) Postmarketing Adverse Ezxperience
Reporting (CDER). All postmarketing
reports required under §600.80 must be
gent to: Central Document Room, Cen-
ter for Drug Evaluation and Research,
Food and Drug Administration, 5901-B
Ammendale Rd., Beltsville, MD 20705-
1266.
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(8) Advuvertising and Promotional Label-
ing {CDER), All advertising and pro-
motional labeling supplemerts re-
quired under §601.12{f) of this chapter
mugt be sent to: Division of Drug Mar-
keting, Advertising and Communica-
tion, Center for Drug Evaluation and
Research, Food and Drug Administra-
tion, 5901-B Ammendzale Rd., Beltsville,
MD 20705-1266.

(c} Samples and Protocols for licensed
biological prodicts regulated by CBER or
CDER. (1) Biological product samples
and'or protocols, .otker than radio-
active biological product samples ard
protocois, reqguired under §§600.13,
600.22, 601.15, 610.2, 660.6, 660.36, or 660.46
of this chapter must be sent by courier
service to: Sample Custodian {ATTN:
HFM-672), Food and Drug Administra-
tion. Center for Biologics Evaluation
and Research, Bldg: NLRC-B, rm. 113,
5516 Nickholson Lane, Kensington, MD
20895. The protocol(s) may be placed in
the box used to ship the samples to
CBER. A cover letter should not be irn-
cluded when submitting the proteocol
with the sample unless it contalng per-
tinent information affecting the re-
lease of the lot.

(2 Radioactive biological products
required under §610.2 of this chapter
must be sent by courler service to:
Sample Custodian (ATTN: HFM-672),
Food and Drug Administration, Center
for Biologics Evaluation and Research,
Nicholsor Lane Research Center, co
Radiation Bafety Office, National In-
gritutes of Health, 21 Wilson Dr., rm.
107, Bethesda, MD 20892-6780.

(@) Vaccine Adverse Event Reporting
System (VAERS}. All VAERS reports as
specified in §600.80{c} must be sert to:
Vaccine Adverge Event Reporting Sys-
tem (VAERS), P.O. Box 1100, Rockville,
MD 20849-1i00.

{e) 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) Obtair updated malling addiress
information for biclogical products
regulated by CBER at
www.fda.govcberpubinguire . him, or for
biological products regulated by CDER

hitp.y
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at | h#tpriwww. fda.govicderbiologics/de-
fault.htm,

70 FR 14981, Mear, 24, 2005, a8 amended at 74
FR 13114, Mar. 23, 200§, 78 FR 15585, Apr. 2,
2013}

ErFscTvE Datre Nor=: Ar 79 FR 33080, June
10, 2014, §500.2 wee amended &s followe, effec-
tive June 19, 2015.

2. In paragraph (a) by removing the phrasse
“parsgrsphe (c) or ()" and adding In iss
place “paragraph (¢}, ehd by removing the
phrese “adverse experience reports™;

b. In paragreph (b) introductory text by re-
moving the phrese “paragraphs (b)X1), (b)(2},
‘2335, or (¢} and adding in its place “para-
graphs (o)1), (b)2), or (¢}

¢. By removing paragraph (b)2) and redes-
ignating paragraph (bx8) as paragraph (b)y2};

d. By removing parzgraph (d} and redesig-
nating parsgraphs (e) end f) as paragraphs
{d) end ce).

e, In newly redesignated paragraph (e) by
removing the Web addrees SRtp
www. fla.gevcher-pubinguire. irm™ and adding
in ite place “RiTpAwwe.do.goty
BiclogicsBlacd Vaccines/defouit.iim’” end by re-
moving the Web eddresa “Rizpiwuww.fde.gov:
cdev/iologicadefoult itm™ and 2dding in its
place ‘At www. fda.gorDrugs/defoult. him™.

§600.3 Definitions.

As used in this subchapter:

{a} Act means the Pubiic Health Serv-
ice Act (58 Stat. 632), approved July 1,
1944,

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

(e} Commissioner of Food and Drugs
megns the Commissioner of the Food
and Drug Administration.

{d) Center for Biologics Evaluation and
Research meang Center for Biologics
Evaluation ard Research of the Food
and Drug Admiristration.

(e} Siate means a State or the Dis-
trict of Columbia, Puerto Rico, or the
Virgin Islands.

(f3 Possession includes among other
possesgiors, Puerto Rico and the Vir-
gin Islands.

(g) Products includes biological prod-
ucts and trivelent organic arsenicals.

(R} Biologica! product means any
virus, therapeutic serum, toxin, anti-
toxin, or analogous product applicable
to the prevention, treatment or cure of
diseases or injuries of man:
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(1) A virus is interpreted to be a prod-
uct contalning the minute living caunse
of an Infectious disease and includes
but 18 not limited to filterable viruses,
bacteria, rickettsia, fungi, and pro-
tozoa.

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

(8) A toxin 1s 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 thersin another
soluble substance which gspecifically
neutralizes the polsonous substance
and which is demonstrable in the
serum of the animal thus immunized.

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

(5} A product is analogous:

(1) To a virus if prepared from or with
a virus or agent actually or potentially
infectious, without regard to the de-
gree of virulence or toxicogenicity of
the gpecific strain used.

(il) To a therapeutic serum, if com-
posed of whole bloed 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
DProcess,

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

(1) A product is deemed applicable to
the prevention, treaiment, or cure of dis-
eases or injuries of man Irrespective of
the mode of administrgtion or applica-
tlon recommended, including uge when
intended through administration or ap-
plication to a person as an aid in diag-
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nosis, or in evaluating 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, a8 applied to a prod-
uct, means the name designated in the
license for use upon each package of
the product.

(1) Dating period meansg the period be-
yond which the product cannot be ex-
pected beyond reascnable doubt to
vield its specific results.

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

(h) The word standards means speci-
fications and procedures applicable to
ah establishment or to the manufac-
ture or release of products, which are
prescribed in this subchapter or estab-
lished in the biclogics license applica-
tion designed to insure the continued
safety, purity, and potency of such
products.

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

(p) The word safety means the rel-
ative freedom from harmful effect to
persons affected, directly or indirectly,
by & product when prudently adminis-
tered, taking Into consideration the
character of the product in relation to
the condition of the recipient at the
time.

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

(r) Purity means relative freedom
from extraneous matter in the finished
product, whether or not harmful to the
recipient or deleterious to the product.
Pyrity inclndes but is not limited to
relative freedom from residual mois-
ture or other volatile substances and
pyrogenic substances.

(s) The word potency is interpreted to
mean the specific ability or capacity of
the produet, as Indicated by appro-
priate laboratory tests or by ade-
quately controlled clinical data ob-
tained through the administration of
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the product in the manner intended, to
effect a glven result.

(t) Marufacturer means any legal per-
sor or entity engaged in the manufac-
ture of a product subject 0 license
under the act; “Manufacturer” also in-
cludes any legal person or entity who
is an applicant for a license where the
applicant assumes respohsibility for
compliarce with the applicabie product
and establishment stancdards.

(u) Manufacture 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) Lecation includes all buildings,
appurtenances, equipment and animals
uged, and personnel engaged by a man-
ufacturer within a particular area des-
ignated by an address adeguate 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 idenrtified by the manu-
facturer as having been thoroughly
mizxed in a single vessel.

(¥) A filing refers o a group of final
containers identical ir all respects,
which have been filied with the same
product from the same bulk lot with-
out any change that will affect the irn-
tegrity of the fliling assembly.

(z) Process refers to & manufacturing
step that is performed on the product
izself which may affect irs safety, pu-
rity or potency, inm contrast tc such
manufacturing steps which do not af-
fect intrinsically the safety, purity or
potency of the product.

{aq) Selling agent or distribufor means
any person engaged in the urrestricted
distribation, other than by =ale at re-
tail, of products subject to license.

(bb) Container (referred tc also as
“final container’”) is the immediate
urit, bottle, viai, ampule, tube, or
other receptacle containing the prod-
uct as distriputed for saie, barter, or
exchange.

(ce) Package means the immediate
carton, receptacle, or wrapper, includ-
ing ail labeling matter thereln and
thereon, and the contents of the one or
movre enclosed containers. If no pack-
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age, ag defired in the preceding sen-
tence, 1s used, the container shall be
deemed to be the package.

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

(ee) Radioactive biological product
means a biological product which is la-
beled with a radionuclide or intended
goleiy to Dbe labeled with a radio-
nuclide.

(f€) 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 & change in an approved license
application.

(hh) Distributed means the blolegical
product has left the contrel of the 1i-
censed manufacturer.

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

(i) Assess the effects of the change, &8
used in §601.12 of this chapter, means
te evaluate the effects of a manufac-
turing change on the identirty,
strength. quality, purity, and potency
of a product as these factors may re-
late to the safety or effectiveness of
the producet.

{kk) Specification, as ased In §601.12 of
this chapter, means thie quality stand-
ard (l.e., tesis, amalytical procedures,
and acceptance criteria) provided in an
approved application to confirm the
quality of produets, intermediates, raw
materials, reagents, components, in-
process materials, container closure
syetems, and other materialg used in
the production of a product., For the
purpose of this definltion, acceptance
criteric means rumericel limits, ranges,
or other criteria for the tests de-
scribed.

{11) Complete response letier means a
written communication to an appiicant
from FDA usually describing ali of the
deficiencies that the agenicy has identi-
fied in a blologics license appiication
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or supplement that must be satisfac-
torily addressed before it can be ap-
proved.

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

[38 FR, 32048, Nov. 20, 1873, as amended at 40
FR 21313, July 25, 1975; 55 FR 11014, Mar, 28,
1990; 51 FR 24232, May 14, 1998; 62 FR 39901,
July 24, 1887, 84 FR 56449, Oct. 20, 1989; 66 FR
66634, Nov. 7, 2000; 68 FR 18766, Apr. 8, 2004; 70
FR 14982, Mar. 24, 2005; 73 FR 39610, July 10,
2008; 77 FR 26174, May 3, 2012]

Subpart B—Establishment
Standards

§600.10 Persomnnel.

(a) [Reserved]

(b) Personnel. Personnel shall have
capabilities commensurate with thelr
assigned functions, a thorough under-
gtanding of the manufacturing oper-
ations which they perform, the nec-
eggary training and experience relating
to Individual products, and adequate
information concerning the application
of the pertinent provisicne of this sub-
chapter to thelr respective functions.
Personnel shall include such profes-
glonally trained persons as are mec-
essary to ilnsure the competent per-
formance of all manufacturing proc-
eases,

() Restrictions on personnel—{1) Spe-
cific duties. Persons whoge 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 operations shall wear
clean or sterilized protective clothing
and devices to the extent necessary to
protect the product from contamina-
tilon.

(8) Pathogenic viruses and spore-form-
ing organisms. Persons working with vi-
ruses pathogenlc for man or with
spore-forming microorganisms, and
persong engaged in the care of animals

§600.11

or animal guarters, 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.

(1) Live vaccine work areas. Persons
may not enter a live vacclne processing
area after having worked with other in-
fectious agents in any other laboratory
during the same working day. Only
persons actually concerned with propa-
gation of the culture, production of the
vacclhe, and unit maintenance, ghall he
allowed in 1live vaccine processing
areas 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 shoes, shall
be replaced or covered by suitable lab-
oratory clothing before entering a live
vaccine processing unit. Persons caring
for animals used in the manufacture of
live vaccines shall be excluded from
other animal querters and from con-
tact with other animals during the
same working day.

[38 FR 32048, Nov. 20, 1973, as amended at 48
FR 23833, June §, 1984; 556 FR 11014, Mar. 26,
1990; 62 FR 53538, Oct. 15, 1897; 68 FR 75119,
Dec. 30, 2003]

§600.11 Physical establishment, equip-
ment, animals, and care. t' P

() Work areas. All roomas and work
areas where products are manufactured
or stored shall be kept orderly, clean,
and free of dirt, dust, vermin and ob-
jects not required for manufacturing.
Precautions shall be taken to avoid
clogging and back-siphonage of drain-
age systems. Precautions shall be
taken to exclude extraneous infectious
agents from manufacturing areas.
Work rooms shall be well lighted and
ventiiated. The ventilation system
ghall be arranged so as to prevent the
dissemination of microorganisms from
one manufacturing area to another and
to avoid other conditions unfavorable
to the safety of the product. Filling
rooms, and other rooms where open,
sterlle operations are conducted, shall
he adequate to meet manufacturing
needs and such rooms shall be con-
structed and equipped to permit thor-
ough cleaning and t¢ keep air-borne



§600.11

contaminants at a minimam. If such
rocms 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 malntained at temperatures
within applicable ranges and shall be
free of extraneous material which
might affect the safety of the product.

(b) Equipment. Apparatus for steri-
lizing equipment and the method of op-
eration sghall be guch as to insure the
destruction of confamirating micro-
organieme. The effectiveness of the
sterilization procedure shall be no less
than that achieved by an attained tem-
perature of 121.5 °C maintained for 26
minutes by saturated steam or by an
attained temperature of 170 °C main-
tained for 2 hours with dry heat. Proc-
essing and storage containers, filters,
filling apparatus, and other pleces of
apparatus and accessory egulpment, 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 otker ma-
terials that wil! hasten the deteriora-
tion of the product or otherwise render
it iess suitable for the intended use.
For preoducts for wkich sterility is a
factor, equipment shall be steriie, un-
less sterility of the product is assured
by subsequent procedures.

(¢) Laboratory and bleeding rooms.
Rooms used for the processing of prod-
acts, including bleeding rooms, shall be
effectively fly-proofed and kept free of
flies and vermir. Such rooms shall be
s0 constructed as to insure freedom
from dust, smoxe and other deleterious
substarces and to permit thorough
cleaning and disinfection. Rooms for
animal injection and bleeding, and
rooms for smallpox vaccine animalg,
shall be disinfected and be provided
with the necessary water, electrical
and other services.

(d) Animal! guorters and stables. Ani-
mal quarters, stables and food atorage
areas shall ke of appropriate constrac-
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

10

21 CFR Ch. | (4-1-15 Edilion)

on the premises, nor shall the estab-
lishment be located in close proximity
1o off-property manure or refuse stor-
age capable of engendering fly breed-
ing.

(e) Restricticns on building and eguip-
ment use—(1; Work of a diagnostic na-
ture. Laboratory procedures of a clin-
ical diagrnostic nature irvolving mate-
rials that may be contaminated, shall
not be performed in space used for the
manufacture of products except that
manufacturing space which is used
only oceasionally may be used for diag-
noatic work provided spors-forming
pathogenic microorganisms are not in-
volved and provided the gpace is thor-
onghly cleaned and disinfected before
the manufacture of products is re-
sumed.

(2) Spore-forming srgantsms for supple-
mental sterilization procedure control tes?t.
Spore-forming organisms used as an
additional control in sterilization pro-
cedures mayx be introduced into areas
used for the manufacture of products,
only for the purposes of the test and
only immediately before use for such
purposes: Provided, That {1} the orga-
nism 1is not pathogenic for man or ani-
mals and dees not produce pyrogens or
toxins, (i) the culture is demonstrated
to be pure, ¢iii) transfer of test cultures
to culture media ghail be limited to the
steriiity test area or areas designated
for work with gpore-forming orga-
nigms, (iv) each culture be labeled with
the name of the microcrganism 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.

(8) Werk with spore-forming microorga-
nisms. (1) Manufacturing processes
using spore-forming microorganisms
conducted in a multiproduct marufac-
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 iz conducted in a multi-
product manufacturing bullding., All
product and personnel movement be-
tween the area where the spore-form-
ing microorganisms are manufactured
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and other manufacturing arsas must be
conducted under conditions that will
prevent the introduction of spores into
other areas of the facility.

(il) f process containment iz em-
ployed in a multiproduct manufac-
turing area, procedures must be in
place to demongtrate adequate removal
of the spore-forming microorganism(s)
from the manufacturing area for subse-
quent manufacture of other products.
These procedures must provide for ade-
quate removal or decontamination of
the spore-forming microorganisms on
and within manufacturing equipment,
facilities, and ancillary room items as
well a8 the removal of disposable or
product dedicated items from the man-
ufacturing area. Environmental moni-
toring specific for the spore-forming
microorganism(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-
clne processing must be performed
under appropriate controls to prevent
cross contamination of other products
and other manufacturing areas within
the building. Appropriate controis
must include, at a minimum:

(iXA) Using a dedicated manufac-
turing area that is either in a separate
building, in a separate wing of a build-
ing, or in quarters at the blind end of &
corridor and includes adequate space
and equipment for all processing ateps
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
straine or the use of tissue culture cell
lines other than primary cultures in
space used for processing live vaccine;
or

(1) If manufacturing is conducted in
a multiproduct manufacturing bullding
or area, using procedural controls, and
where necessary, process containment.
Process containment is deemed to be
necessary unless procedural controls
are sufficient to prevent croas contami-
nation of other products and other
manufacturing areas within the build-
ing. Process containment i1s a system
designed to mechanically isolate equip-
ment or an area that involves manufac-

11
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turing using live vaccine organisms.
All product, equipment, and personnel
movement between distinct live wvac-
cine procesging areas and hetween 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 introdmction of live vaccine orga-
niems into other areas. In addition,
written procedures and effective proe-
esses must be 1n 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 procesges to remove
or decontaminate live vaccine orga-
nisms have been followed.

(8) Egquipment and supplies—contami-
nation. Equipment and supplies used in
work on or otherwise exposed to any
pathogenic or potentially pathogenic
agent shall be kept separated from
equipment and supplies used in the
manufacture of products to the extent
necessary L0 prevent cross-contamina-
tion.

(f) Animals used in manufacture—(1)
Care of animals used in manufacturing.
Caretakers ahd attendants for animals
uged for the manufacture of products
ghall be sufficlent in number and have
adequate experience to insure adequate
care. Animal quarters and cages shall
be kept in sanitary condition. Animals
on production shall be inspected daily
t0 observe response to production pro-
cedures. Animals that become ill for
reasons not related to production shall
be isolated from other animala and
ghall not be used for production until
recovery 18 complete. Competent vet-
erinary care shall be provided as need-
ed.

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

{11} Quarantine of monkeys. In addi-
tion to observing the pertinent general
quarantine reguirements, monkeys
used as a source of tissue in the manu-
faoture of vaccine shall be maintained
in quarantine for at least ¢ weeks prior
to use, except when otherwise provided
in this part. Only monkeys that have
reac:ied negatively to tuberculin at the
start of the quarantine period and
again within 2 weeks prior to use shall
e used in the manufacture of vaccine.
Due precaution shall be taken T¢ pre-
vent cross-infection from any infected
or potentially infected monieys on the
premises. Monkeys to be used in the
marufactare of a live vaccine shall be
maintained throughout the quarantine
period in cages closed on all sides with
so0ild materials except the front which
shail be screened, with no more than
two monzeys housed in one cage. Cage
mates skall not ve interchanged.

8) Immunization against ‘lefanus.
Horzes and other animals susceptible
to tetanus, that are used in the proc-
essing steps of the manufacture of bio-
logical products, shkall be treated ade-
quately o maintain immunity to tet-
anus.

4y Immunization and bleeding of ani-
mals used as a source of products. Toxins
or other nonviable antigens adminis-
sered in the immunization of animals
uged in the manufacture of products
shall be sterile. Viable antigens, when
go uked, shall be free of contaminants,
as detsrmined by appropriate tests
prior to use. Injections shall rot ve
made into horses within 6 inckes of
bleeding site. Horses shall not be bled
for manufacturing purposes while
showing persigtent general reacrion or
local reaction near the gite of bleeding.
Blood shall not be usged if it was drawn
within 5 days of injecting the animals
with viable microorganizms. Animalg
ghall rot be bled for manufacturing
purposes wWhen they have an intercur-
rent disease. Blood intended for use as
a source of a biological product gkall
be collected in clean, sterfle vessels.
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When the preduct 15 intended for use
by injection, such vessels shall also be
pyrogen-free.

(8} [Reserved]

(6) Reporiing of certain diseases. In
cases of actual or suspected infection
with foot and mouth disease, glanders,
tetanus, anthrax, gas gangrene, equine
infectious anemia; equine
encephalomyelitis, or any of the pock
diseages among animals intended for
use or used in the manufaciure of prod-
uctg, the manufacturer shail imme-
diavely notify the Director, Center for
Biclogics Evaluation and Research or
tne Director, Center for Drug Evalua-
tion and Research (see mailing address-
eg in §600.2).

M) Monkeys used previously for exrperi-
mental or fest purposes. Monrkeys that
have been used previously for experi-
mental or test purposes with live
microbiological agents shall rot be
used as a source of kidney tissue for
the marufacture of vaccine. Except as
provided otherwige in this subchapter,
monkeys that have been used pre-
vionsiy for other experimental or test
purposes may be used as a source of
kidney tigsue upon their return to a
normal condition, provided all quar-
antine requirements have been met.

(8) Necropsy examination of monkeys.
Each monkey used in the manufacture
of vaccine shall be examined at ne-
cropsy under the direction of a quali-
fied pathologist, physician., or veteri-
narian having experience with diseases
of monkeys, for evidence of ill health,
particulariy for (1) evidence of tuber-
culosie, (ii) presence of herpes-like le-
siors, including eruptioms or plagues
on or around the lips, in the buccal
cavity or on the gums, and (iil) signs of
conjunctivitis. If there are any such
signs or other significant gross patho-
iogical lesions, the tissue shall not be
used in the manufacture of vaceine.

{g) Filling procedures. Filling proce-
dures shall be such a8 will not affect
adversely the safety, purity or potency
of the product.

&Y Containers and closures. All final
containers and closures shall be made
of material that will not haster the de-
terioraticn of tie product or otherwise
render it lesg suitable for the intended
use. All final containers and closures
shall be ciean and free of surface solids,
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leachable contaminants and other ma-
terials that will hasten the deterlora-
tion of the product or otherwise render
it less suitable fer 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 clogures for products intended for
use by injeetlon shall be sterile and
free from pyrogens. Except as other-
wise provided in the regulations of this
subchapter, final containers for prod-
uets intended for use by injection shall
be colorless and sufficiently trans-
parent to permit visual examination of
the contents under normal light. As
soon ag possible after filling final con-
tainers shall be labeled a8 prescribed in
§610.60 et seq. 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 inside and outside
with af least the name of the product,
the lot number, and the filling identi-
fication.

[38 FR 32048, Nov. 20, 1073, as amended at 41
FR 10428, Mar. 11, 1876; 49 FR. 23833, June 8,
1984; 55 FR 11018, Mar. 25, 1990; 68 FR 75119,
Dec. 30, 2003; 70 FR 14983, Mar. 24, 2005; 72 FR
59003, Oct. 18, 2007]

§600.12 Records.

(a) Maintenance of records. Records
shall be made, concurrently with the
performance, of each step in the mann-
facture and distribution of products, in
such a manner that at any time succes-
glve steps in the manufacture and dis-
tribution of any lot may be traced by
an inspector. Such records shall be leg-
ible and indelible, shall identify the
person immedlately responsible, shall
include dates of the varlous steps, and
be a8 detailed as necessary for clear un-
derstanding of each step by cne experi-
enced in the manufacture of products.

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

(8) 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 Blologics Evaluation and Re-
goearch 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 by
reason of which the distribution of the
product would constitute a danger to
health,

(8) Suspension of requirement for reten-
tion. The Director, Center for Biologlcs
Evaluation and Research or the Direc-
tor, Center for Drug Evaluation and
Research, may guthorize 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 wers made: Pro-
vided, That a summary of such records
shall be retained.

(¢) Records of sterilization of equipment
and supplies. Records relating t0 the
mode of sterilization, date, duration,
temperature and other conditions re-
lating to each sterilization of equip-
ment and supplies used in the proc-
essing of products shall he made by
means of automatic recording devices
or by means of a system of recording
which glves equivalent assurance of the
accuracy and reliability of the record.
Such records shall be maintained in a
manner that permits an identification
of the product with the particular man-
ufacturing process to which the steri-
lization relates.

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

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

[38 FR 32048, Nov. 20, 1673, 23
FR 23833, June 8, 1984; 535 FR
1880; 70 FR 14982, Mar. 24, 2005]

amended £t 49
11013, Mear. 23,

§600.13 Retention samples.

Manufacturers shall resain for a pe-
riod of at least 6 months after the expi-
ration date, unless a different time pe-
riod is specified in addirional stand-
ards, a guantity of representative ma-
terial of each lot of each product, suffi-
cient for examination and tessing for
safery and potency, except Wkole
Blood, Cryoprecipitated AHF, Plate-
lets, Red Biood Celis, Plasma, and
Source Plasma and Allergenic Products
prepared to a physician’s preseription.
Samples so retained shall be selected
at random from either final container
material, or from bulk andé finai 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 as intended for
digtribution. Such sample material
shal: 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 shail be ir additien teo
sampies of specific products required to
be submitted to the Center for Bio-
logice Evaluzation and Research or the
Center for Drug Evaluation and Re-
gearch {see malling addresses in §600.2).
Exceptions may be authorized by the
Director, Center for Blologics Evalua-
tion and Research or the Director, Cen-
ter for Drug Evaluation and Research,
when tke lot yields relatively few final
containers and when such lots are pre-
pared by thke same method in large
number and in close succession.

{41 FR 10428, Mar. 11, 1878, a3 amended at 49
FR 22833, June 8, 1984; 50 FR 4133, Jan. 2,
1985; 55 FR 11013, Mar. 25, 1550; 70 FR 14982,
Mar. 24, 2005]
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§600.14 Reportin
uct deviations
turers.

{a) Who must report under this section?
1) You, the manufacturer who holds
the biological product license and who
had control over the product when tie.
deviation occurred, must report under
this section. If you arrange for another
person to performm & manufacturing,
holdirg, 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 recelving information
from that person orn all deviations,
complaints, and adverse events con-
cerning the affected product.

(2} Exceptions:

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

{i1) Persons who manufacture blood
and blood components, including li-
censed marufacturers, unilcensed reg-
istered blocod establishments, and
transfusion services, do not report bio-
logical product deviations for those
prodacts under this seetion butr must
report under §606.171 of this chapter;

(111} Persons who manufacture Source
Plasma or any cther blood component
and use that Source Plasma or any
other blood component in the further
manufacture of arcother licensed bio-
logical product must report:

{A) Under §606.171 of this chapter, ifa
biclogical product deviation oceurs
during the manufacture of that Source
Plasma or any other blood component;
or

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

(o) What do I report under this section?
You must report any event, and irfor-
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

of biological prod-
¥ licensed manufac-
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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 thaft
may affect the safety, purity, or po-
tency of that product; or

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

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

(2) Involves a distributed biological
product.

(c) When do I report under this section?
You should report a biclogical 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
a manufacturing, holding, or distribn-
tion step under your control, acquire
information reasonably suggesting
that a reportable event has ocourred. .

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

(&) Where de I report under this section?
(1) For biological products regulated by
the Center for Biologics Evaluation
and Research (CBER), send the com-
pleted Form FDA-3486 to the Director,

§600.15

Quality (HFM-600) (see malling ad-
dresses in §600.2), or an electronic fil-
ing through CBER's Web site at hitp:/
www.fda.gov/cber/biodev/biodev. hitm.

(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 maillng addresses
in §600.2). CDER does not currently ac-
cept electronic filings.

(8) If you make a paper filing, you
should identify on the envelope that a
biological product deviation report
(BPDR) is enclosed.

(i) 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 and of
this chapter.

[86 FR 666234, Nov, 7, 2000, a8 amended at 70
FR 14882, Mar, 24, 2006]

§600.15 Temperatures
ment.
The following products shall be main-
tained during shipment at the specified
temperatures:

during ship-

Office of Compliance and Biologlcs (a) Productz.
Product Temperature

Cryoprecipltated AHF —18 °C or coldar.

Measles and Rubella Virus Vaoclna Live ... . | 30°C or colder.

Measles Live and Smallpox V: De.

Measles, Mumps, and Rubella Virus Vaccine Live .. De.

Measles and Mumps Virus Vaccine Live . De.

Measles Vitus Vaceine Live . De.

Mumps Virus Vaccine Live Do.

Fresh Frozen Plasma —18 °C or colder.

Ligquid Plasma 1to 10 °C.

Plasma =18 *C or celder.

Platslat Rich Plagmia

Platelats

Between 1 and 10 °C If the label indicates storage between 1 and 6
°C, or all reasonable methods fo maintaln the temperature as cloge
&% possible to o range between 20 and 24 °C, If tha label indicales
storage between 20 and 24 °C.

Bely 1 and 10 °G if the labal Indlcates storage between 1 and &

Paliovirus Vaccine Live Oral Trivalent
Poliovirus Vaccine Live Oral Type | ...
Paliovirus Vaccine Live Oral Type Il ..
Poliovirus Vaccine Live Oral Type Il ......

°C, or all reascnable methods to maintain the temperature as close
as possible to a range between 20 to 24 °C, rr the label indicates
storage between 20 and 24 °C.

. | 0°C or colder.
De.

De.
Do.
11 and 10 °C.

Red Blood Cells {llquid product)
Red Blood Cells Frozen
Rubslla and Mumpe Virue Vaccine Live
Rubslla Virus Veccine Live
Smallpox Vaccine (Liquid Praduct)

Source Plasma

—85 °C or colder,

. | 10 °C ¢r colder.

Do.

- | @ =C or colder.

—5 °C or colder.

15
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Broduct

Temparsture

Sourca Plasma Liquid
Whole Blood ..

. 1 10°C or coider.
ocs thet is transpeded fom the coilecting “acilty o the processing

faciity shei be wTansocttad in ar ervirormen: cacacle of cantnu-
ously cocliing the Diood oward & temperatire range of 110 10 °C,
cr & g temparatiure &8 CC8e as LoSSIZle w20 o 24 °C for @ penod
1z ta excees & kours. Bloga ‘ranspsnea o the storage facility
snell te paced n & appropriate environment o mainian & lem-
reratirg range cetweer 1 to 16 °C curing shipment.

Yellow Fever Vaccine

.. | 0°C er colger,

(b) Ezemptions. Exemptiors or modi-
fications shall be made only upon writ-
ten approval, in the form of a supple-
ment to the bioleglcs Heense applica-
tion, approved by the Director, Center
for Biologice Evaluation and Research.

3¢ FR 36872, Nov. 12, 1974, as amended &% 49
FR 23833, June 8, 1984; 50 FR 4133, Jan. 29,
1985; 30 FR 9000, Mar. 6, 1986; 56 F'R, 11013,
Mar. 26, 1990; 59 FR 49351, Sept. 28, 1864; 54 FR
56448, Oct. 20, 1999]

Subpart C—Establishment
Inspection

§600.20 Inspectors.

Inspections skall be made by an offi-
cer of the Food and Drug Administra-
tion having special knowledge of the
metnods 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.

738 FR 32048, Nov. 20, 1978!

§600.21 Time of inspection.

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

738 FR 32048, Nov. 20, 1978, as amended at 48
FR 26314, June 7, 1983; 64 FR 56440, Oct. 20,
19897

§600.22 Duties of inspector.

The inspector shall:

{a} Call upon the active head of the
establistment, stating the object of his
vigit,

{1 Interrogate the proprietor or
other personnel of the establishment as
he may deem necessary,

(¢} Examine the details of location,
construction, eqguipment and mainte-
rance, including stables, barns, ware-
houses, manufacturing laboratories,
bleeding clinics maintained for the col-
lection of human blood, shipping
rooms, record rooms, and any other
structure or appliance used in ary part
of the marufacture of a product,

(@) Investigate as fally as he deems
necessary the methods of propagation,
proceesing, testing, storing, dispensing,
recording, or other details of manufac-
ture and distribution of each licensed
product, or preduct for whick a license
has been reguested, including observa-
tion of these procedures in actual oper-
ation,

(e} Obtain and cause to be sent to the
Director, Center for Biologics Evalua-
tion and Research or the Director, Cen-
ter for Drug Evsluation 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 altertion of the man-
ufacturer any fault cbeerved in the
course of inspection in loecazrion, con-
atruction, manufacturing methods, or
administration of a licensed egtablish-
ment which might lead to impairment
of a product,
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(g) Inspect and copy, as cir-
cumstances may require, 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 licemss or any license pre-
viously issued.

[38 IR 32048, Nov. 20, 1973, as amended at 49
FR 23833, June 8, 1884; 55 FR 11018, Mar. 26,
1980; 70 FR. 14582, Mar. 24, 2005]

Subpart D—Reporting of Adverse
Expeliencgs

SOURCE: 69 FR 54042, Oct. 27, 1994, unless
otherwise noted.

§600.80 Postmarketing reporting of
adverse experiences.

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

Aduverse experience. Any adverse event
agsociated with the use of a biological
product in humans, whether or not
consldered product related, including
the following: An adverse event occur-
ring in the course of the use of a bio-
loglcal product in professional prac-
tice; an adverse event occurring from
overdose of the preduct whether acci-
dental or intentional; an adverse event
occurring from abuse of the product; an
adverse event ocourring from with-
drawal of the product; and any fatlure
of expected pharmacologlcal action.

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

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

Life-threatening adverse experience.
Any adverse experlence that places the
patient, in the view of the initizl re-
porter, at Ilmmediate 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
caused death.

Serious adverse experience. Any ad-
verse experience occurring at any dose
that results ln any of the followlng
outcomes: Death, a life-threatening ad-
verse experience, inpatient hospitaliza~
tion or prolongation of existing hos-
pitalization, a persistent or significant
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digability/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
upen appropriate medical judgment,
they may Jeopardize the patient or sub-
ject and may require medical or sur-
gloal 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 convul-
slons that do not result in inpatient
hospitelization, or the development of
drug dependency or drug abuse,

Unezxpecled adverse experience: Any ad-
verse experience that is not listed in
the current labeling for the biclogical
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 virtne 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 virtue of greater
specificlty) if the labeling only listed
cerebral vasoular accidents. ‘““Unex-
pected,” as used in this definition, re-
fers to an adverse experience that has
not been previously cobserved (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 experiences. Any
person having a blologics license under
§601.20 of this chapter shall promptly
review all adveree experience informa-
tion pertalning to its product obtained
or otherwise received by the licensed
manufacturer from any gource, foreign
or domestic, including information de-
rived from commercial marketing ex-
perience, postmarketing clinical inves-
tigations, postmarketing epidemiolog-
ical/surveillance studies, reports in the
geientific Uterature, and unpublished
scientific papers. Licensed manufactur-
ers are not required to resubmit to
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FDA adverse product experience re-
ports forwarded 1o the liceraed manu-
facturer by FDA; licensed manufactur-
ers, however, mugt submit all followup
information on such reports to FDA.
Any person subiect to the reporting re-
quirements under paragraph {c} of this
section shall also develop written pro-
cedures for the surveillance, receipt,
evaluation, and reporting of post-
marketing adverse experiences to FDA.

{¢) Reporting requiremenis. The ii-
cenzed manufacturer shall report to
FDA adverse experience informartion,
as described in this section. The 1i-
censed manufacturer shall submit two
coples of each report described in this
section for nonvaccine biological prod-
ucts to the Center for Biologics Eval-
uation and Research (HFAM-210), or to
the Center for Drug Evalzation and Re-
search (see mailing addresses ix §600.2).
Submis all vaccine adverse experience
reports to: Vaccine Adverse Event Re-
porting System (VAERS) (see malling
addresses in §600.2). FDA may walve
the requirement for toe second copy in
appropriate Instances.

1)1y Postmarketing 15-day *'Alerf re-
ports”. The licensed manufactarer shall
report each adverse experience that is
both serious and unexpected, whether
foreign or domestic, as soon as possible
but in no case lgter than 15 calendar
days of lnitia! receipt of the informa-
tion by the licersed marufacturer.

(i1} Postmarketing 15-day “Alert ve-
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 information or as requested by
FDA. If additional information is not
obtainable, records should be main-
tained of the unsuccessful steps taken
to seek additional information. Post-
marketing 15-day Alert reports and
followups to them shall be submitted
under separate cover,

(ii1) Submission of reports. The re-
guirements of paragraphs (c){1)({) and
(e)1)(1:) of this section, concerning the
submission of postmarketing 15-day
Alert reports, shall also apply 0 any
persor whose name appears on the
label of a licensed biological product as
& manufacturer, packer, distriburor,
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shared manufacturer, jolnt 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 (e)1){1} and (e}1){I) of
this section, obligationa of persons
other than the licensed manufacturer
of the final biologleal product may be
met by submission of all reports of se-
ripus adverse experiences to the 11-
censed manufacturer of the final prod-
uct. If a person elects to submit ad-
verse experience reports to the licensed
manufacturer of the firal product rath-
er than to FDA, the perscm 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 requlrements of this
section. Under this circumstance, a
person who elects to submit reports to
the licenszed manufacturer of the final
product shall maintain a record of this
action which shall include:

(A) A copy of ali adverse blological
product experience reports submitred
to the licensed manufacturer of the
firal product;

(B} The date the report was received
by the person;

{CY 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. Each report
submitted under this paragraph shall
bear prominent identification as to its
contents, ie., ““15-day Alert report,” or
“15-day Alert report-follownp.”

(2) Periodic adverse experience reporis.
(}) The licenzed manufacturer shall re-
port each adverse experience not re-
ported under paragraph (c)/1XI) of this
section at quarterly intervals. for 3
yvears from the date of issuance of the
biologics license, and then at annual
intervals. The llcensed manufacturer
shal: submit each quarterly report
within 30 days of the close of the quar-
ter (the flrst guarter beginning on the
date of issuance of the biotogics 1i-
cense) and each annual report within 60
days of the anniversary date of the
issuance of the biclogics lHeense, Upon
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written notice, FDA may extend or re-
establish the requirement that a 1i-
censed manufacturer submit quarterly
reports, or require that the Iicensed
manufacturer submit reports under
this section at different times than
thoee stated. Followup information to
adverse experlences 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-
ysls of the information in the report
and ah ahalysis of the 15-day Alert re-
ports submitted during the reporting
interval (all 15-day Alert reports being
appropriately referenced by the Ili-
censed menufacturer's patient identi-
fication number, adverse reaction
termis), and date of submission to
FDA); .

{B) A form designated for Adverse
Experience Reporting by FDA for each
adverse experience not reported under
paragraph (¢)(1)(i) of this section (with
an index conslsting of & Iine listing of
the licensed manufacturer’s patient
identification number and adverse re-
action term(s)); and

(C) A history of actiong taken since
the lagt report because of adverse expe-
riences (for example, labeling changes
or studies initiated).

(lii) Periodic reporting, except for in-
formation regarding 15-day Alert re-
ports, does not apply to adverse experi-
ence Information obtalned from post-
marketing studies (whether or not con-
ducted under an investigational new
drug application), from reports in the
acientific literaturs, and from foreign
marketing experience.

(Q) Scientific lterature. (1) A 15-day
Alert report based on information from
the sclentific Hterature shall be ac-
companied by a copy of the publighed
article. The 15-day Alert reporting re-
quirements in paragraph (c)(1){1) of this
gection (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 Ht-
erature shall be submitted on the re-
porting form designated by FDA or
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comparable format as prescribed by
paragraph (f} of this section. In cases
where the licensed manufacturer be-
lieves that preparing the form des-
ignated by FDA constitutes an undue
hardship, the Iicensed 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 to sub-
mit a 15-day Alert report under para-
graph {c) of this section for an adverss
experience obtained from a post-
marketing clinical study (whether or
not conducted ander a blologleal 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 shall
separate and clearly mark reports of
adverse experiences that occur during a
postmarketing study as bheing distinet
from those experiences that are being
reported spontaneously to the licensed
manufacturer.

(f) Reporiing forms. (1) Except ag pro-
vided in paragraph (f)(3) of this section,
the licensed manufacturer shall com-
plete the reporting form designated by
FDA for each report of an adverse expe-
rience (FDA Form 3800A, or, for vac-
cines, & VAERS form; foreign events
including those associated with the use
of vaccines, may be submitted either
cn 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 Usting)
provided that:

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

(if) 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 Biostatigtics and Eplde-
miology.
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(4) Copies of the reporting form des-
ignated by FDA (FDA-3500A) for non-
vacceine viological products may be ob-
tained from Attpwww. fda.gey:
medwatch getforms.htm. Additional sup-
plies of the form may be obtained from
the Consolidated Forms and Publica-
tions Distriburion Center, 3222 Hubbard
Rd., Landover, MD 20785, Supplies of
the VAERS form may be obtained from
VAERS by calling 1-B00-822-T967.

(g) Multiple reports. A licensed manu-
facturer should not include i reports
under this section any adverse experi-
ence that occurred in clinical trials if
they were previcusly submitted as part
of the biologics license application. If a
report refers to more than one bioclogi-
cal product merketed by a licensed
manufacturer, the licensed manufac-
turer should submit the report to the
blologics license application for the
product listed firgt in the report.

(k) Patient privacy. For nonvaccine bi-
ological products, a licensed manufac-
turer should not include in reports
under this section the namees and ad-
dresses of individual patients; instead,
the licersed manufacturer should as-
sign a unigue code number to each re-
port, preferably not more than eight
characters in length, The licensed man-
ufacturer should inciude the name of
the reporter from whom the informa-
tion was recelved. The names of pa-
tientg, health care professionals, hos-
pitals, and geographical identifiers in
adverse experlence reports are not re-
leasable to the public under FDA'’s pub-
He informatiorn regulations in part 20
this of chapter. For vaccine adverse ex-
perience reports, these data will be-
come part of the CDC Privacy Act 8ys-
tem 08-20-0136, “‘Epidemiologic Studies
and Surveillance of Disease Problems.”
Information identifving the personh who
received the vaccine or that person’s
legal representative will not be made
available to the public, but may be
avallable to the vaccinee or legal rep-
resentative,

(1) Recordkeeping. The licensed manga-
facturer shall mainsain for a period of
10 yvears records of alli adverse experi-
ences known to the licenhsed manufac-
turer, including raw data and any cor-
regpondence relating to the adverse ex-
periences.
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{J) Revacation of biclogics license. If a
licensed manufacturer fails to estab-
lish and maintain records and make re-
ports required under this sectior with
regpect to a licensed biological prod-
uci, FDA may revoke the biologics li-
cense for such a product in accordance
with the procedures of §6801.5 of this
chapter.

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

(1) Whole blood or components of
whole blood.

(2) In vitro diagnostic products, in-
cluding assay systems for the dezection
of antibodies or antigens 0o
retroviruses. These products are sub-
iect to the reporting requirements for
devices.

{1} Disclaimer. A report or Information
submitted by a licensed manufactarer
under this section ‘and any release by
FDA of that report or information)
does not necessarily reflect a conclu-
sion by the licensed manufacturer or
FDA that the report or information
constitutes an admission that the bio-
logical product caused or contributed
to an adverse effect. A licensed manu-
facturer need not admit, ard may deny,
that the report or Icformatior sub-
mirted under this section constitutes
an admission that the biological prod-
net caused or contributed to an adverse
effect. For purposes of this provision,
this paragraph alsc includes any person
reporting under paragraph {(¢)(1){iii; of
this section.

156 FR 54042, Oct. 27, 1564, es amended &t 62
FR 34188, June 25, 1667; 62 FR 52232, Oct. 7,
1997; 63 FR 14612, Mar. 26, 1998; 64 FR 56449,
Qct. 20, 1559; 70 FR 14982, Mar. 24, 2005]

EFFECTIVE DATE NOTE: At T8 FR 33020, June
10, 2014, £600.80 was amended as fcliows, ef-
fective June 10, 2013.

z. By removing the word ‘*shall” each tims
it appearz and by edding in irts place the
word “must”;

b. By removing the phrase “‘licenzed manu-
facturer” or “licensed menufacturers” each
time it appeers and by adding in its place the
word ‘‘applicent” or ‘‘applicante™ reapec-
tively;

¢. By removing the phrase “‘Licensed man-
ufactarer” or “Licensed manufacturers”
each time it appears and by adding in 1ts
place the word “Applicant” or “Applicants™
reapectively;
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d. In paragraph (a) by alphabetically add-
ing the definitions for ‘‘Individual case safe-
ty report (ICSR)™” and “ICSR attachments™;

e. In paragraph (cX}1}1) by removing the
phrase “in no case later than 15 calendar
days of’ and by adding in its place the
phrase “no later than 15 calendar days
ﬁ'om”;

{f. In paragraph (c}1}ii) by removing the
last sentence;

g. By removing paragraph (e)(1)(iv);

h. By revising parsgraph (c¢) introductory
text, the first and third sentences of para-
graph (c)(1)iii) introductory text, and para-
graph (cX}2)(l);

1. By removing paragraph (d}2) and by re-
designating paragraph (d)(1) as paragraph (d)
and reviging the first sentence of paragraph
@

j. By removing paragraph (8)(2) and by re-
designating paragraph (e)(1) as paragraph (e);

k. By revising paragraph (f);

1. By redesignating paragraph (g) through
paragraph (I} as paragraph (i) through para-
graph (n) and by revising newly redesignated
peragraph (j); and

m. By adding new paragraphs (g) and (h).
For the convenience of the user, the added
and revised text is set forth as follows:

$600.80 Postmarketing reporting of adverse
experiences.

(a)* * %

Individual case safety report (ICSR). A de-
scription of an adverse experience related to
an individual patient or subject.

ICSR attachments. Documents related to
the adverse experlence described in an ICSR,
such as medioal records, hospital discharge
summaries, or other documentation.

* * *

L] L

{¢) Revorting requirements. The applicant
must submit to FDA postmarketing 15-day
Alert reports and periodic safety reports per-
taining to its biological product as described
in this section. These reports must be sub-
mitted to the Agency in electronic format as
described in paragraph (h)(1) of this section,
exoept as provided in paragraph (h)2) of this
section.

() ***

(i11) Submission of reports. The requirements
of paragraphs (c)(1)(1) and (c)}1)(1) of this
gection, concerning the submission of post-
marketing 15-day Alert reports, also apply to
any person whose name appears on the label
of a licensed biological product as a manu-
facturer, packer, distributor, shared manu-
facturer, joint manufacturer, or any other
partiolpant involved in divided manufac-
turing. * * * If a person elects to submit ad-
verse experience reports to the applicant
rather than to FDA, the person must submit,
by any appropriate means, each report to the
applicant within 5 calendar days of initial re-
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ceipt of the information by the person, and
the applicant must then comply with the re-
quirements of this section. * * *

*

(2) * % &k
" (LE) Each periodic report is required to con-

ain:

(A) Descriptive information, (I) A narrative
summary and analysls of the information in
the report;

() An analysis of the 15-day Alert reports
suiibmitted during the repcrting interval {all
15-day Alert reports being appropriately ref-
erenced by the applicant’s patient identifica-
tion code for nonvaccine biological product
reports or by the unigne case identification
number for vacolne reports, adverse reacticn
term(g), and date of submission to FDA);

{3) A history of actiong taken since the last
report because of adverse experiences (for ex-
ample, labeling changes or studies Initiated);

(4} An index consisting of a line listing of
the applicant’s patient identification code
for nonvaccine biological product reports or
by the unigme case identification number for
vaccine reports and adverse reaction term(s)
for ICBRs submitted wunder paragraph
(e)(2)(11)(B) of this section; and

(B) ICSRs for sericus, erpected and, non-
serious adverse experiencey, An IORR for each
adverse experience not reported under para-
graph (c)(1)(i) of thig section (all serious, ex-
pected and nonserlous adverse experiences).
All such ICSRs must be submitted to FDA
(either individopally or in one or more
batches) within the timeframe specified in
paragraph (e)}2)i) of this sectiom. ICSRs
must only be eubmitted to FDA once.

* * *

* *

(d) Scientific Hterature. A 15-day Alert re-
port based on information in the sclentific
literature must be accompanied by a copy of
the published article. * * *

* * *

* * * * *

(f) Informaiion reported on ICSRs for nonvoc-
cine blological products. ICSRs for nonvagcine
Tlological products include the following in-
formation:

(1) Patient information.

(i) Patient identification code;

(1i) Patient ape at the time of adverse ex-
perience, or date of birth;

(1if} Patient gender; and

(1v) Patient weight.

(2) Adverse experience.

(i) Outcome attributed to adverse experi-
ence;

(il) Date of adverse experience;

(111) Date of report;

({iv) Description of adverse experience (in-
cluding & concise medical narrative);
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(v) Adverse experience term(s);

(vl) Description of relevant tests, Including
dates and laboratory data; and

(vli) Other relevant patient history, includ-
ing preexisting medical conditions.

(3) Suspect medical product(s).

(i) Name;

(ii) Dose, frequency, and route of adminis-
tration nsed;

(iii) Therapy dates;

(iv) Diagnosis for use (indication);

(v} Whether the product is a combination
product ag defined in §3.2(e) of this chapter;

(vi) Whether the product iz a prescription
or nonprescripfion product;

(vii) Whether adverse experience abated
after product use stopped or dose reduced;

{viii) Whether adverse experience re-
appeared after reintroduction of the product;

(ix) Lot number;

(z) Expiration date;

(xi) National Drug Code (NDC) number, or
other unique identifier; and

(zil) Concomitant medical products and
therapy dates.

(4) Initicl reporter information.

(1) Name, address, and telephone number;

(ii) Whether the initial reporter is a health
care professional; and

(iii) Occupation, if a health care profes-
slonal.

(5) Applicant information.

(1} Applicant name and contact offlce ad-
dress;

(ii) Telephone number;

(1i1) Report source, such as spontaneous,
literature, or atudy;

(iv) Date the report was received by appli-
cant;

(v) Application number and type;

(vi) Whether the ICSR is a 15-day “Alert
report’;

(vii) Whether the ICSR Is an initial report
or followup report; and

(viii) Unique case idemtification number,
which must be the same in the initial report
and any subsequent followup report{s).

(g) Information reported on ICSRs for vaccine
oroducts. IOBRs for vaccine products Include
the follewlng information:

1) Potient infarmation.,

/1} Patient name, address, telephone num-
ber;

fiiy Patient age at the time of vaccination,
or dete of birth;

(iiiy Patient gender; and

(iv) Patient birth weight for childrex under
ege 5.

(2) Adzerse erperience.

(i) Outcome attributed 10 adverse experi-
ence;

(ii) Date and time of adverse experience;

(1ii) Dete of report;

7iv) Description of adverse experience (in-
cluding a conciss medical narrative);

{v) Adveree experience termis);

{vi) Illness at the time cf vaccination;
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(vil) Description of relevant tests, includ-
ing dates and laboratory data; and

(viii) Other relevant patient history, in-
clading preexisting medical conditions.

(3) Suspect medical produci(s), including vac-
cines administered on the same date.

(1) Namse;

(il) Dose, frequency, and route or site of
administration used;

(iii) Number of previous vaccine doses;

(iv) Vaccination date(s) and time(s);

(v) Diagnosis for use (indication);

(vi) Whether the product is a combination
product (as defined in §3.2(e) of this chapter);

(vii) Whether the adverse experience
abated after product use stopped or dose re-
duced;

(viil) Whether the adverse experience re-
appeared after reintroduction of the product;

(1x) Lot number;

(x) Expiration date;

(xi) National Drug Code (NDC) number, or
other unique identifier; and

(xii) Concomitant medical preducts and
therapy dates.

(4) Vaccine(s) administered in the 4 weeks
prior to the vaccination date.

(1) Name of vaccine;

(iiy Manufactarer;

(iii) Lot number;

(iv) Route or aite of administration;

(v) Date given; and

(vi) Number of previous doses.

(5) Initial reporter information.

(1) Name, address, and telephone number;

(ii) Whether the initial reporter is & health
care professional; and

(iii} Occupation, if a health care profes-
gional,

(8) Facility and personnel where vaccine wes
administered.

(1) Name of person who administered vac-
cine;

{i1) Name of responsible physician at facil-
ity where vaccine was administered; and

(iii) Name, address (including city, county,
and state), and telephone number of facility
where vaccine was administered.

(1) Applicant information.

(i) Applicant name and contact office ad-
dress,;

(31} Telephone number;

(111} Repert source, such as spontaneous,
lLiterature, or study;

riv) Date receivad by applicant;

(v Application number end type;

{vi) Whether the ICSR is a 15-day “‘Alert
report”;

(vii} Whether the ICRR ig an inigial report
or followup report; and

¢vid) Unlgue case identificarion nwmber,
which must be the same ir the initial repors
end gny subseguent follewnup report(s).

(h) Elecironic format for submissions. {1}
Befety report subraissions, including IC3Rs,
ICSR attachments, and the descriptive infor-
mation in periodic reports, must ©e in &n
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electronic format that FDA can process, re-
view, and archive. FDA will issue goidance
on how to provide the electronic submisgion
{e.g., method of transmission, media, file for-
mats, preparation and organization of files).
(2) Persons subject to the requirements of
paragraph (c) of this section may request, in
writing, a temperary walver of the require-
ments in paragraph (h)1) of this section.
These waivers will be granted on a limited
basls for good canse shown. FDA will issue
guidance on requesting a waiver of the re-
quirements in paragraph (h)(1) of this sec-
tion. Requests for walvers must be submitted
in accordance with §600.80.
+* *

* *

(1) Patient privacy. For nonvaccine blologl-
cal products, an applioant should not include
in reports under thig section the names and
addreases of individual patients; inetead, the
applicant should assign a unigue code for
identification of the patient. The applicant
ghould include the name of the reporter from
whom the information was received as part
of the initial reporter information, even
when the reporter is the patient. The names
of patients, health care professionals, hos-
pitals, and geographical identifiers in ad-
verse experience reports are not releasable
to the public under ¥FD'A's public information
regulations in part 20 of thizs chapter. For
vaccine adverse experience reports, these
data will become part of the CDC Privacy
Act Bystem 05-20-0136, “Epidemlologic Stud-
ies and Surveillance of Dizease Problems.”
Information identifying the person who re-
ceived the vaccine or that perdon’s legal rep-
resgentative will not be made available to the
public, but may be available to the vaccinee
or legal representative.

*

* * * *

§600.81 Distribution reports.

The lcensed manufacturer shall gsub-
mit to the Center for Biologics Evalua-
tion and Research or the Center for
Drug Evaluation and Research (see
melling addresses in §600.2), informa-
tion about the quantity of the product
distributed under the blologicse 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 report shall consist of
the bulk lot number (from which the
final container was filled), the fill lot
numbers for the total number of dosage
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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, humber of
dosesg in fill lot/label lot, date of release
of fill lot/label lot for distribution at
that time, If any significant amount of
a fill lotlabel lot 18 returned, include
this information. Disclosure of finan-
cial or pricing data is not required. As
needed, FDA may require submission of
more detalled 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 meanufacturer to
submit reports at times other than
these stated should be made as a re-
quest for a walver under §600.90.

[59 FR 54042, Qct. 27, 1994, as amended at 64
FR 56449, Oct. 20, 1999; 70 FR 14983, Mar. 24,
20051

HErrECTIVE DATE NOTE: At 79 FR 3308, June
10, 2014, §600.81 was amended as follows, ef-
feotive June 10, 2015.

a, By removing the phrage “‘licensed manu-~
facturer'* each time 1t appears and by adding
in 1t8 place the word “applicant’’;

b. By removing the word “ghall”’ each time
it appears and by adding in its place the
word “must’;

¢. By designating the existing text as para-
graph (a) and by adding a heading for newly
deslgnated paragraph (a);

d. In newly designated paragraph (a), by re-
raoving from the first sentence the phrase
“‘(see malling addresses in §600.2)”; and

e. By adding new paragraph (b), For the
convenlence of the user, the added and re-
vised text is set forth as follows:

§600.81 Distribution reports.

(a) Reporting requirements, % * *

(b)) Electronic formai. Except as provided
for in paragraph (b)(2) of this section, the
digtribution reports reguired under para-
graph (a) of this section must be submitted
to the Agency in an electronic format that
FDA can process, review, and archive. FDA
will issue guidance on how to provide the
electronic submisaion (e.g., method of trans-
missgion, media, file formats, preparation and
organization of files).

(2) Waivers. An applicant may request, in
writing, a temporary waiver of the require-
ments in paragraph (b)(1) of this section.
These walvers will be granted on a limited
basis for good cause shown. FDA will issue
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guidance on requesting a waiver of the re-
guirements in paragraph (b)(1) of this sec-
tion. Requests for waivers must be submitted
in accordance with §600.90.

§600.90 Waivers.

{a) A licensed manufacturer may ask
the Food and Drug Administrarzion to
wzlve under this section any reguire-
ment that applies to the licensed man-
ufacturer under §§600.80 and 600.81. A
walver request under this sectior is re-
guired to be submitted with supporting
documentation, The wailver reguest is
reguired to contain one of the fol-
lowing:

f1) An explanavion why the licensed
manufactarer’'s compliance with the re-
quirement is unnecessary or cannot be
achieved,

{2y A description of an alternative
submission that satisfies the purpose of
the reqguirement, or

(37 Other information juetifying a
waiver.

{b) FDA may grant a walver If it
finds one of the followirg:

(1) The licensed manufacturer's com-
pliance with the reguirement is unnec-
egsary or cannot he achieved,

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

{3) The lcensed manufacturer’s sub-
mission otherwige justifies a waiver.

Ezrzcerve DATE NoTE: At 78 FR 33082, Juns
10, 2014, §600.90 we.s amended oy removing the
phrase “Heensed manufacturer’ or “licensed
maxufacturer’s” each time it appeers and by
adding in its rlace tke word “applicant’ or
“applicant’s” respectively, effective June 10,
2015.

PART 601—LICENSING

Subpart A—General Provisions

Sec.

601.2 Applications for biologics
procedures for filing.

60:.2 Ccmplete response letter tc the appli-
cant.

601.4 Issuance &nd denizl of license.

60L.5 Revccation of license.

601.6 Suspension of license,

601.7 Procedure for hearicgs.

B01.8 Publicatior of revocasion.

601.9 Licenses; reiesuance.

Subpart B [Reserved]

licenses;
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Subpart C—Biclogics Licensing

801.12 Changes to an approved &pplication.

601.14 Regulatory submissions in electronic
format,

60t.15 Forelgn estatlishments and products:
Samples for sach importation.

50120 Bilologics licenses; issnance &nd con-
ditions.

601.21 Product: under development.

601.22 Produacts In short supply; initiai mar-
ufacturing av other than licensed loca-
tlon.

601.25 Review procedures to determine that
liceneed biological preoducts are sefe, ef-
fective, and mot misbranded under pre-
goribed, recommended, or suggested con-
divions of use.

801,28 TReclagsification procedures to deter-
mine that lceneed bicleglcal products
are pafe, effective, and not misbranded
under prescrived, reccmmended, or sug-
gested conditions of use.

60127 Pediztric studles. )

601.28 Annuel reports of postmarketing pe-
dlatrie studles.

601.28 Guidance documents.

Subpart D—Diagnostic
Radiopharmaceuticals

801.3¢ Scope.

601.31 Definision,

501.32 Genersl factors relevant to safery and
effectiveness.

801.33 Indications.

601.3¢ Evaluation of effectiveness.

601.35 Ewvaluation of safety.

Subpart E—Accelerated Approval of Ble-
logical Producis for Serlous or Life-
Threatening llinesses

6501.40 Sccpe.

60141 Approval based on & BUrrogate end-
peint or on an effect on & ciinical end-
point other then survival or irreversible
merbidity.

601.42 Approval with restrictions to assure
safe use.

6048 Withdrawsal procedures.

601.44 Pcstmerketirg safety reperting.

B01.43 Promotional materials.

501.46 'Termination of requirements.

Subpart F—Confidentiality of information

601.50 Confidentislity of data arnd informa-
slon in an investigasionat new drng mo-
tice for & blcloglical produet.

601.51 Confidentizlity of data and informa-
tion in applicaticns for biologics 1-
censes.
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Subpart G—Postmarketing Studies

601.70 Annual progress reports of post-
marketing gtudies.

Subpart H—Approval of Biological Prod-
ucts When Human Efficacy Studies Are
Not Ethical or Feasible

80190 8cecpe.

601.91 Approval based on evidence of effec-
tiveness from studies in animals.

601.92 Withdrawal procedures.

601.93 Postmarketing safety reporting.

601.94 Promotional materials.

601.95 Termination of reguirements.

AUTHORITY: 15 U.S.C. 1451-1561; 21 U.B.C.
321, 251, 352, 853, 855, 356h, 360, 360c-860f, 360h-
880§, 371, 374, 37%e, 381; 42 U.B.C. 216, 241, 262,
283, 284; gec 122, Pub. 1. 105-115, 111 Stat. 2322
(21 U.8.C. 856 note).

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

Cross REFERENCES:- For TU.S. Customs
Service regulations relating to viruses, se-
rums, and toxins, see 19 CFR 12.21-12.23, For
U.5. Postal Service regulations relating to
the admissibility to the United States maila
gee parts 124 and 125 of the Domestic Mail
Manuasl, that is incorporated by reference in
39 CFR part 111.

Subpart A—General Provisions

$601.2 Applications for bioclogics Ili-
censes; procedures for filing,

(a) General. To obtaln a biclogles 1i-
cense under section 361 of the Public
Health Service Act for any biological
product, the manufacturer shall submit
an application to the Director, Center
for Biclogics Evaluation and Research
or the Director, Center for Drug Eval-
nation and Research (see mailing ad-
dresses in §600.2 of this chapter), on
forms prescribed for such purposes, and
shell submit data derived from non-
clinlcal 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 study, 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 reason for the noncompli-
ance; statements regarding each clin-
ical investigation Involving human

25

§601.2

subjects contained in the application,
that it either was conducted in compli-
ance with the requirements for institu-
tional review set forth in part 56 of this
chapter; or was not subject to such re-
quirements in accordahce with §56.104
or §566.100, and was conducted in com-
pliance with requirements for informed
congent set forth In part 50 of this
chapter. A foll description of manufac-
turing methods; data establishing sta-
bility of the product through the dat-
ing period; sample(s) representative of
the product for intreduction or deliv-
ery for introduction into interstate
commerce; summaries of results of
testes performed on the lot(s) rep-
resented by the submitted sample(s);
gpecimens of the labels, enclosures, and
contalners, and if applicable, any Medi-
cation Guide required under part 208 of
this chapter proposed to be used for the
product; and the addrsss of each loca-
tion involved in the manufgacture of the
biological product shall be listed in the
bilologics 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 biclogics license shall
not be considered as filed until all per-
tinent information and data have been
received by the Food and Drug Admin-
istration. The applicant shall also in-
clude elther a claim for categorical ex-
cluslon under §25.30 or §25.831 of this
chapter or an environmental assess-
ment under §26.40 of thls 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 sectlon:

(1) Therapeutic DNA plasmid prod-
ucts;

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

(3) Monoclonal antibody products for
in vivo use; and :

(4) Therapeutic recombinant DNA-de-
rived products.

(b) [Reserved]

(¢)1) To obtain marketing approval
for a biologleal product subject to li-
censure which is a therapeutic DNA
plasmid product, therapoutic synthetic
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pepride product of 40 or fewer amino
acids, moncclonal antibody produet for
in vivo use, or therapeutic recombinant
DXA-derived product, an applicant
shall submit a biologics licensge appli-
cation in accordance with paragraph
{a) of this sectior except that tke fol-
lowing sectiong in parts 600 through 680
of this chapter shall not ve applicable
to such products: §§6060.10(b) and (c),
600.11, 600.12, 600.13, 610.11, 610.53, and
610.62 of this chapter.

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

(@) Approval of a biologics license ap-
plication or issnance of a biologies H-
cense skall 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 teo the
good manufacturing practice require-
ments set forth in parts 210, 211, 800,
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.S.C. 201 et seq.) that
has not been revoked or suspended as
of December 20, 1899, shall constitute
an approved biologics license applica-
tion in effect under the same terms and
conditions set forth in such product 1i-
cenge and such portions of the estab-
lishment license relating to such prod-
uet.

64 FR 56450, Oct. 20, 1969, as amendad at 70
FR 14983, Mar. 24, 2005]

$601.3 Complete response letter to the
applicant.

(&) 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 biclogics license
application or esupplement in its
present form.

(1) Description of specific deficiencies. A
complete responge letter will describe
all of the deficiencies that the agency
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has identified in a biologlcs license ap-
plication or supplement, except as stat-
ed in paragraphk (a)2) of this section.

(2) Inedeguate data, If FDA deter-
mires, after a biologles license applica-
tion or supplement is filed, that the
data submitted are inadequnate toc sup-
port approval, the agency might issue a
complete response letter without first
conducting required inspections, test-
irg submitted product lots, andior re-
viewing proposed product labeling.

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

(b} Applicant actions. After recelving
a complete regponse letter, the blo-
logics llcense 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.

{c) Fallure to take action. (1) FDA may
consider a biologics license applicant
or supplement applicant’s failure to ei-
ther resubmit 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-
quested an extension of time in which
to resubmit the application or supple-
ment. FDA will grant any reascnable
request for such an extension. FDA
may consider an applicant’s faflure to
resubmit the application or supple-
ment within the extended time period
or request an additional extension to
e a request by the applicant to with-
draw the application.

2) If FDA considers an applicant’s
failure to take action ir accordance
with paragraph {c}1) of this section to
be a request to withdraw the applica-
tlon, the agency wiil notify the appli-
cant in writing. The applicant wilil
have 30 daye from the date of the noti-
fication to explain why the application
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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 be
withdrawn.

[73 FR 38611, July 10, 2008]

§601.4 Issuance and denial of license.

(a) A bilologics license shall be issned
upon a determination by the Director,
Center for Biologick Ewaluation and
Research or the Director, Center for
Drug Evaluation and Research that the
establishment(s) and the product meset
the applicable requirements estab-
ligshed in this chapter. A blologics li-
cense shall be valid until suspended or
revoked.

(b) If the Commissioner determineg
that the establishment or product does
not meet the requirements eatablished
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
& hearing on, the decision. If the appli-
cant so requests, the Commissioner
shall issue a notice of cpportunity for
hearing on the matter pursuant to
§12.21(b) of thia chapter.

[42 FR 4718, Jan. 25, 1077, as amended at 42
FR, 15676, Mar, 22, 1977; 42 FR 19142, Apr. 13,
1977; 64 FR 564560, Oct. 20, 1986; 70 FR 14083,
Mar. 24, 2005]

§601.5 Revocation of license.

(a) A biologics licensze shall be re-
voked upon application of the manu-
facturer giving notice of intention to
discontinue the manufacture of all
products manufactured under such l-
cense or to discontinue the manufac-
ture of a particular product for which a
license is held and waliving 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 biclogics llcense,
getting forth the grounds for, and offer-
ing an opportonity for a hearing cn the
proposed revocation if the Commis-
sloner finds any of the following:

(i) Authorized Food and Drug Admin-
istration employees after reasonable
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efforts have been unable to galn access
to an establishment or a location for
the purpose of carrying out the ingpec-
tlon required under §600.21 of this chap-
ter,

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

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

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

(v) The establishment or the manu-
facturing methods have been so
changed as to reguire a new showing
that the establishment or product
meets the requirements established in
this chapter In order to protect the
public health, or

{vi) The lcensed product is not safe
and effective for all of its intended uses
or is misbranded with respect to any
such uss.

(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,
hefore proceedings will be Instituted
for the revocation of the license. If
compliance is not demonstrated or
achieved and the licensed manufac-
turer does not walve the copportunity
for a hearing, the Commissioner shall
issue a notice of cpportunity 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
reagonable grounds to believe that any
of the grounds for revocation of a 1i-
cense exist and that by reason thereof
there is a danger to health, the Com-
missioner may notify the licensed
manufacturer that the biologics licensa
is suspended and require that the li-
censed manufacturer do the following:
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{1) Notify the seliing agents and dis-
tributors to whom such product or
products have heen delivered of guch
suspension, and

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

(b) Upon suspensicn of a license, the
Commissioner shall either:

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

2y If the 1licensed manufacturer
agrees, hold revocation in abeyance
pending resolution of the matters in-
volved.

164 FR 56451, Oct. 20, 1899, as emendad at 70
FR 14088, Mar. 24, 20057

§601.7 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 biological drug purzuart
to this part, for which the exemption
from the Federal Feod, Drug, and Cos-
metle Act In §310.4 of this chapter has
been revoked, shall be subject to the
provisions of §314.200 of this chapter
except to the extent that the notice of
opportunity for hearirg on the matter
irsned pursuant to §12.21¢h) of this
chapter specifically provides otherwise.

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

{¢) When a license has beer suspended
pursuant to §60i.6 and a hearing re-
quest has been granted, the hearing
gshall proceed on an expedited bagls.

[42 FR 4718, Jen. 25, 1877, as amended at 42

FR 15878, Mar. 22, 1977; 42 FR 18143, Apr. 12,
18771

§601.8 Publication of revocation.

The Commissioner, feliowing revoca-
tior of a biologics license under 21 CFR
601.5(b), will publish & notice in the
FEDERAL REGISTER with a statement of
the gpecific grounds for the revocation.

[74 FR 20585, May 5, 2006]

§601.9 Licenses; reissuance.

{a} CompHance with regquiremenis. A
‘ologics license, previously suspended
or revoked, may be reissued or rein-
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stated upon a showing of compliance
with requirements and upor such in-
spection and examination as may be
considered necessary by the Director,
Certer for Biologlcs Evaluation and
Research or the Director, Center for
Drug Evaluation and Research.

{b) Exciusion of noncomplying location.
A Dbiologles license, excluding a leca-
tion or locations that fail to comply
with the requirements in this chapter,
may be issued withous further applica-
tion and concurrently with the suspen-
glon or revocation of the ilcense for
noncompliance at the excluded loca-
tion or locations.

(c) Exclusion of noncomplying prod-
wet(s). In the case of multiple products
included under a single biologice 1i-
cense applicarion, a blologles license
may be issued, excluding the non-
compliant product(s), without further
applicatior and concurrently with the
suspension or revocatlon of the bio-
logics license for a noncompiiant prod-
uet(s).

[64 FR 56451, Oct. 20, 1999, as amended at 70
FR 14983, Mar, 24, 20057

Subpart B [Reserved]

Subpart C—Biologics Licensing

§601.12 Changes to an approved appli-
cation.

{a) General, (1> As provided by this
section, an applicant must inform the
Food and Drug Administration (FDA)
(see mailing addresses in §600.2 of tkis
chapter) about each change in the
product, production process, guality
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 assess the effects of the change
and demonstrate through appropriate
valldation and‘or other clinical and/or
nonclinical laboratory studies the lack
of adverse effect of the charnge on the
identity, strength, quality, purity, or
potency of the product as they may re-
iate to the safety or effectiveness of
the product.

{8) Notwirkastanding the requiremerts
of paragraphs (b), (¢}, and (f} of this
section, an applicant must make &
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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 1t consistent with
any labeling change implemented in
accordance with paragraphs (f)(1) and
(£)(2) of this section.

(6) A supplement or annual report
must include a list of all changes con-
tained in the supplement or annuoal re-
port. For supplements, this list must
be provided in the cover letter.

(b} Changes requiring supplement sub-
mission and appreval prior to distribution
of the product made using the change
(major changes). (1) A supplement ghall
be submitted for any change in the
product, production process, quality
controls, equipment, facilities, or re-
sponsible personnel that has a subatan-
tlal potential to have an adverse effect
on the identity, atrength, quality, pu-
rity, or potency of the product as they
may relate to the safety or effective-
ness of the product.

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

(i) Except provided in paragraphs
(¢) and (d) of this sectlon, changes in
the qualitative or quantitative formu-
lation, including inactive ingredients,
cr in the specifications provided in the
approved application;

(ii) Changes requiring completion of
ah appropriate human astudy to dem-
onstrate the equivalence of 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;

(iil) Changes in the virus or adven-
titious agent removal or inactivation
method(s);

{iv) Changes In the source material
or cell line;

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

(vl) Changes which may aifect prod-
uct sterility assurance, such as
changes in product or component steri-
lization method(s), or an addition, de-
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letlon, or substitution of steps in an
aseptic processing operation.

(3) The applicant must obtain ap-
proval of the supplement from FDA
prior to distributicn of the product
made using the change. Except for sub-
migsions under paragraph (8) of this
gection, the following shall be con-
talned in the supplement:

(1) A detailed description of the pro-
posed change;

(ii) The product(s) involved;

(iii) The manufacturing site(s) or
area(s) affected;

({iv) A description of the methods
used 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;

(vi1) Relevant valldation protocols
and data; and

(vli) A reference 1list of relevant
standard operating procedures (80P’'s).

{4y An applicant may ask 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 suapple-
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 wusing the
change. (1) A supplement shall be sub-
mitted for any change in the product,
production process, quality controls,
equipment, facilities, or responsible
personnel that has a moderate poten-
tial to have an adverse effect on the
identity, strength, quality, purity, or
potency of the product as 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.”

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

(1) [Reserved]
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(ii) An increase or decrease in pro-
duction scale during finigshing steps
that involves different equipment; and

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

(iv) Relaxation of an acceptance cri-
terion or deletion of & 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
in paragraph (c)5) of this section, dis-
tribution of the product made using
the change may begin not less than 30
days after recelpt of the supplement by
FDA. The information listed in para-
graph (b)(3)(1) through (b)(3)(vii) of this
section shall be contained in the sup-
piement.

(4 If within 30 days following FDA's
receipt of the supplement, FDA ir-
forms the applicant that either:

{i} The change requires approval
prior to distribution of the product in
accordance with paragraph (b} of this
section; or

{ii) Any of the Information required
under paragraph <c3(3) of this section is
missing; the applicant skali not dis-
trioute the product made using the
change until FDA determines that
compliance with this section s
achieved.

{3} In certain circumstances, FDA
may determine that, based on experi-
ence with a particuiar type of change,
the supplement for such change 1s usu-
ally complete and provides the proper
information, and on particular assur-
ances that the proposed change has
been appropriately submisted, the
product made using the change may be
distributed immediately wpon receipt
of the supplement by FDA, These cir-
cumstances may include substantial
similarity with a type of charge rega-
larly involving & ‘“‘Supplement—
Changes Being Effected” supplement or
a situation in which the applicants pre-
sents evidence that the proposed
change has been valldated ir accord-
ance with an approved protocol for
such change under paragraph (e) of this
section.
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(6) If the agency disapproves the sup-
plemental application, it 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,
quality controls, equipment, facilities,
or responsible personnel that have a
minimal potential to have an adverse
effect on the identity, strength, gual-
ity, purity, or potency of the product
as they may relate to the safety or ef-
fectiveness of the product shall be doe-
umented by the applicant in an annual
report submitted each year within 60
days of the anniversary date of ap-
proval of the application. The Director,
Center for Blologics Evaluation and
Research or the Director, Center for
Drug Evaluation and Research, may
approve a written reguest for an alter-
native date to combine annual reports
for multiple approved applicasions into
a gingle annual report submission.

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

(1) Any change made to comply wicth
a change to an official compendium,
except a change described in paragraph
(@)2)¥iv} of this section, that is con-
sistent with FDA statutory and regu-
latory requirements.

(i) 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 reguires supple-
ment submission and approval prior to
disrributior of the product made using
the change ir accordance with the re-
guirements set forth in paragraph (b)
of this secticn;

(iif} An exvensior of an expiration
dating period based upon full shelf life
data on production batches obtained
from a protocol approved in the appli-
cation;

{iv) A change within the container
closure system for a nonsterile prod-
uce, based upon a showing of equiva-
iency to tkhe approved system under a
provocol approved in the application or
publighed in an official comperdium;

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

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

{vll) The addition or revision of an al-
ternative analytlcal procedure that
provides the same or increased assur-
ance of the identity, strength, gquality,
purity, or potency of the material
being tested as the analytical proce-
dure described in the approved applica-
tion, or deletion of an alternative ana-
lytical procedure.

{8) The followlng Informetion for
each change shall be contained in the
annual report:

(1) A list of all products Involved; and

(ii) A full description of the manufac-
turing and controls changes including:
the manuvfacturing site(s) or area(s) in-
volved; the date the change was made;
a cross-reference to relevant validation
protocols and/or 80OP’s; and relevant
data from studles and tests performed
to evaluate the effect 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.

(111) A statement by the holder of the
approved application or license that
the effecte of the change have been as-
sessed.

(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-
sary date In the order in which they
were implemented.

(@) An applicant may submit one or
more protocols describing the specific
tests and validation gtudies and accept-
able limits to be achieved t0 dem-
onstrate the lack of adverse effect for
gpecified types of manufacturing
changes on the identity, strength,
quality, purity, or potency of the prod-
uct as they may relate 1o the safety or
effectiveness of the product. Any such
protocols, or change tc & protocol,
shall be submitted as a supplement re-
quiring approval from FDA prior to
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distribution of the product which, if
approved, may justify a reduced report-
ing category for the particular change
hecausge the use of the protocol for that
type of change reduces the potential
rigk of an adverse effect.

(f) Labeling changes. (1) Labeling
changes requiring supplement submis-
sion—FDA approval must be obtalned
before distribution of the product with
the labeling change. Except as de-
scribed in paragraphs (£X(2) and ()(3) of
this section, an applicant shall submit
a supplement describing a proposed
change in the package insert, package
label, container label, or, if applicable,
a Medication Gulde required under part
208 of this chapter, and include the in-
formation necessary to support the
proposed change, An applicant cannot
nse paragraph (£}(2) of this section to
make 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)(1XD) of this section in
an annugl report. The supplement shall
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—oproduct with a labeling
change that moy 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-
guired 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 statement
about abuse, dependence, psychological
effect, or overdogage;

(C) To add or strengthen an instruc-
tlon about dosage and administration
that is intended to increase the safety
of the use of the product; and
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(D) To delete false, misleading, or un-
supported indications for use or claims
for effectiveness.

{E) Any labeling change normally re-
quirirg a suppiement submission and
approval prior te distribution of the
producet that FDA specifieally reqguests
be submitted under this provision.

i1} Pending approval of the supple-
ment by FDA, trhe applicant may dis-
tribute a product with a package in-
sert, package label, or container label
bearing such change at the time the
supplement is submitted. The supple-
ment shall clearly identify the change
being made and inelude necessary sup-
porting data. The supplement and its
mailing cover shall be plainly marked:
“Special Labeling Supplement—
Changes Being Effected.”

(&) Laheling changes reguiring submis-
sion in an annual repori. (1) An appli-
cant shall submit any final printed
package insert, package label, con-
tainer label, or Medication Guide re-
guired under part 208 of this chapter in-
corporating the following changes in
an annual report submitted to FDA
each vear as provided in paragraph
{d)1) 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 spec-
ified in §208.20(b)(8)(11i) and (bYB)(iv) of
this chapter for a Medication Guide;
and

(I3) A change to the information re-
guired in §201.57(a) of this chapter as
follows:

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

{2) Changes t0 the most recent revi-
sion date of the labeling as specified in
§201.57(a){15) of this chapter.

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

i1} 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 ia-
beling. Advertisements and pro-
motional labeling shall be submitted to

similar minor
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the Center for Biologice Evaluation
and Research or Center for Drug Eval-
uation and Research in accordanhce
with the requirements set fortk in
§314.81(0)@3x%1y of this chaprer, except
that Form FDA-2567 (Transmittal of
Labels and Circulars) or an equivalent
form ghall be used.

{8y 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
paragraphs (£)¢1) through (f)(2) of this
section.

(8) For purposes of paragraph (£)¢2) of
this sectlon, information will be con-
sidered newly acquired if it consists of
data, aralyses, or other information
rot previously submitted to the agen-
ev, which may include (but are not lim-
ited to} data derived from new clirical
studies, reports of adverse events, or
new analyses of previously submitted
data (e.g., meta-analyses) if the stud-
ies, events or analyses reveai risks of a
different type or greater severity or
freguency than previously included in
submissions to FDA.

{g) Foilure to comply. In addition to
other remedles 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 tc dis-
tribution of the product made unsing
the change.

(h) Administrative review. Under §20.75
of this chapter, an applicant may re-
gquest internal FDA review of FDA em-
ployee decigions under this section.

62 FR 89901, July 24, 1997, as emended at 63
FR 86399, Deag, 1, 1408, Redesienated at 65 FR
39718, Oct. 8, 2000, and amended a: 62 FR
18766, Arr. 8, 2004; 70 FR 14983, Mar. 24, 2005;
71 FR 8697, Jan. 24, 2006; 72 FR 73800, Dec. 28,
2007; 78 FR 49609, Aug. 22, 2008; 73 FR 68333,
Nov. 18, 2008]

§601.14 Regulatory
electronic format.

submissions in

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

(b) Labeling. The content of labeling
required under §201.100(d)3) of this
chapter (commonly referred to as the
package insert or profeasional label-
ing), including all text, tables, and fig-
ures, muet 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(f} that re-
quire applicante to submit specimens
of the labels, enclosures, and con-
tainers, or to submit other final print-
ed labeling. Submissions under this
paragraph must be made in accordance
with part 11 of this chapter except for
the requirements of §11.10{a), ()
through ¢h), and (k), and the cor-
responding requirements of §11.30.

[68 FR 69020, Dec. 11, 2003]

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

Random samples of each lmporta-
tlon, obtained by the District Director
of Customs and forwarded to the Direc-
tor, Center for PBiologics Evaluation
and Research or the Director, Center
for Drug Evaluation and Research (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-
seribe and identify the shipment must
accompany the shipment for for-
warding with the samples to the Direc-
tor, Center for Biologics Evaluation
and Research or the Director, Center
for Drug Evaluation and Regearch (see
mailing addresses in §600.2). For ship-
ments of 20 or lesg final containers,
samples need not be forwarded, pro-
vided a copy of an officlal release from
the Center for Blologlcs Evaluation
and Regearch or Center for Drug Bval-
nation and Research accompanies each
shipment.

[70 FR 14983, Mar. 24, 2005]

§601.20 Biologics licenses; issuance
and conditions.

(a) Ezamination—compliance with re-
guirements. A biologles license applica-
tion shall be approved only upon exam-
ination of the product and upon a de-
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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, 608, and 820 of this
chapter.

(b) Availability of product. No bio-
logics license shall be issned unless:

(1) The product intended for intro-
duction into Interstate commerce 1s
avallable for examination, and

(2) 8uch product is available for in-
spection during all phases of manufac-
ture.

(©) Manufacturing process—impairment
of assurances. No product shall be Ui-
censed if any part of the process of or
relating to the manufacture of such
product, in the judsment of the Direc-
tor, Center for Biclogics Evaluation
and Research or the Director, Center
for Drug Evalwation and Research,
would impair the assurances of contin-
ued pafety, purity, and potency as pro-
vided by the regulations contained in
this chapter.

(d) Inspection—complionce with re-
guirements. A biologics license shall be
igsued or a biologics license application
approved only after ingpection of the
establishment(s) listed in the biologics
license application and upon a deter-
mination that the establishment(s)
complles with the standards estab-
lished in the blologlcs license applica-
tion and the requirements prescribed in
applicable regulations.

(e) One biologics license to cover all lo-
cations. One biologics license shall be
issued to cover all locations meeting
the egtablishment standards identified
in the approved biologics license appli-
cation and each location shall be sub-
ject to inspectlon by FDA officials.

[64 FR 56451, Oct, 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-
logles license, may be shipped or other-
wise dellvered from one State or pos-
sesgion into another State or posses-
sion provided such shipment or deliv-
ery is not for Introduction or delivery
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for introduction into interstate com-
merce, except as provided in sections
505¢1) and 520{g) of the Federal Food,
Drug, and Cosmetic Act, as amended,
and the regulations thereunder (21 CFR
parts 312 and 8i2).

[64 FR 58461, Oct. 20, 1589]

§601.22 Products in short supply; ini-

* tial manufacturing at other than li-

censed location.

A biologics license issued to a manu-
facturer and covering all locations of
manufacture shall auathorize persons
other thar such marufacturer to con-
duct at places other than such loca-
tiong the initial, ard 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 npon applicaticti 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 reqguired for manufacturing pur-
poses, and such manufacturer has es-
tablished with respect T0 such persons
and places suchk procedures, inspec-
tlons, tests or other arrangements as
will ensure full compliance with the
applicable regulations of this sub-
chaprer related to continned safety,
purity, and potency. Such persons and
places shall be subject to all regala-
tions of this subchapter except §§60L.2
to 601.8, 6019, 601.10, 601.20, 601.21 to
601.33, and 610.60 tc 610.6% of this chap-
ter. For persons and places authorized
under this section to conduct the ini-
tial and partial manufacturing of a
product for shipment solely to a mana-
facturer of a product subject to llcen-
sure under §601.2{c), the foliowing addi-
tional regulations skall not be applica-
ble: §8600.10(0} and (¢}, 600.1%1, 600.12,
600.13, 610.11, and 610.33 of this chaptrer.
Failure of suck manufacturer to main-
tailn such procedures, Inspections,
tests, or other arrangements, or failure
of any person conducting such partial
manufacturing to compiy with applica-
ble regulations shall constitute a
ground for suspension or revocation of
the authority conferred purguant to
this section on the same bagis as pro-
vided in §§601.6 to 601.8 with respect %o
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the suspension and the revocation of li-
Ccernses.

142 FR 4718, Jan, 23, 1977, as amended at 61
FR 24233, May 14, 15956; 64 FR 56452, Oct. 20,
1600]

§601.25 Review procedures to deter-
mine that licensed biological prod-
ucts are safe, effective, and not mis-
branded under prescribed, rec-
o;nmended, or suggested conditions
of use.

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

‘a) Advisory reriew panels. The Com-
missioner of Food and Drugs shall ap-
poirt advisory review panels (1) to
evaluate the safety and effectiveness of
blological products for which a license
has been issued pursuant to section 331
of the Public Health SBervice Act, (2) to
review the labeling of such biological
products, and (3; to advise him on
wkich of the biological products under
review are safe, effective, and not mis-
branded. An advisory review panel
shall be esteblished for each designated
category of bilological product. The
members of a panel shail be qualified
experts, appointed by the Commis-
sloner, and shall include persons from
lists submitred by organizatiors rep-
resenting professional, consumer, and
industry irterests, Such persons shall
represent & wide divergence of respon-
glble medical and sclentific opinion.
The Commissioner shail 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 unptblished data and information
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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.S.C. 1905, 5 U.8.C. 552(b),
or 21 U.8.C. 331(j), shall be handled by
the advisory review panel and the Food
and Drug Administration as confiden-
tlal until publication of & proposed
evaluation of the biologics 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
pergon submitting it demonstrates that
it still falls within the confidentiality
provisions of one or more of those stat-
utes.

(8) To be considered, 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
834 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 biclogical 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:

BIOLOMICAL PRODUCTS REVIEW INFORMATION

I. Label or labels and all other labeling
(preferably mounted. Facsimile labeling 1s
agceptable in lien of actual container label-
ing), including labeling for export.

II. Representative advertising nsed during
the past § years.

III. The complete quantitative composition
of the bielogical product.

IV. Animal safety date.

A. Individual active components.

1. Controlled studies.

2. Partially controlled or uncontrolled
studies.

B. Combinations of the individual active
components.

1. Controlled studies.

2. Partlally controlled or uncontrolled
studiea.

C. Finished biological product.

1. Controlled studies.

2. Partially controlled or uncontrolled
studies.

35

§601.25

V. Human safety data.

A. Individual aptive components.

1. Controlled stmdies.

2. Partially controlled or uncontrolled
gtudies.

3. Documented cage reports.

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

5. Pertinent medical and sclemtific 1it-
eratore.

B. Combinations of the individual active
components.

1. Controlled studies.

2. Partially controlled or uncontrolled
ptudies.

3. Documented case reports.

4. Pertinent marketing experiences that
may influence e determination as to the
safety of combinations of the individual ac-
tive components.

5. Pertinent medical and sciemntific 1it-
erature.

C. Pinished biologlcal product.

1. Controlled studies.

2. Partially controlled or uncontrolled
studies.

3. Documented case reports.

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

5. Pertinent medical and scientific lit-
erafure.

V1. Efficacy data.

A. Individual actilve components.

1. Controlled studles.

2. Partially controlled or uncontrolled
stndies,

3. Documented case reports.

4, Pertinent marketing experiences that
may influence & determination on the effi-
cacy of each individual active component.

5. Pertinent medical end sclentific 1it-
erature.

B. Combinations of the individual active
components.

1. Controlled studies.

2. Partially controlled or uncontrolied
studies.

3. Docurnented case reports.

4, Pertinent marketing experiences that
may Influence a dstermination as to the ef-
fectiveness of combinations of the individual
active components.

5. Pertinent medical and scientific -
erature.

C. Finished biological product.

1. Controlled studies.

2. Partially controlled or uncontrolled
studies.

3. Documented case reports.

4, Pertinent marketing experiences that
may Influence & determination as to the ef-
fectlveness of the finished biologiocal prod-
uct.

5. Pertinent medical and scientific 1it-
erature.
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VII. 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 bagis
(or lack thereof) for the concluslon that the
biological preoduct, including its components,
has been proven safe and effective and is
properly labeled for the intended use or uses.
If there is an absence of controlled studies in
the materials submitted, an explanation as
t0 why such studies are not considered nec-
essary or feasible shall be included.

VIII. If the submission is by & licensed
manufacturer, a. statement signed by the au-
thorized official of the licemsed manufac-
turer shall be included, stating that to the
begt of his or her knowledge and belief, it in-
cludes all information, favorable and unfa-
vorable, pertinent to an evaluation of the
gafety, effectiveness, and labeling of the
product, including information derived from
investigation, commerclal marketing, or
published literature. If the submisslon is by
an interested person other than a licensed
manufacturer, a statement slgned by the
person responaible for such submission shall
be included, stating that toc the best of kis
knowledge and belief, it fairly refiects a bal-
ance of all the availeble Information, favor-
able and unfavorable available to him, perti-
nent to an evaluztion of the safety, effective-
negs, and labeling of the product.

() Deliberations of an acdrviscry review
panel. An advisory review panel will
meet as often and for as long as 1s ap-
propriate to review the data submitted
to it and so prepare a report containing
its conclusiong and recommendations
to the Commissioner of Food and Drugs
with respect to the safery, effective-
nesd, ara labeiing of the biological
products in the designated category
under review.

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

(2) Any intverested person may re-
quest in writing an opportunity 0
present oral views to the panel. Such
written requests for oral presentations
should incitde a summarization of the
data to be presentved to the panel. Such
regquest may be granted or denied by
the panel.

(3) Ary Interested person may
present written data and views which
shall be considered by the panel. This
information shail be presented to the
panel in the format set forth in para-
graph (X3} of this section and within
the time period established for the bio-
logical product category in the notice
for review by a panel,
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(d) Standards for safety, effectiveness,
and labeling. The advigory review panel,
in reviewing the submitted data and
preparing the panel’s conclusions and
recommendations, and the Commis-
sioner of Food ahd Drugs, in reviewing
and implementing the conclusions and
recommendations of the pamel, shall
apply the following standards to deter-
mine that a biological product is safe
and effective and not misbranded.

(1) Bafety means the relative freedom
from harmful effect to persons af-
fected, 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-
guate tests by methods reasonably ap-
plicable to show the biclogical product
is safe under the prescribed conditions
of use, Including resulte of significant
human experience during use.

(2) Effoctiveness meane a reagonable
expectation that, in a significant pro-
portion of the target population, the
pharmacological or other effect of the
biological product, wher usged under
adequate directions, for use and warn-
ings against unsafe use, will serve a
clinically significant function in the
diagnogis, cure, mitigation, treatment,
or prevention of disesse 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 basis
of a showing that it Is not reasonabiy
applicable to the biological product or
essential to the validity of the inves-
tigation, and that an alternative meth-
od of investigation 1s adequare to sub-
stantiate effectiveness. Alternate
metheds, such as serological response
evaluation in clinical studies and ap-
propriate animal and other laboratory
assay evaluations may be adequate tO
substantiate effectiveness where a pre-
vipusly accepted correlation between
data generated in thie way and clinical
effectiveness already exists. Investiga-
wiong may be corroborated by partially
controlled or uncontrolied studies, doc-
umented clinical studies by quallfied
experts, and reports of significant
human experience during marketing.
Isolated case reports, rahdom experi-
ence, and reports lacking the details
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which permit scientific evalnation will
not be considered.

(3) The benefit-to-risk ratio of a bio-
logical product shall be considered in
determining safety and effectiveness.

(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 effecte; (11) 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 (iii) if
the combination, when used 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.

(5) Labeling shall be clear and truoth-
ful in all respects and may not be false
or misleading in any particular. It
gshall comply with section 351 of the
Public Health Service Act and sections
502 and 503 of the Federal Food, Drug,
and Cosmetle Aet, and in particular
with the applleable requirements of
§§610.60 through 610.65 and subpart D of
part 201 of this chapter.

(e) Advisory review panel report to the
Commissioner. An advisory review panel
ghall submit to the Commissioner of
Food and Drugs a report containing the
panel’s conclosions and recommenda-
tlons with respect to the biologloal
products falllng within the category
covered by the panel. Included within
this report shall be:

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

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

(3) A statement which designates
those biological products determined
by the panel not to fall within either
paragraph (&) (1) or (2) of this section
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on the basis of the panel’s conclusion
that the avallable data are insufficient
to classify such biological products,
and for which further testing is there-
fore required. The report shall rec-
ommend with ag must specificity as
possible the type of further testing re-
quired and the time pericd within
which it might reasonably be con-
cluded. The report shall also rec-
ommend whether the product license
should or ghould not be revoked, thus
permitting or denying continued manu-
facturing and marketing of the biologi-
cal product pending completion of the
testing, This recommendation will be
based on an aesesement of the present
evidence of the safety and effectivencss
of the product and the potential bene-
fits and risks likely to result from the
continned 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

{f) Proposed order. After reviewing the
conclusions and recommendations of
the advisory review panel, the Commis-
sloner of Food and Drugs shall publish
in the FEDERAL RREGISTER & proposed
order containing:

(1} A statement designating the bio-
logical products in the category under
review that are determined by the
Commissioner of Food and Drugs to be
gafe and effective and not misbranded.
This statement may include any condi-
tion relating to aotive components, la-
bellng, tests required 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 designating the blo-
logical products in the category under
review that are determined by the
Commigsioner of Food and Drugs to be
unsafe or ineffective, or to be mis-
branded, together with the reasons

2As of Novemher 4, 1982, the provisions
under paragraphs (e)3) and (f)(3) of this sec-
tion for the Interim marketing of certain bi-
ological products pending completion of ad-'
ditional studies have besn superseded by the
review and reclassification procednres under
§601.26 of this chapter. The superseded text is
included for the convenience of the user
only.



§601.26

therefor. All licensges for such products
ghall be proposed to be revoked.

(3) A statement degignating the bio-
logical products not included in either
of the above two statements on the
basis of the Commigsloner of Food and
Drugs determination that the available
data are insufficlent to classify such
biological products under either para-
graph (f} (1} or (2) of this section. Li-
censes for such products may be pro-
posed to be revoked or to remain in ef-
fect on an interim basis. Where the
Commisgloner determines that the po-
tential benefits outweigh the potential
rigks, the proposed order shall provide
that the bilologics 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 1ts
continned marketing are being ob-
tained for evaluation by the Food and
Drug Administration. The tests hec-
essary to regolve whatever safety or ef-
fectiveness guestions exist shall be de-
scribed. 2

{4) The full report or repor:is of the
panel to the Commissioner of Food and
Drugs.

The summary minutes of the panal maet-
ing or meetings shali be made available to
interegted persons upon reqgaest. Any inter-
ested person may within 80 days after publi-
cation of the proposzed order In the FZDIRAL
REGISTER, file with the Hearing Clerk of the
Food and Drug Administration written com-
ments in guintuplicate. Comments may be
accompanied by & memcrandum or brief in
support thereof. All comments may be re-
viewed at the office of the Division of Dogk-
ets Management during regular working
hours, Monday through Fridey.

(g) Final order. After reviewing the
comments, the Commigsioner of Food
and Drugs skall publish in the FEDERAL
REGISTER 4 firal order orn the matters
covered in the proposed order. The
firal order shall become effective as
specified in the order.

2As ¢f November 4, 1082, the provisicms
under paragraphe (e)(3) and (f)(3) of this sec-
tion for the interim marketing of certein bi-
ological products pending completion of 24-
ditional studies have been superseded by the
review and reciassification procedures under
§601.28 of this chapter. The superseded text is
incinded for the convenierce of the user
only.
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(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-
tion, constitute final agency action
from which appeal lieg to the courts.
The Food and Drug Administration
will request consolidation of all ap-
peals in & single court. Upon court ap-
peal, the Commissioner of Food and
Drugs may, at his digcretion, stay the
effective date for part or all of the final
order or notice, pending appeal and
final court adjudication.

[38 FR 32062, Nov. 20, 1978, as amended at 39
FR 11535, Mar. 29, 1974; 40 FR 13408, Mar. 27,
1975; 43 FR 44838, Sept. 29, 1978; 47 FR 44071,
Oct. 5, 1982; 47 FR 50211, Nov, 5, 1882; 51 FR
15607, Apr. 25, 1986; 55 FR 11014, Mar. 26, 1990;
62 FR 53538, Oot. 15, 1997; 64 FR 56452, Oct. 20,
1899]

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

This regulation establishes proce-
dures for the reclaasification of all bio-
logleal products that have been classi-
fied into Category IIIA. A Category
ITIA biclogical product is one for which
an advisory review panel has rec-
ommended under §601.25(¢)(3}, the Com-
missioner of Food and Drags (Commis-
sioner) hag proposed under §601.25(13(3).
or the Commissioner kas finally de-
cided under §601.25(g) that available
data are insufficient to determine
whether the product license should be
revoked or affirmed and which may he
marketed pending the completion of
further testing. All of these Category
TIIA products will either be reclassified
into Category I (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 ase existing advisory review
panels to (1) evaluate the safery and ef-
fectiveness of all Category ITIA biclogi-
cal produnets; (2) review the labeling of
such products; and (3) advise the Com-
missioner on which Category ITIA bic-
logical products are safe, effective, and
not misbranded. These advisory review
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panels will be established in accord-
ance with procedures set forth iIn
§601.25(a).

(b)Y Deliberalions of advisory review
panels. The deliberations of advisory
review panels will be conducted in ac-
cordance with §601.25(d).

(c) Advisory review panel revort to the
Commissioner. An advisory review panel
shall submit to the Commisgioner 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

review in aoccordance with either

§601.25(e)(1) or §601.25(e)(2),

(2) A statement 1dentifying those bio-
logical products deslgnated under
§601.25(e)(2) that the panel recommends
should 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
aufficient quantities to meet current
medical needs. For the products or cat-
egories of products so recommended,
the report shall include:

(1) A description and evaluation of
the avallable evidence concerning ef-
fectiveness and an explanation why the
evidence shows that the product has
any benefit; and

(ii) A description of the alternative
therapeutic, prophylactic, or diag-
nostic agents considered and a state-
ment of why such alternatives are not
gnitable. In making this recommenda-
tion the panel shall also take into ac-
count the seriousness of the condition
intended to be treated, prevented, or
diagnosed 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 testing re-
quired and the time period within
which it might reascnably be con-
cluded.
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(d) Proposed order. After reviewing
the conclusions and recommendations
of the advisory review panels, the Com-
missicner shall publish in the FEDERAL
REGISTER a proposed order containing:

(1) A statement designating the blo-
logical products in the category under
review In 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 he made pub-
licly available at the time of publica-
tion of the proposed order.

(8) A proposal to accept or reject the
findings of the advisory review panel
required by §601.268(c)(2)(1) and (ii).

(4) A statement identifying those blo-
logical products that the Commissioner
proposes should be designated as safe
and presumptively effective 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 diagnostio agent for the prod-
uct that i8 available in sufficlent quan-
tities to meet current medical needs.
In making this proposal, the Commis-
sloner shall take into account the seri-
ousness of the condition to be treated,
prevented, or diagnoged by the product,
the risks involved in the continued use
of the product, and the likellhood that,
hased upon existing datae, the effective-
ness of the product can eventually be
established by further testing.

(e} Final order. After reviewing the
comments on the proposed order, the
Commissioner shall publish in the FED-
ERAL REGISTER a final order on the
matters covered in the proposed order.
Where the Commissioner determines
that there is a compelling medical need
and no suitable alternative thera-
peutic, prophylactie, or dlagnostic
agent for any biological product that is
available In sufficient quantities to
meet current medical needs, the final
order shall provide that the biologics
license application for that biologlcal
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-
talned for evaluation by the Food and
Drug Administration. The final order
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shall describe the tests necessary to re-
solve whatever effectiveness questions
exist.

() Additional studies and labeling. (1)
Within 60 days following publication of
the final order, each licensed manufac-
turer for a blological product des-
ignated as requiring further study to
justify continued marketing on an in-
terim basis, under paragraph (e) of this
section, shall submit to the Commis-
gloner a written statement intended to
show that studles adequate and appro-
priate to resclve the questions raised
about the preduct have been under-
taken. The Federal Qovernment may
undertake the studies. Any study in-
volving a clinical investigation that in-
volves human subjects shall be 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-
tlonai review under part 56 of this
chapter unless exempt under §56.104 or
§56.105. The Commigsloner may extend
this 60-day period if neceseary, either
to review and act on proposed protocols
or upon irdication 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 undertaker, the biologics license
or licenses shall be revoked.

{2) A progress report shall be filed on
the studies by Jarnuwary 1 and July 1
until completion. If the progress report
ia inadequate or if the Commissioner
concludes that the studles are not
being pursued promptly and diligently,
or if interim results indicate the prod-
uct is not a medical necessity, the bio-
logics license or licemses shali be re-
voked.

(3) Promptly upon completion of the
studies undertaker on the product, the
Commissioner will review all available
data and will either retain or revoke
the biologics license or llcensges In-
volved. In makirg this review the Com-
missioner may again consuit the advi-
sory 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.
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(4) Labeling and promotional mate-
rial for those bilological 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 veview panel) and
other information, the Food and Drug
Administration has directed that fur-
ther investigation be conducted before
this product is conclusively determined
to be effective for labeled indication(s).

(6) A written informed consent shall
be obtained from participants in any
additional studies required under para-
graph (f)(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.

(g) Court appeal. The final order(s)
pubklished pursuant t0 paragrabh (e) of
this section constitute final agency ac-
tion from which appeal lles 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
Druogs may, at the Commissioner’s dis-
cretion, stay the effective date for part
or all of the firal order or notice, pend-
ing appeal and final court adjudicacion.

(h) [Reserved]

(1) Imstitutional review and informed
consent. Information and data sub-
mitted under this section after July 27,
1881, shall include statements regard-
ing each clinical investigatior involv-
ing human suhbjects, that it was con-
ducted In compliarce with the reqguire-
merts for informed consent under part
30 of this chapter. Suck a study is also
subject to the requirements for institu-
tionai review under part 56 of this
ckhapter, unless exempt under §56.104 or
§56.105.

[47 FR 44071, Ox=t. 5, 1682, ag amended at 64 FR
58452, Ocr. 20, 15087

§601.27 Pediatric studies.

(a} Regquired assessment. Except as pro-
vided in paragrapks (b), (c), and {(d) of
this section, each application for a new
active ingredient, new indication, new
dosage form, new dosing regimen, or
rew route of administration shail con-
tain data that are adequate TO assess
the safety and effectiveness of the
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product for the claimed indications in
all relevant pediatric subpopulations,
and to support dosing and adminigtra-
tion for each pediatric subpopulation
for which the product is safe and effec-
tlve. Where the course of the disease
and the effects of the product are simi-
lar in adults and pedlatric patients,
FDA may conclude that pedlatric effec-
tiveness can be extrapolated from ade-
quate and well-controlled effectiveness
gtudies in adults, usually supplemented
with other information in pediatric pa-
tients, such a8 pharmacokinetic stud-
ies. In addition, studies may not be
needed in each pediatric age group, if
data from one age group can be extrap-
olated to another. Assessments re-
quired under this section for a product
that represents a meaningful thera-
peutic beneflt over exigting treatments
must be carried out using appropriate
formulations for the age group(s) for
which the assessment is required.

(b} Deferred submission. (1) FDA may,
on its own initlative or at the reguest
of an applicant, defer submission of
some or all assessments of safety and
effectiveness deseribed in paragraph {(a)
of this section until after licensing of
the product for use in adults. Deferral
may be granted if, among other rea-
sons, 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 an applicanf requests de-
ferred submigesion, 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 adequate Justification for tempo-
rarily delaying the submission of as-
segsments of pediatric safoty and effec-
tiveness, the product may be licensed
for use in adults subject to the require-
ment that the applicant submit the re-
guired assessments within a specified
time.

(©) Waivers—(1) General. FDA may
grant a full or partial waiver of the re-
gquirements of paragraph (a) of this sec-
tion on its own Initiative or at the re-
quest of an applicant. A request for a
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waiver must provide an adequate 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:

(i) The product does not represent a
meaningful therapeutic benefit over
existing therapies for pediatric pa-
tients and 18 not likely to be used in a
substantial number of pediatrie pa-
tients;

(ii) Necessary studies are impossgible
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 requirements of
paragraph (a) of this section with re-
spect to a epecified pediatric age group,
if the applicant certifies that:

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

(ii) Necessary studies are impoasible
or highly impractical because, e.g., the
number of patients in that age group is
g0 small or geographically dispersed;

(11i) There 18 evidence strongly sug-
gesting that the product would be inef-
factive or unsafe in that age group; or

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

4) FDA action on waiver. FDA shall
grant a full or partial waiver, as appro-
priate, if the agency finde that there 18
a reasonsble basis on which to con-
clude that one or more of the grounds
for waiver apecified in paragraphs (cX2)
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
requiring that formulation, If a waiver
is granted because there is evidence
that the product would be ineffective
or unsafe in pediatric populations, this
information will be included in the
product’s labeling.
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8Y Definition of “‘meaningful thera-
peutic benefit’'. For purposes of this sec-
wior, a produect will be considered o
offer a2 meaningful therapeutic benefit
over existing therapies if FDA esti-
mates that:

iy If approved, the product would
represent a significant improvement in
the treatment, diagnosis, or prevention
of a disease, compared to marketed
products adequately labeled for that
use In the relevant pediatric popu-
lation. Examples of how improvement
might be demonstrated include, e.g.,
evidence of increased effectiveness in
treatment, prevention, or diagnosls of
digeare; elimination or substantial re-
ductiorn. of a treatment-limiting drug
reaction; documented ennancement of
compliance; or evidence of safery and
effectiveness in a new subpopulation;
or

{i1) The product is ir a class of prod-
ucts or for an indication for which
there is & need for additional tkrera-
peutic options.

{d) Exemption for orphan drugs. Thir
section does not apply to any product
for an Iindication or indications for
which orphan designation has been
granted under part 316, subpart C, of
this chapter. )

{63 FR 86671, Dec. 2, 1998]

§601.28 Annual reports of
marketing pediatric studies.

Sponeors of licensed blologleal prod-
ucte shall submit the following infor-
matlon each vear within 60 days of the
anriverzary date of approval of each
product tnder the license to the Direc-
tor, Center for Biologics Evwvalnation
and Research or the Director, Center
for Drug Evaluation 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 submirted and
whether new studies in the pediatric
population to support appropriate la-
heling for the pediatric popuiation
have been initiated. Where possible, an
estlmate of patient exposure te the
drug product, with special reference to
the pediatric population (neonates, in-
fants, children, ard adolescents) shall
be provided, including dosage form.

post-
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{b) Clinical data. Analysis of available
safety and efficacy data in the pedi-
atric population and changes proposed
in the labeling based on this Informa-
tlon. An assessment of data needed to
ensure appropriate labeling for the pe-
diatric population ghali be incluged.

(e) Status reports. A statement on the
current status of any postmarketing
studies in the pediatric population per-
formed by, or on behalf of, the appli-
cant, The statement shall include
whether postmarketing clinical studies
in pediatric populations were required
or agreed to, and, if so, the status of
thege studies shall be reported to FDA
in annual progress reports of post-
marketing studies under §601.70 rather
than ander this section.

[65 FR 59718, Oct. 6, 2000, as amended 2t 65 FR
64618, Oct. 80, 2000; 70 FR 14984, Mar. 24, 2005]

§601.29 Guidance documents.

fa) FDA has made available guidance
documents under §10.115 of this chapter
to help vou comply with certain re-
guiremensts of tkis part.

{b) The Center for Bilologics Evalua-
tion ard Research {CBER)} maintains a
list of guldance documents that apply
to the center’s regulations. The lists
are maintained on the Interret and are
published annually in the FEDERAL
REGISTER. You may reguest a copy of
the CBER list from the Office of Com-
munication, Training, and Manufactur-
ers Assistance (HFM-40), Center for
Biclogles Evaluation and Research,
Food and Drug Admiristration (see
mailing addresges in §600.2 of this chap-
1er).

(65 FR 56480, Sept. 18, 2000, &s amended at 70
FHR 14984, Mar. 24, 2005}

Subpart D—Diagnostic
Radiopharmaceuticals

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

§601.30 Scope.

This subpart applies to radiopharma-
ceutlcals intended for in vivo adminis-
sration for diagnostic ard monitoring
use. It does not apply to radicpharma-
ceuticals intended for therapeutic pur-
poses. In situations where a particular
radiopharmacentical is proposed for
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both diaghostic and therapeutic unses,
the radiopharmacentical must be eval-
uated taking Into account each in-
tended use.

§601L.31 Definition,

For purposes of this part,diagnostic
radiopharmaceutical means:

(a) An article that is intended for nse
in the dlagnosis or monitoring of a dis-
cage or a manifestation of a disease in
humans and that exhibits spontaneous
disintegration of unstable nuclei with
the emiggion of nuclear particles or
photons; or

{b) Any nonradioactive reagent kit or
nuclide generator that 1s Intended to
be used in the preparation of such arti-
cle ag defined 1n paragraph (a) of this
section.

§601.32 General factors relevamt to
safety and effectiveness.

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

{a) The proposed use of the dlagnostic
radiopharmaceutical in the practice of
medicine;

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

{c) The estimated absorbed radiation
dose of the diagnostic radiopharma-
ceutical.

§601.33 Indications.

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

(1) Structure delineation;

(2) Functional, physiological, or blo-
chemical assessment;

(3} Disease or pathology detection or
agsessment; and

(4) Diagnostic or therapeutic patient
mahagement.

(b) Where a diagnostic radiopharma-
ceutical 18 not intended to provide dis-
ease-gpecific information, the proposed
indications for zse may refer to a blo-
chemical, physlological, anatomical, or
pathological process or to more than
one disease or condition.
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§601.34 Evaluation of effectiveness.

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

(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 seftting reliable measure-
ment of function(s) or physiological,
biochemical, or molecular process(es).

(3) The claim of disease or pathology
detection or assessment s established
by demonsgtrating in a defined clinical
setting that the diagnostic radio-
pharmaceutical has sufficient accuracy
in identifying or characterizing the dis-
eage or pathology,

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

(8) For a claim that does not fall
within the indication categories identi-
fied in §601.88, the applicant or gponsor
sghould 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 18 deter-
mined by comparison with a reliable
assessment of actual clinical status. A
rellable essessment 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
gtatus must be established in another
manner, ¢.g., patient followup.

§601.35 Evaluation of safety.

(a) Fectors considered in the safety
asgessment of a dlagnostic radio-
pharmaceutical include, among others,
the following:

(1) The radiation dose;
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(2} The pharmacology and toxicology
of tke radiopharmaceutical, including
any radionuclide, carrier, or ligand;

(38) Tre risks of an Incorrect diag-
nostic determination;

4} The adverse reaction profile cof the
drug;

{6y Results of human experience with
the radiopharmacentical 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
Hegand has been used in a previously
studied product.

{b) The assessment of the adverse re-
action profile includes, but is not lim-
ited to, an evaluation of the potential
of the diagnostic radiopharmacentical,
irciuding the carrier or ligand, to elie-
it the following:

(1) Allergic or hypersensitivizy re-
sponses,

(2 Immurologic respenses,

(38} Changes in the physiologic or bio-
chemical function of the target and
nontarget tissues, and

(4) Clinically detectable signs or
symptoms.

(€)1} To establish the safery of a d&i-
agnoetic radiopharmaceutical, FDA
may require, among other information,
the foliowing types of data:

{A) Pharmacology data,

(B} Toxicology data,

{C) Clinical adverse event data, ahd

(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 d4i-
agnostic radiopharmaceutical, and its
carrier or ligand, obtained from other
studies and uses. Such information
may include, but is not limited to, the
doge, route of adminigtration, fre-
quency of use, half-life of the ligand or
carrier, khalf-life of the radionuclide,
and results of clinical and preclinical
studies. FDA will establish categories
of dlagnostic radiopharmaceuticals
based on defined characteristics rel-
evant to risk and willi specify the
amount and type of safety data that
are appropriate for each category (e.g.,
required safety data may be limirted for
diagnostic radiopharmaceuticalg with
a well established, low-risk profile).
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Upon reviewing the relevant product
characteristics and safery information,
FDA will place each diagnostic radio-
pharmaceutical irte the appropriate
safety rizk category.

{d) Radiation safety assessment. The
radiation safery assessment mMusT es-
tablish the radiation dose of a diag-
nostic radiopharmaceutical by radi-
ation dosimetry evaluations in humars
and appropriate animsal models. Thke
maximum tolerated dose need not be
established.

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

SOURCE: 57 FR 58959, Dec. 11, 1992, unless
otherwise noted.

§601.40 Scope.

This subpart applies to certain blo-
logical producte that have been studied
for thelr safety and effectiveress in
treating serious or life-threatening ill-
nesses and that provide meaningful
therapeutic benefit to patients over ex-
isting treatmenis (e.g., ability to treat
patients unresponsive o, or Intolerarnt
of, avallable therapy, or improved pa-
tlent 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 marketine approval
for a biological product on the basis of
adeguate and well-controlled clinical
trials establishing that the biologieal
product hag an effect on a surrogate
endpoint that iz reasonably likely,
based on epidemioclogic, therapeutic,
pethophysiologie, 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 he
subiect to the reguirement that the ap-
plicant study the biological product
further, to verify and describe its clin-
ical benefit, where there 1s uncertainty
as to the relation of the gurrogate end-
point to clinical beneflt, or of the oh-
gerved clinical benefit to ultimate ocut-
come. Postmarketing studies would
usuna:ly be studies already underway.
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When required to be conducted, such
studies must also be adequate and well-
controlled. The applicant shall carry
out any such studies with duoe dili-
gence.

§601.42 Approval with restirictions to
assure safe use.

(&) If FDA concludes that & blological
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 blologlcal
product, such as:

(1) Distribution restricted to certain
facllities or physiciens with special
tralning 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.

(&) For biological preducts approved
under §6801.41 or §601.42, FDA may with-
draw approval, following a hearing as
provided in part 156 of this chapter, as
modified by this section, if: .

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

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

(8) 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;

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

(8) Other evldence demonstrates that
the bicloglcal product is not shown to
be safe or effective under its conditions
of use.

(b) Notice of opportunity for a hegring.
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 a
hearing on the Center's proposal to
withdraw the approval of an applica~
tion approved under §601.41 or §601.42.
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The notice, which will ordinarily be a
letter, will state generally the reasons
for the action and the proposed
grounds for the order.

(¢) Submission of data and information.
(1) If the applicant fallg to file a writ-
ten request for a hearing within 15 days
of receipt of the notice, the applicant
walves 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 16.20 of this chapter.

(3) An applicant who requests 8 hear-
ing under this section must, within 30
days of receipt of the notice of oppor-
tunity for a hegring, 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 §10.56 of
this chapfter) 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-
gions 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 to review the
issues involved and to provide advice
and recommendsftions to the Commis-
gioner 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 the Center
may question any person during or at
the conclusion of the person’s presen-
tation. No ofher person attending the
hearing may question a person making
a presentation. The presiding officer
may, a8 a matter of discretion, permit
guestions to be submitted to the pre-
siding officer for response by a person
meaking a presentation.

(fy Judicial review. The Commis-
sioner’s @ecigion constitutes final
agency action from which the appli-
cant may petition for judiclal review.
Before requesting an order from a
court for a stay of action pending re-
view, an applicant must first submit a
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pevition for a stay of action under
§10.35 of this chapter.

57 FR 58659, Dec, 11, 1992, as amended at 68
FR 34797, June I1, 2003; 70 FR 14984, Mar, 24,
2005]

§801_.44 Postmarketing safety report-
ing.

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 biclogical products being consid-
ered for approval under this subpart,
urnless otherwise informed by the agen-
¢y, applicants must submit to the
agency for consideration during the
preapproval review period copies of ail
promotional materials, including pro-
motional labeling as well as advertise-
ments, interded for dissemination or
publication within 120 days following
marketing approval. After 120 days fol-
lowing marketing approval, unless oth-
erwise informed by the agercy, the ap-
plicart must sabmiy promotional ma-
terials at least 30 days prior to the in-
tended time of initial disgemination of
the labeling or initial publication of
the advertisement.

§601.46 Termination of requirements.

If FDA determines after approval
that the regquirements established in
§601.42, §601.43, or §601.456 are no longer
necessary for the safe and eftective use
of a biological product, it will so notify
the applicant. Ordinarily, for biclogical
products approved under §601.4:1, these
requiremente will no longer appiy when
FDA determines that the reguired
postmarketing study verifies and de-
seribes the biological product’s clinieal
benefit and the biological preoduct
would be appropriate for approvai
under traditional procedures. For bio-
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
submicted by the sponsor in accordance
with §10.30.
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Subpart F—Confidentiality of
Information

$601L.50 Confidentiality of data and in-
formation in an investigational new
drug notiee for a biological product.

{a) The existence of en 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.

(o) The avallability for public disclo-
sure of all data and information in an
IND file for a biological product shali
be handied in accordance with the pro-
virions established in §601.51.

(¢} Notwithetanding the provisions of
§601.51, the Food and Drug Administra-
tion shall disclose upon request to an
individual on whom an investigational
biclogical product has been nsed 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 blologics license, IND's in-
corporated into any such appiication,
master files, and other related submis-
sions, The availability for public dis-
closure of any record in the biolegical
product file shall be handled in accord-
ance with the provisions of this sec-
tion.

(b} The existence of a blologleal prod-
uct file will not be disclosed by the
Food and Drug Administration before a
biologics license application has been
approved unlees it has previousiy been
publicly disclosed or sacknowiedged.
The Food and Drug Admirniatration
will maintain a ligt available for public
disclosute of blclogical products for
which a license application has been
approved.

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

(dX1) If the existence of a biological
product file has been publicly disciosed
or ackrowledged before & license has
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been issued, no data or information
contained in the file is available for
puhlic disclosure before such license is
issued, but the Commissioner may, in
his discretion, disclese a summary of
such selected portions of the safety and
offectiveness 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 awvail-
able to the public upon request the in-
formation in the IND that was required
to be filed in Docket Number 8580158
in the Division of Dockets Management
(HFA-305), Food and Drug Administra-
tion, 5630 Fishers Lane, rm. 1061, Rock-
ville, MD 20852, for investigations in-
veolving an exception from informed
consent under §50.24 of this chapter.
Porgons wishing to request this infor-
meation shall submit & request under
the Freedom of Information Act.

{e) After a licemse has been issued,
the following data and information in
the biological product file are irnme-
diately available for public disclosure
uniess extraordinary circumstances are
shown:

(1) All safety and effectiveness data
and information.

(2) A protocol for a test or study, un-
legs it is 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) Adverge reaction reports, product
experience reports, consumer com-
plaints, and other similar data and In-
formation, after deletion of:

(i) Names 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
hospital or other institution.

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

(6) An assay method or other analyb-
ical method, unless it serves no regm-
latory or compliance purpose 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 bhiological product file, in ac-
cordance with the provisions of part 20
of this chapter.

(7) All records showlng the manufac-
turer's testing of a particular lot, after
deletion of date or information that
would show the volume of the drug pro-
duced, manufacturing procedures and
controls, yleld 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 commerecial or fi-
nancial information as defined in §20.61
of this chapter:

(1) .Manufacturing methods or proc-
egses, Including quality control proce-
dures.

(2) Production, sales, distribution,
and similar date 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-
gure.

(3) Quantitative or semiqguantitative
formulas.

(g) For purpores of this regulation,

safety and effectiveness data include
all studies and tests of a biological
product on animals and humang and all
studies and tests on the drug for iden-
tity, stability, purity, potency, and
bioavailability.
[38 FR 44656, Dec. 24, 1074, ag amendsd at 42
FR 15678, Mar, 22, 1977, 40 FR 22833, June 8,
1934; 56 FR 11013, Mar. 26, 1986; 81 FR 51530,
Oct. 2, 1896; 84 FR. 56462, Oot. 20, 1989; 68 FR
24879, May 9, 2003; 69 FR 13717, Mar. 24, 2004;
70 FR 14984, Mar. 24, 2005]
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Subpart G—Postmarketing Studies

SourcE: 65 FR 64618, Oct. 30, 2000, unless
otherwise noted.

§601.70 Annual progress reports of
postmarketing studies.

(a) General requirements. This sectior
applies o all required postmarketing
studies (e.g., accelerated approval clin-
ical benefit studier, pediatric studies)
and poetmarketing studies that an ap-
pilcant has committed, in writing, to
conduct either at the time of approval
of an application or a supplement to an
application, or after approval ¢f ah ap-
plication or a supplement. Post-
markering studies within the meaning
of this section are those that concern:

{1) Clinical safety;

{2) Clinical efficacy;

{8) Clinical pharmacology; and

{4) Nonclinical toxicology.

(bYWhat te report. Each applicant of a
licensed biological product shall gub-
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 annually until FDA notifles
the applicant, in writing, that the
agency concars with the applicant’s de-
termination that the study commit-
ment has been fulfilled, or that the
study is eltzher no longer feasible or
would no longer provide useful infor-
mation. Each annual progress report
shall be accompanied by a completed
transmittal Form FDA-2252, and shall
include all the information reguired
under this section that the applicant
received or otherwise obtained durihg
the arnual reporting interval which
ends on the U.8. anniversary date. The
report must provide the follewing in-
formation for each postmarketing
study:

(1) Applicant’s name.

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

(8) Biologics license application (BLA4)
and supplement number.

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

{5) Date of postmarketing study commit-
ment.

(6) Description of postmarketing study
commitment. The description must in-
clude sufficient informatior to unique-
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1y describe the study. This information
may ineclude the purpose of the study,
the type of study, the patiert popu-
lation addreseed by the study and the
indicationis} and dosage(s} that are to
be studied.

(7} Schedule for completion and report-
ing of the postmariefing study commit-
ment. The scnedule should inciuce the
actual or projected dates for submis-
sion of the study protocol to FDA,
completion of patient accrual or initi-
ation of an animal study, completion of
vhe study, submission of the final
study report to FDA, and any addi-
tional milestones or submissions for
whick projected dates were specified as
part of the commitment. In addition, it
snoald include a revised schedule, as
appropriate. If the schedule has been
previously revised, provide both the
original schedrle ard the most recent,
previpusly submitted revision.

(B) Current status cf the postmarketing
study commitment. The status of each
postmarketing study should be cat-
ogorized 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 daze:

(i} Pending. The study has not been
initiated, but does rot meet the cri-
terion for delayed.

‘/il) Ongoing. The study is proceeding
accordirng to or ahead of the original
schedule described under paragraph
(bXT) of this section.

{iii) Delayed. The study is hehind the
original schedule described under para-
graph {o)7) of this section.

3v) Terminated. The study was ended
before completion but a final study re-
port has not been submitted to FDA.

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

(8) Explonation of the study’s status.
Provide a brief description of the sta-
tus of the study, inciuding the patient
accrual rate {expressed by providing
the rumber of patients or subjects en-
rolled to date, and the total planned
enrcliment), and an explanation of the
study’s status identified under para-
graph (b8} of this section. If the study
has been completed, include the date
the study was completed and the date



Food and Drug Adminlistration, HHS

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)(7) of this section has
changed since the previcus report.

{c) When to repori. Annual progress
reports for postmarketing study com-
mitments entered intc by applicants
ghall be reported to FDA within 60 days
of the anniversary date of the U.8. 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
Blologics Evaluation and Research or
Center for Drug Evaluation and Re-
search (see malllng addresses in §600.2
of this chapter).

(&) Public disclosure of information. Ex-
cept for the Information described in
this paragraph, FDA may publicly dis-
clogse any information concerning a
postmarketing study, within the mean-
ing of this section, if the agency deter-
mines that the information is nec-
ossary to identify an applicant or to 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 secrsts, as de-
fined In §20.61 of this chapter, or infor-
mation, described in §20.63 of this chap-
ter, the disclogure of which would con-
stitute an unwarranted invagion of per-
gonal privacy.

{85 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

SoURCE: 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 conditicns caused by expo-
aure te lethal or permanently disabling
toxic biological, chemical, radio-
logical, or nuclear substances. This
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subpart applies only to those biological
products for which: Definitive human
efficacy studles cannot be conducted
because it would be unethical to dellb-
erately expose healthy human volun-
teers to a lethal or permanently dis-
abling toxic blological, 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 described elsewhere in FDA's
regulations (e.gz., accelerated approval
based on surrogate markers or clinical
endpoints other than survival or irre-
versible morbidity), nor does it address
the safety evaluation for the products
to which 1t does apply.

§601.91 Approval based on evidence of
:glecﬁveness from studies in ani-
8.

(&) FDA may grant marketing ap-
proval for a bilologlcal product for
which safety has been established and
for which the requirements of §601.00
are met hased 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 agsessing the sufficlency
of animal data, the agency may take
inte account other data, Including
human data, avallable to the agency.
FDA will rely on the evidence from
studies in animals to provide substan-
tial evidence of the effectiveness of
these prodocts only when:

(1) There 18 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
to react with a response predictive for
humans, unless the effect 18 dem-
onstrated in a single animal species
that represents a sufficiently well-
characterized animal model for pre-
dicting the response in humans;

(8) The animal study endpoint is
clearly related to the desired benefit in
humans, generally the snhancement of
survival or prevention of major mor-
hidity; and
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{4) The data or information on the xi-
netics and pharmacodynamics of the
product or other relevant data or infor-
mation, in animals and humars, allows
selection of an effective dose in hu-
marns.

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

(1} Postmarketing studies. The appli-
cant must conduct postmarketing
studies, such as field studies, to verify
and describe the biological produect’s
clinical benefit and to assess 155 safety
when used as indicated when such stud-
ies are feasible and ethicai. Such post-
marketing studies would not be fea-
sible until an exigency arises. When
such studies are feasible, the applicant
must conduet such studles with due
diligence. Applicants must include as
part of their appiication a plan or ap-
proach o postmarketing study com-
mitments in the evens 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 safeiy used
only if distribution or use is restricted,
FDA will require such postmarketing
regtrictions as are needeé to ensure
safe use of the biclogieal product, com-
menhgurate with the specific safery con-
cerns presented by the biological prod-
uct, such as:

(1) Distribution resiricted to certain
faciiities or health care practitiorers
with special training or experience;

{1i) Distribution conditioned on the
performance of specified medical proce-
dures, including medical followup; and

(ili) Distribution conditioned on
specified recordkeeping requirements.

8) Information to be provided to patient
recipients. For biological products or
apecific indications approved under
this subpart, appilcants musat prepare,
as part of their proposed labeling, la-
beling to be provided to patient recipi-
ents. The patient labeling muet explain
that, for ethical or feasibility reasons,
the biological product’s approval was
based on efficacy atudies conducted in
animals alone and must give the bio-
logical product’s indication(s}, direc-
tlons for use {(dosage and administra-
tion), contraindications, a description
of any reasonably foreseeable risks, ad-
verge reactions, anticipated benefits,
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drug interactions, and any other rel-
evant informatior required by FDA at
the time of approval. The patient label-
ing must be available with the product
to be provided to patiente pricr to ad-
ministration or dispensing of the bio-
logical product for the use approved
under this subpars, if possible.

§601.92 Withdrawal procedures.

{a) Reasons to withdraw approval. For
blological products approved under this
subpart, FDA may withdraw approval,
following a hearing as provided in part
15 of this chapter, ag modified by this
section, if:

(1) A postmarketing clinical study
fails to ver!ify clinical bexeflt;

(2) The applicant fails vo perform the
postmarketing study witk due dili-
gence;

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

(43 The applicant fails to adhere to
the postmarketing restrictions applied
at the time of approval nnder this sub-
part;

{5y The promotional materials are
falgse or misleading; or

{6) Other evidence demonstrates that
the biological product is not shown %o
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 ahd Research or the
Director of the Center for Drug Evalua-
tion and Research will give the appli-
cant notice of an opportualty for a
hearing on the proposal to withdraw
the approval of an application approved
under this suopart. 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 data and information.
(1} If she applicant fails to file a writ-
ten request for a hearing within 15 days
of recelpt 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
pubiish a notice of hearing in the F'ED-
ERAL REGISTER in accordance with
§§12.32(e) and 15.20 of this chapter.

(3) An applicent who requests a hear-
ing under this section must, within 30



Food and Drug Administration, HHS

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) Separatior of furctions. Separation
of functions (as specified in §10.556 of
this chapter) will not apply at any
point in withdrawsl proceedings under
this section.

(e) Procedures for hearings. Hearings
held under this sectlion 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 to review the
lssues involved and to provide advice
and recommendations to the Commis-
sloner of Foeod 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
question any person during or at the
conclusion of the person’s presen-
tation. No other perscn attending the
hearing may question o person malking
a presentation. The presiding officer
may, a8 a matter of discretion, permit
questions to be submitted to the pre-
giding officer for response by a person
making a presentation.

(f) Judicial review. The Commisgioner
of Food and Drugs’ declslon constitutes
final agency action from which the ap-
pllcant may petition for judiclal re-
view. Before requesting an order from g
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 T0
FR 14984, Mar. 24, 2006]

§60]i.;lsg Postmarketing safety report-

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 Promotional materials.

For blological products being consid-
ered for approval under this subpart.
unless otherwise informed by the agen-
cy, applicants must submit to the

b1

P. 606

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 12) days fol-
lowing marketing approval, unless oth-
erwise informed by the agency, the ap-
plicant must submit promotional ma-
terials at least 80 days prior to the in-
tended time of initial dlssemination of
the labeling or initial publication of
the advertisement.

§601.95 Termination of requirements.

If FDA determines after approval
under this subpart that the require-
ments established 1n §§601.91(hX2),
601.92, and 601.93 are no longer nec-
essary for the safe and effective use of
a biological product, FDA will so no-
tify the applicant. Ordinarily, for 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 c¢an 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
this chapter.

PART 606—CURRENT GOOD MAN-
UFACTURING PRACTICE FOR
I%.ILE?I('I?SD AND BLOOD COMPO-

Subport A—General Provisions

Sec.
606.3 Definitiona.

Subpart B—Organization and Personnel
606.20 Personnel.
Subpart C—Plant and Facilities
606.40 Facilities.
Subpart D—Equipment
806.60 Egquipment.
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B806.66 Supplies and reagents.
Subpart E [Reserved]

Subpart F--Production and Process
Controls

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

Subpart G—Additional Labeling Standards
for Blood and Blood Components

606.120 Labeling, general requirementes,
606.121 Container label.
806.122 Circular of informartion.

Subpart H—Laboratory Confrols

606,140 Laboratory controls.
606.151 Compatibility testing.

Subpart I—Records and Reports

806.160 Records.

606.165 Dilstribusion and receipt; procedures
and records.

606.170 Adverse reaction file.

606.171 Reporting of product deviations by
licensed manufacturers, unlicensed reg-
istered blood establishments, and srans-
fuslon zervices.

AUTHORITY: 21 T7.8.C, 821, 331, 351, 352, 335,
360, 3601, 971, 374; 42 U.8.C. 218, 252, 263a, 254.

Bovnoz: 40 PR 53332, Nov. 1B, 1975, unless
otherwise noted.

Subpart A—General Provisions

§606.3 Definitions.

As used in this part:

{a) Bloed means whole blood collecied
from a single donor and processed ei-
ther for transfusion or further manu-
facturing.

(b} U'nit means the volume of blood or
one of its components in a suitabie vol-
ume of anticoaguiant obtained from a
single collection of vlood from one
donor.

(e) Component means that par: of a
single-donor’s vlood separated by phys-
ical or mechanical means.

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

{e} Plasmapheresis means the proce-
dure in whick blood is removed from
the donor, the plasma is separated
from the formed elements and at least
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the red blood cells are returned to the
donor.

£y Plateletpheresis means the proce-
dure in whkich 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.

{g) Leukapheresis means the proce-
dure in which blooéd is removed from
the doxnor, a leukocyte concentrate is
separated, and the remaining formed
elements and residual plasma are re-
turned to the donor.

() Facilities means any area used for
the collection, processing, compat-
ibiiity testing, storage cr distribution
of blood and blood componenss.

1) Processing mesang any procedure
employed afrer collection, and before
or after compatibility testing of blood,
and includes the Identification of a
unit of donor biood, the preparation of
componerts from such unit of donor
Blood, serclogical testing, labeling and
associated recordkeeping.

(i) Compatibility tesfing means the
procedures performed to establish the
matching of a doror's blood or bleod
components with that of a potential re-
cipient.

(k} Distributed meanas:

(1) The blood or blood components
have left the control of the licensed

manufacturer. unlicensed registered
blood egtablishment, or transfusion
gervice; or

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

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

40 FR 535682, Nov. 18, 1975, as amended at 54
FR 45370, Aug. 19, 1999; 65 FR 66635, Nowv. 7,
2000; 66 FR 1835, Jan. 10, 2001; 66 FR 40889,
Ang. 5, 2001; 72 FR 45886, Aug. 19, 2007]

Subpart B—Organization and
Petrsonnel

§606.20 Personnel.
{a) [Reserved]
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(b) The personnel responsible for the
collection, processing, compatibility
testing, storage or distribution of blood
or blood components ghall be adequate
in number, -educational background,
training and experience, including pro-
fessional training as necessary, or com-
bination thereof, to assure competent
performance of thelr assigned func-
fions, and to ensure that the final
product has the gsafety, purity, po-
tency, identity and effectiveness it pur-
ports or is represented to possess. All
personnel shall have capabilities com-
mengurate with their assigned func-
tions, a thorough understanding of the
procedures or comntrel operations they
perform, the necessary training or ex-
perience, and adequate information
concerning the application of pertinent
provizsions of this part to their respec-
tive functions.

(c) Persons whose presence can ad-
versely affect the safety and purity of
the products shall be excluded from
-area8 where the collection, processing,
compatibility testing, storage or dis-
tribution of hlood or blood components
is conducted.

[40 FR 53532, Nov. 18, 1975, as amended at 49
FR 23833, June B, 1984; 56 FR 11014, Mar. 25,
1990; 62 FR 53538, Oct. 15, 19971

Subpart C—Plant and Facilities

£606.40 Facilities.

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

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

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

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

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

(4) The quarantine storage of blood or
blood components in a designated loca~
tlon pending repetition of those tests
that Initially save questionable sero-
logical results.
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(6) The storage of finished products
prior to distribution.

(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 biood and blood compo-
nents to prevent contamination.

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

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

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

(c) Provide adequate, clean, and con-
venient handwaghing facilities for per-
sonnel, and adequate, c¢lean, and con-
venient toilet facilities for donors and
personnel. Drains shall be of adequate
size and, where connected directly to a
sewer, shall be equipped with traps to
prevent back-siphonage.

(@) 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 distribution,

Subpart D—Equipment

§606.60 Equipment.

(a} BEquipment used in the collection,
processing, compatibility testing, stor-
age and distribution of bicod and blood
components shall be maintained in a
clean and orderly manner and located
g0 as to facilitate cleaning and mainte-
nance. The equipment shail be ob-
served, standardized and calibrated on
a regularly scheduled basls as pre-
scribed in the Standard Operating Pro-
cedures Manual and shall perform in
the manner for which it was designed
80 as to assure compliance with the of-
ficial requirements prescribed in this
chapter for blood and blood products.

() Equipment that shall be observed,
standardized and calibrated with at
least the following frequency, include
but are not limited to:
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Equipment Performance check Fraquency Fraguency of calibration
Temparature racorder .... | Compare against thermometer Daily As necessary.
Refrigerated gentrifuge .. - Observe speed and temperatute ......... | Each day of use Do.
Hematocrit centrifuge ... PRSI BTSRRI Standardize before initial uss, after re-
pairs or adjustments, and annually.
Timer every 3 mo.
Genera! lab centrifuge .. | .. . Tachomster evary & mo.
Autarnated bload-typing | Ozserve contrels for correct results ... Each day of use.
maching. |
Hemoglobinemater ... ... ; Standardize against | ... do.
cyanmethemoglobin standard.
Refractometer ............... Standardize againat distilled water ... | ...... do.
Blood container scele ... | Standardize against container of known | ... (+ |+ FR— As netessary.
weight,
Water bath .... . I Observe temperatune ... JURN. [ SN Do.
Rh view bex ., ... Do.
Autoclave Each time of use Do.
Serologic rotators .......... 1 Observe controfs for comrect results ... Each day of use | Speed as necessary.
Laboratory themnom- | i e svvrnerees [ s v e Befora infiial use.
ators.
Electronic thermometars | WMonthiy.
Vacuum blood egitator .. | Observe weight of the first cantamer of | Each day of use | Standardize with container of known
bloed filled tor correct results. mass or volume before initial use,
and after repairs or adjustments,

(¢) Eguipment employved 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-
lzation procedure shall be no less than
that achieved by an attaired tempera-
ture of 121.5 °C (231 °F) maintained for
20 minutes by saturaled steam or by an
attained temperature of 170 *C (338 °T)
maintained for 2 hours with dry heat.

(40 TR 53382, Nov. 18, 1975; 40 FR 55849, Dec.
2, 1975, s amended at 45 FR 9261, Feb. 12,
1980; 57 FR 11263, Apr. 2, 1682; 57 FR 12852,
Apr, 13, 16621

$606.65 Supplies and reagents.

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

{#) All surfaces coming in contact
with blood and blood componerts in-
terded for transfusion shall be sterlie,
pyrogen-free, and shall not interact
with the product in such a manrer as
to have an adverse effect upon the safe-
1y, purity, potency or effectiveness of
the produet. All final containers and
ciosures for bleod and blood compo-
nents not Iintended for transfusion
shail be clean and free of surface solids
and other contaminants.

() Each blood collecting container
and its sacellite container{s), if any,
shall be examined visually for damage
or evidence of contamination prior to
its uge and immediately afrer filling.
Such examination skall 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 properiy dis-
carded.

(e} Representative zamples of each
lot of the following reagents or solu-
tions shall be tested on a regularly
scheduled basis by methods described
in the 8tandard Operating Procedures
Marual to determine their capacity to
perform as reqguired:

Reagent or soludon Fracuency of esting

Arz-human giosuin ...
Blzoz grouning reagents .

Each day of use.

i
|
. Do.

Lacting " Dc.

Antihody screening ara re- Do.
varse grouping cel's.

Hepatifis te6t reagents ........... Each run,

Syphills seroicgy reagents Co

Enzymes . Each day of use.

(4} Supplies ard 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 & manner congistent with in-
structions provided by the manunfac-
TLrer.
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(f) Items that are required to be ster-
ile and come into contact with blood
should be disposable whenever possible.

[40 FR 53532, Nov. 18, 1975, as amended at 59
FR 23536, May 6, 1834]

Subpart E [Reserved]

Subpart F—Production and
Process Controls

§606.100 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 Ewvaluation and
Research, are not applicable to estab-
lishments not subject to licensure
under sectlon 861 of the Public Health
Bervice Act.

(b) Written standard operating proce-
dures shall be maintained and shall in-
clude all steps to be followed in the
collection, processing, compatibility
testing, storage, and distribution of
blood and blood components for trans-
fusion and further manufacturing pur-
poses. Such procedures shall be avall-
able to the personnel 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
sultability, 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 a factor in
determining acceptability.

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

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

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

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

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

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

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

(10) Storage temperatures and meth-
ode of controlling storage temperatures
for all blood products and reagents as
preseribed in §§600.15 and 610.53 of this
chapter.

(11) Length of expiration dates, 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 reiassue,

(13) Procedures used for relating a
unit of blood or blood component from
the donor to 1ts final disposition.

(14) Quallty contrel procedures for
supplies and reagents employed Iin
blood collection, processing and
pretransfusion testing.

(16) Bchedules and procedures for
equipment maintenance and ealibra-
tion.

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

(17) Procedures of plasmapheresis,
plateletpheresis, and leukapheresis, if
performed, including precautions to be
taken to ensure reinfusion of a donor’s
own cells.

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

(19) Procedures under §§610.46, 610.47,
and 610.48 of this chapter:

(1) To identify previously donated
blood and blood components from s
donor who later tests reactive for evi-
dence of human Immunodeficiehcy
virus (HIV) Infection or hepatitis C
virus (HCV) Infectlon when tested
under §610.40 of this chapter, or when &
blood establishment 1s made aware of
other reliable test resuits or informa-
tion indicating evidence of HIV or HCV
infection;
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(i1) To quarantine in-date blood and
bhlood components previously donated
by such a donor that are intended for
age in another person or further manu-
facture into injectable products, excent
pooled components intended solely for
further manafacturing into products
that are manufactured using validated
viral clearance procedures;

{ii1) To notify consignees to guar-
antine in-date blood and biocd compo-
nents previously conated by such a
donor intended for use in another per-
son or for further marufacture into
injectable products, except pooled com-
ponents intended solely for further
manufacrtaring into products that are
marufactured using validated viral
clearance procedures;

fiv) To- determine the suitability for
reiease, destruction, or relabeling of
quarantined ia-date blood and blood
componenis;

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

{v1) To rotify the transfuslon recipi-
ent, the recipient’s physician of record,
or the reclpient’s legal representative
that the recipient received blood or
blood components at increased risk of
transmitting HIV or BECV, respectively.

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

(e) All records pertinent %o the lot or
unit maintained pursuant to these reg-
alations shall be reviewed before the
release or distriburtien of a lot or uric
of finai product. The review or portions
of the review may be performed at ap-
propriate periods during or after blood
collecting, proceszing, compatibility
testing and storing. A thorough inves-
tigation, including the conclusione and
followup, of any unexplained discrep-
ancy or the failure of a lot or unit to
meet any of its specifications shall be
made and recorded.

{d) In adéition to the requirements of
this subpart and In conformity with
this section, any faclllity may utilize
current standard operating procedures

21 CFR Ch. | (4-1-15 Edition)

such as the manuals of the organiza-
wions, as long as such specific proce-
dures are consistent with, azd at least
as stringent as, the requirements con-
tained in this part.

(1) American Assoclation of Blood
Banks.

{2) Americar National Red Cross.

{8) Other organizations or individual
blood barks, subject to approval by the
Director, Cenier for Biologics Evalua-
tlon and Research.

40 FR 53332, Nov. 18, 1975, =& emended at 49
FR 23833, June 8, 1884; 55 FR 11013, Mar. 28,
1960; 81 FR 47422, Sept. 8, 1866; 64 FR 45370,
Aug. 18, 1999; 66 FR 31178, June 11, 2001; T2 FR
48758, Aug. 24, 20077

§606.110 Plateletpheresis,
I pheresis, 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-
ardg for apecific products preseribed in
this part provided thar: (1) A prhysician
has determined that the recipient must
be transfused with the leukocytes or
plaitelets from a specific donor, and (2}
the procedure is performed under the
supervision of a qualified licensed phy-
sician who is aware of the healtn sta-
tus of the donor, and the physleian hag
certified in writirg that the donor's
health permits plateletpheresis or
leukapheresis.

(b} Plasmapheresis of donors who do
not meet the donor requiremenrts of
§§640.63, 640.64 and 640.65 of this chapter
for the coliection of plasma containing
rare antibodies shall be permitted only
with the prior approval of the Director,
Center for Bioclogles Evaluation and
Research.

[40 FR 53532, Nov. 18, 1975, ar amended at 49
FR 23833, June 8, 1984; 55 FR 11013, Mar. 28,
19607

Subpart G—Additional Labeling
Standards for Blood and
Blood Components

§606.120 Labeling,
ments.

{a) Labeling operations shall be sepa-
rated pkyeically or spatially from
other operations in a manner adeguate
to prevent mixups.

general reguire-
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(b) The labeling operation shall in-
clude the fellowing labeling controls:

(1) Labels shall be held upon receipt,
pending review and proofing against an
approved final copy, to ensure accuracy
regarding ildentity, content, and con-
formity with the approved copy.

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

(3) All necessary checks in labeling
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 35489, Aug. 30, 1985]

§606.121 Container label.

(a) The container label requirements
are deslgned to facilitate the use of a
uniform container label for blood and
bloed components intended for use in
trangfueion or farther manufacture by
all blood establishments.

(b) The label provided by the col-
lecting facility and the initial proc-
essing facility must not be removed, al-
tered, or obscured, except that the
label may be altered to indicate the
proper name of the produot, with any
appropriate modifiers and attributes,
and other information required to iden-
tify accurately the contents of a con-
talner after blood components consid-
ered finished products have been pre-
pared.

(¢) The contalner label must include
the fellowing information, as well as
other specialized Information as re-
quired in this sectlon for specific prod-
uects:

(1) The proper name of the preduct in
& prominent positicn, with any appro-
priate modifiers and attributes.

(2) The name, address, unique facility
identifier, and, if a licensed product,
the license number of each manufac-
turer; except the contalner label for
blocd and blood ¢omponents for further
manufacture is not required to include
a unique facility identifier,

(3) The donor or lot number relating
the unit to the donor. If pooled, all
donor numbers, all donation numbers,
or a pool number that is traceable to
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each individual unit comprising the
pool.

(4)(i) The expiration date, including
the day, month, and year, and, if the
dating period for the product is 72
hours or less, including any product
prepared in a system that might com-
promise sterility, the hour of expira-
tion.

(li) If Source Plasma intended for
manufacturing into  noninjectable
products is pooled, the expiration date
for the peol 18 determined from the col-
lection date of the oldest unit in the
pool, and the pooling records must
ghow the collection date for each unit
in the pool.

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

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

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

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

(i) HRY only.”
(ii) “*See circular of information for
indications, contraindications, cau-

tions, and methods of infugion,”

(iii) “Properly idenfify intended re-
cipient.” ’

(iv) *“This product may transmit in-
fectious agents.”

(v} The appropriate donor classifica-
tion statement, i.e., ‘‘paid donor” or
‘“volunteer donor,’”’ in no less promi-
nence than the proper name of the
product.

(A) A paid donor is a person who re-
ceives monetary payment for a blood
donation.

(B) A volunteer donor 18 a person who
does not recelve menetary payment for
a blood donation.

(C) 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.

(9) If the product is intended for
transfusion or as is otherwise appro-
priate, the ABO group and Rh type of
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the donor must be designated conspicu-
ously. For Cryvoprecipizated
Antihemmophiliac Factor (AHF), the Rh
type may be omitted. The Rh type
raust be designated as follows:

(1) If the tvest using Anti-D Blood
Grouping Reagent is positive, the prod-
uet must be labeled: “Rh positive.™

1)y If the test using Antl-D Blood
Groupinz Reagent iz negative, out the
test for weak D {formerly D,) is posi-
tive, the product must be labeled: “Rh
positive.”

(111) If the test using Anti-D Blood
Grouping Reagent is negative and the
test for weak D (formerly D.} is negsa-
tive, the product must be labeled: ‘‘Rh
negative.”’

{10} If the produact is not Intended for
transfusion, a statement as applicable:
“Caution: For Manufacturing TUse
Only,” or “Caation: For Use ir Manu-
facturing Norninjectable Producis
Only,” or other cautionary statement
as approved by tke Director, Center for
Biologics Evaluation and Research
{CBER).

{11) If tke product is intended for fur-
ther manufacturing usze, a statement
listing the results of all the tests for
communicable disease agents reguired
under §610.40 of this chapter for which
the donation has beer tested and found
negative; except that the container
label for Source Plasma is not required
to list the negative results cof sero-
logical syphilis testing under §§610.4071)
and 640.65(%) of this chaprer.

(12) The blood and blood components
must be labeled in accordance with
§610.40 of this chapter, when the dora-
tion is tested and demonsatrates evi-
dence of infection due to a commu-
nicable disease agent(s).

{13} Trze container label of blood or
biood componerts intended for trans-
fusion must bear encoded information
ir a format tnat iz machine-readable
and approved for use by the Director,
CBER. -

(1} Who is subject to this machine-read-
able requirement? AIl 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.
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(iiy What bicod products are subject to
this machine-readable reguirement? AL
blood and blood componenis intended
for transfusicn are subject to the ma-
chine-readable informartior label re-
gurirement in thia section.

(iii) What information must be ma-
chine-readable? Each label must have
machine-readable informartior. that
contains, at a minimum:

{A) A unigue facility identifier;

(B) Lot number relating to the donhor;

{C} Product code; and

{D) ABQ ard Rh of the donor, except
as deseribed in paragraphs {8 and
(1)(5) of this section.

{iv)} How must the machine-readable in-
formation appear? The machine-read-
able informaticn must:

{A) Be unigue to the blood or blood
compoenent;

{B) Be surrounded by sufficient blank
space 80 that the machine-readable in-
formation can be scanned correctly;
and

{C} Remain intact under normal con-
ditions of use.

{v) Where does the machine-readable in-
Formation go? The machire-readable in-
formartion must appear on the label of
any blood or blood component which is
or can Ye transfused to a patient or
from which the blood or biood compo-
nent can be taken and transfused to a
patient.

(4} Unless otherwise approved by the
Director, CBER, the container label for
blood and blood components intended
for transfusion muss be white and print
must be solid black, with the following
additional exceptions:

{1) The ABO and Rh blood groups
must be printed as follows:

(1) Rh positive: Use black print on
white bhackground and use solid black
or other solid color for ABO.

{11} Rk negative: TUse white print on

lack background for Bh and use black
outline on a white background for
ABO.

(2) The proper name of the product,
with any appropriate modifiers and at-
tributes, the donor clasaification state-
ment, and the statement ‘‘properiy
identify intended recipient” may be
printed in solid red or in solid black.

8y Tke following color scheme may
be used for differentiating ABO Blcod
groups:
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Blood group Cglg‘rﬂnf
(o] Blue
A Yollow
B Pink
AB White

(4) Speclal labels, such as those de-
seribed in paragraphs (h) and (1) of this
section, may be color-coded.

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

(1) Whole Blood labels must include:

(i) The name of the applicable anti-
coagulant approved for use by the Di-
rector, CBER.

(il) The veolume of anticoagulant.

(111) If tests for unexpected antibodies
are positive, blood intended for trans-
fusion must be labeled: ‘““Contains
(name of antibody).”

(2) Except for frozen, deglycerolized,
cor washed Red Blood Cell products, Red
Blood Cell labels must include:

(i) The type of anticocagulant, and if
applicable, the volume of Whole Blood
and type of additive solution, with
which the product was prepared.

(1i) If tests for unexpected antibodies
are positive and the product is in-
tended for transfusion, the statement:
“‘Contains (name of antibody).”

(3} If tests for unexpected antibodies
are positive, Plasma intended for
transfusion must be labeled: “Contalns
(name of antibody).”

(4) Recovered plasma labels must In-
clude:

(1) In leu of an expiration date, the
date of collection of the oldest mate-
rial in the container.

(i1) For recovered plasma not meet-
ing the requirements for manufacture
into licemsable products, the state-
ment: “Not for Use In Products Subject
to License Under Section 851 of the
Public Health Service Act.”

(iil) The type of anticoagulant with
which the product was prepared.

(5) Source Plasma labels must in-
clude the following information:

(i) The cautionary statement, as
specified in paragraph (cX10) of this
section, must follow the proper name
with any appropriate modifiers and at-
tributes and be of aimilar prominence
a8 the proper name,

(ii) The statement “Store at —20 °C
or colder,” provided, that where plas-

. TEMPERATURE EXCEEDED
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ma 18 intended for manufacturing into
noninjectable products, this statement
may be replaced by a statement of the
temperature appropriate for manufac-
ture of the final product to be prepared
from the plasma.

(lil) The total volume or welght of
plasma and total quantity and type of
anticoagulant used.

(iv) When plasma collected from a
donor is reactive for a serologic test for
syphilis, a statermnent that the plasma
1s reactive and must be used only for
the manufacturing of positive control
reagents for the serologic test for
syphilis.

(v) Source Plasma diverted for
Source Plasme Salvaged muet be re-
labeled ‘“‘Source Plasma Salvaged” as
presceribed in §640.76 of this chapter.
Immediately following the proper
name of the product, with any appro-
priate modifiers and attributes, the la-
beling must prominently state as appli-
cable, “STORAGE TEMPERATURE
EXCEEDED -20 °C” or ‘“SHIPPING
—5°C.”

(vi) A sptatement as to whether the
plasma was collected from normal do-
nors, or from donors in specific collec-
tion programs approved by the Direc-
tor, CBER. In the case of specific col-
lection programs, the label must state
the defining characteristics of the plas-
ma. In the case of immunized donors,
the label must state the Immunizing
antigen,

(f) Blood and blood components de-
termined to be unsuitable for trans-
fusion must be prominently labeled
“NOT FOR TRANSFUSION,” and the
label must state the reason the pnit is
considered unsuitable. The provision
does not apply to blood and blood com-
ponents intended solely for further
manufacture.

(&) [Reserved]

(h) The followlng additicnal informa-
tion must appear on the label for blood
and blood components ghipped in an
emergency prior to completion of re-
guired tests, in accordance with
§610.40(g) of this chapter:

(1) The statement: “FOR EMER-
GENCY USEONLYBY ___ .

(2) Results of any tests prescribed
under §§610.40 and 640.5(a), (b), or (e) of
this chapter completed before ship-
ment.
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(8) Indication of any tests prescribed
under §§610.40 and 640.5¢a}, (b}, or {c) of
this chapter not completed before ship-
ment.

(i) The following additional informa-
tion must appear on the label for blood
and blood components intended for
autoiogoue transfusion: '

(1) Information adequately identi-
fring the patient, e.g., name, date of
birth, hospital, and identification nom-
her.

{2) Date of donation.

(3) The statement:
DOXOR.™

{4y The ABO and Rh blood group and
type, except as provided in paragraph
{€3(9} of this sectlon.

(8} Each container of blood and biood
component intended for antologous use
and obtained from a doror who fails to
meet any of the doror suitability re-
quirements under §640.3 of this chapter
or who is reactive to or positive for one
or more tesite for evidence of infection
due to communicable disease agents
under §610.40 of this chapier must be
prominently and permanently labeled
“FOR AUTOLOGOUS TUSE ONLY™ and
as otherwise required under §610.40 of
this chapter. Such units also may have
the ABO and Rk blood group and type
on the label.

{6) Tnits of blood and blood compo-
nerts originally Intended for
autologous use, except those labeled as
prescribed under paragraph (IX3) of this
section, may be issued for allogeneic
transfusion provided the container
label complies with all applicable pro-
visions of paragraphs {b) through (e} of
this section. In suck case, the speclal
label required under paragraphs (1)1},
(1)(2). and (iX8) of this section must be
removed or otherwise obscured.

{j) A tie-tag attached to the con-
tainer may be used for providing the
information recuired by paragraphs
(eX1}iil), (eX2)di), and (eX3), (b}, or
1), (13(2), and {1)(3) of this section.

77 FR 16, Jan. 3, 2012}

§606.122 Circular of information.

A circular of information must be
avallable for distribution if the product
iz intended for transfusion. The cir-
cular of information must provide ade-
quate directions for use, including the
following information:

“AUTOLOGOUS

21 CFR Ch. | (4-1-15 Edition)

{a) Instructions to mix the product
before use.

{b) Ingtructions to use a filter in the
administration equipment.

{¢) The statement “Do Not Add Medi-
cations” or an explanation concerning
allowable additives.

{d) A descriprion of the product, its
source, and preparaticn, ircluding the
name and proportion of the anticoagu-
lant used i collecting the Whole Blood
from each product is prepared.

(@) A statement that the product was
prepared from blood that was found
regative when tested for commu-
nicable disease agents, as required
under §610.40 of this chapter (irclude
each test that was performed).

{fy The statement: “Warnirg: The
rigk of transmitting irfectious agents
is present. Careful donor selecrion and
available laboratory tests do not elimi-
nate the hazard.”

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

{h) The names ard results of all tests
performed when necessary for safe and
effoctive use.

) The use of the produze:, 1ndica-
tionsg, contradications, side effects and
hazards, dosage and administration
recommendations.

i) [Reserved]

{k) For Red Blood Cells, the circular
of information muat contain:

{1) Instructions to administer a suit-
able plasma volume expander if Red
Bilood Cells are substituted wken Whele
Blood is the indicated procuct.

{&y A warning nct to add Lactated
Ringer’s Injection U.S.P. solutlon to
Red Blood Cell products.

(1» For Platelets, the circular of in-
formartion must contain:

{1) The approximate volume of plas-
ma from which a sample unit of Plate-
lets 1s prepared.

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

(m) For Plasma, the circular of infor-
mation muset contain:

{1} A warning agairst further proc-
essing of the frozen product if there is
evidence of breakage or thawing.
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(2) Instrnctions to thaw the frozen
product at a temperature appropriate
for the product.

{3) When applicable, instructions to
begin administration of the product
within a specified time after thawing.

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

(b) A statement that this produect has
the same risk of transmitting infec-
tious agents as Whole Blood; other
plasma volume expanders without this
risk are avallable for treating
hypovoelemia.

(1) For Cryoprecipitated AHF, the
circular of information must contain:

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

(2) The statement: “Usually contains
at least 150 milligrams of fibrinogen™;
or, alternatively, the average
fibrinogen level determined by assay of
ropresentative units.

(8) A warning against further proc-
essing of the product If there is evi-
dence of breakage or thawling.

(4) Instructions to thaw the product
for no more than 15 minutes at a tem-
perature of between 30 and 37 °C.

(6) Instructions to store at room tem-
perature after thawing and to begln 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 Chleoride Injection U.S.P. is the
preferred diluent.

(7) 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.”

[60 FR 35470, Aug. 80, 1985, a8 amended at 63

FR 116, Jan. §, 1988; 64 FR 45371, Aug. 19, 1998;
77 FR 18, Jan. 3, 2013]
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Subpart H—Laboratory Controls

§606.140 Laboratory controls.

Laboratory control procedures shall
include:

(a) The establishment of scientif-
ically scund and appropriate specifica-
tions, standards and test procedures to
assure that blood and blood compo-
nents are safe, pure, potent and effec-
tive.

{(b) Adequate provisions for moni-
toring the reliability, accuracy, preci-
silon and performance of laboratory
test procedures and instruments.

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

§606.151 Compatibility testing.

Standard operating procedures for
compatibiity testing shall inelude the
following:

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

(b) The use of fresh recipient serum
or plasmasa samples less than 8 days old
for all pretransfugion testing if the re-
cipient has been pregnant or transfused
within the previous 3 months.

{c) 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-
bhodies, the recipient’s cells shall be
tested with the donor’s serum {minor
crossmatch) by a method that will so
demonstrate.

(e} Procedures t0 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, 1975, as amended at 64
FR 45371, Ang. 19, 1999; 66 FR 1835, Jan. 10,
2001; 66 FR 40889, Aug. 6, 2001]
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Subpart I—Records and Reporis

§606.160 Records.

{ay(1) Records shall be maintained
concurrently with the performance of
each significant step in the collectioxn,
procesging, compatibility testing, stopr-
age and distribution of each unit of
blood and blood components so that all
steps can be clearly traced. All records
shall be legitle and indelible, and ghail
identify the person performing tvhe
work, include daves of the various en-
tries, show test results as well as the
interpretation of the reaults, show the
expiration date assigned to specific
products, and pe as detailed as nec-
essary to provide a complete hilstory of
the work performed.

{2} Appropriate records shall be avali-
able from which to determine iot num-
bers of supplies and reagents used for
specific lots or units of the final prod-
uce.

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

{1) Donor records:

i) Dornor selection, including medical
interview and examination and where
applicable, informed consent.

(i1} Permanent and temporary defer-
ralg for Lealith reasons including rea-
son{z} for deferral.

{iii> Donor adverse reactiorn com-
plaints and reports, Including results of
all investigations and followup.

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

(¥} Immunization, inrcluding informed
consent, identification of the antigen,
dosage and route of administration.

{vi) Blood collection, ircluding iden-
tification of the phlebotomist.

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

{viil) Records concerning the fol-
lowing activities performed under
§§610.46, 510.47, and 610.48 of this chap-
ter: Quarantine; consignee notification;
testing; notification of a transfusion
reciplent, the recipient’s phyeician of
record, or the recipient’s legal rep-
resentative; gnd disposition.

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

{x) The donor’s address provided at
tke time of donation where the donor
may be contacted within 8 weeks after
donation.

{xi) Records of notification of the re-
ferring phvsiclan of a deferred
gutologous donor, inciuding appro-
priate followup if the initial notifica-
tion atvempt fails, performed under
§630.6 of this chapter.

(2) Processing records:

(1) Blood processing, including results
ard interpretation of all tests and
retests.

¢ii) Component preparation, includ-
irng all reievant dates and times.

(i1} Separatior and pooling of recov-
ered plasma.

(iv) Centrifugation and pooling of
source plasma.

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

{3) Storage and distribution records:

(13 Distribution and disposition, as
appropriate, of blood and blood prog-
uets.

r#1) Visual inspection of whole biood
and red blood cells during storage and
immedéiately before distribution.

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

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

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

(4) Compatibility test records:

{1} Results of all compatibility tests,
ineluding crossmactching, testing of pa-
tient sampies, antibody screening and
identificarion.

{11) Resuits of confirmavory testing.

{8) Quallity control records:

1) Calibration and standardization of
equipment.

(1i) Performance checks of equipment
and reagents.

(iii) Periodic check or sterile tech-
nigue.

iv) Perlodic tests of capacity of ship-
ping containers ito maintain proper
temperature in transit.

(v) Proficiency test results.
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(6) Transfusion reactlon reports and
complaints, including records of inves-
tigations and followup.

(T) General records:

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

(11) Responsible personnel.

(111) Biologlecal product deviations.

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

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

(vl) Disposition of rejected supplies
and reagents used in the collection,
processing and compatibllity 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
donor, to his medical record, to any
component or blood product from that
donor’s unit of bloed, and to all records
describing the higtory and ultimate
dispositlon of these products.

(d) Records shall he retained for such
Interval beyond the explration date for
the blood or blood component as nec-
esgary to facilitate the reporting of
any unfavorabls clinical reactions. You
must retain individual product 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 ig no expira-
tion date, records shall be retained in-
definitely.

(e} A record shall be avallable from
which unsuitable donors may bhe identi-
fied so that products from such individ-
usals will not be distributed.

[40 FR 58582, Nov, 18, 1976, as amended at 61
FR 47422, Bept. 9, 1956, 84 FR 45371, Aug. 19,
1989; 65 FR 06636, Nov. 7, 2000; 66 FR 31176,
June 11, 2001; 72 FR 48798, Aug. 24, 2007] :

§606,166 Distribution and receipt; pro-
cedures 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
ite recall, if necessary.

(b) Digtribution records shall contain
information to readily facilitate the
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identification of the name and address
of the consignee, the date and quantity
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.

(¢) Receipt records shall contain the
name and addreas of the coliecting fa-
cility, date received, donor or lot num-
ber assighed by the collecting facility
and the date of expiration or the date
of collection, whichever is applicable.

§606.170 Adverse reaction file.

(a) Records shall be maintained of
ahy reports of complaints of adverse
reactions regarding each unit of blood
or bloed 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 Bioclogics Quality, CBER,
must be notified by telephone, fac-
simile, express mail, or electronically
transmitted mail as scon as possible. A
written report of the investigation
must be submitted to the Director, Of-
fice of Compliance and Blologics Qual-
ity, CBER, by mail, facsimile, or elec-
tronically transmitted mail (for mail-
ing addresses, see §600.2 of this chap-
ter), within 7 days after the fatality by
the collecting facility in the event of a
donor reaction, or by the facility that
performed the compatibility ftests in
the event of a transfugion reaction.

[40 FR 53582, Nov. 18, 1075, ag amended at 40
FR 28838, June 8, 1084; 50 FR 85471, Aug. 30,
1885; 55 FR 11014, Mar. 28, 1990; 84 FR 45371,
Aug, 19, 1999; 67 FR 9586, Mar. 4, 2002: 77 FR
18, Jan. 3, 2012]
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§606.171 Reporting of product devi-
ations by licensed manufacturers,
unlicensed registered blood estab-
lishments, and transfusion services.

{a) Who must repori under this section?
You, a licensed manufacturer of blood
and Dblood components, Iincluding
Source Plasma; an unlicensed reg-
istered blood establishment; or a trans-
fusion service who had control over the
product when the deviation occurred,
must report under this section. If you
arrange for another persen to perform
a manufaoturing, kolding, or distribu-
tion step, while the product ig in your
cortrol, that step is performed under
your control. You must establish,
maintair, and follow a procedure for
receivirg informartion from that person
on all deviations, complaints, and ad-
verse events concerning the affected
product.

(o) 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, ia-
veling, or storage, or with the holding
or distribution, of both licensed and
unlicensed blocd or blood components,
including Source Plasma, if that event
meets a1l the following criteria:

{1} Either:

1) Represents a deviation from cur-
rent good manufacturing practice, ap-
plicable regulations, applicable stand-
ards, or establlshed 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) Qccurs in yvour facility or another
facility under contract with you; ard

() 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
a marufacsturing, hoiding, or distribu-
tion step under yvour coutrol, acquire
information reasonably suggesting
tkat a reportable event has occurred.

(d) How do I report under {his section?
You must report cn Form FDA-3488.
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(e) Where do I report under this section?
You must send the completed Form
FDA-3486 to the Director, Office of
Compliance and Biologlcs Quality
(HFM-600) ¢see mailing addresges in
§600.2 of this chapter) by either a paper
or electroric fliing:

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

(2) If you make an electronic flling,
vou may submit the completed Form
FDA-3486 electronically through
CBER's website at www.fda.govcher.

() 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 accoréance with the applica-
ble provisions of parte 211, 606, and 820
of this chapter.

63 FR 66635, Nov. 7, 2000, as emended at 70
FR 14884, Mar. 24, 2005]

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

Subpart A—General Provislons

Sec.

607.8 Definltions.

607.7 Establishmernt registration and prod-
uct Hesting of blocd banks and other
firms manufecturing human blcod and
blood products.

Subpart B—Procedures for Domestic Blood
Product Establishments

§07.20 Who must register and submit a blood
product list,

507.21 Times for establighment registration
and blood product iisting.

607.22 How znd where tc register establish-
ments and list bleod products.

607.25 Informeticn reguired for establizh-
ment registration end biood product list-
ing,

§07.26 Amendments 0 establishment reg-
istration,

807.30 TUpdating blocd product listing infor-
mation.

B807.3i Addiviomal bhlopd product listing in-
formation.



Food and Drug Administration, HHS

607.35 Notification of reglstrant; blood prod-
uot establishment registration number
and NDC Labeler Code.

607.37 Inspection of establishment registra-
tiong and blood product Ustings.

B07.39 Misbranding by reference to estab-
lishment registration or to registration
number.

Subpart C—Procedures for Fersign Blood
Product Establishments

607.40 Establishment registration and blood
product listing requirements for foreign
blood product establishments.

Subpart D—Exemplions

607.65 Exzemptions for blpod product estab-
lishments,
AUTHORITY: 21 U.8.0. 321, 331, 351, 352, 366,
380, 371, 374, 381, 383; 42 U.5.C. 262, 264, 271,
SOURCE: 40 FR 52783, 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 seg., as
amended, 21 U.8.C. 301-352).

(b) Blood and blood product means a
drug which consists of humsan whole
blood, plagma, or serum or any product
derived from human whole blood, plag-
ma, or gerum, hereinafter referred to as
*blood 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 Act.

(c) Establishmeni means a place of
businese under one management at one
general physical location. The term in-
c¢ludes, among others, human blood and
plasma donor centers, blood banks,
transfugion services, other blood prod-
uct manufacturers and independent
laboratories that engage in quality
control and testing for registered blood
product establishments.

(1) Manufacture meoans the collection,
preparation, processing or compat-
ibllity testing by chemical, physical,
biclogical, 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-

§607.3

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 nltimate consumer,

(e) Commercial distribution means any
distribution of a blood product except
under the investigational use provi-
sions 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
egtablishments, the term ‘‘commercial
distribution” sghall have the same
meaning except that the term shall not
include distribution of any blood or
blood product that 18 neither imported
nor offered for import into the United
States.

(f) Any material change includes but is
not limited to any change in the name
of the blood 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
ligting of all ingredients iz required
pursuant to §607.31(a)(2) and any sig-
nificant change in the labeling of a
blood product. Changes that are not
glgnificant 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 use in
a blood product and when used in the
manufacturing of a blood product be-
comes an active ingredient or a fin-
ished dosage form of such product.

(h) Advertising and Ilabeling include
the promotional material described in
§202.1(1) (1) and (2) of this chapter, re-
spectively.

(i) The definitions and interpreta-
tions contained in sections 201 and 510
of the act shall be applicable to such
terms when used in this part 607.

(1) United States agent means a person
residing or maintaining a place of bugi-
ness in the United States whom a for-
eign establishment designates as its
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agert. This definition excludes mail-
boxes, answering machines or services,
or other places where an individual
acting as the forelgn establishment’s
agent is not physically present.

(40 FR 52788, Nov. 12, 1675, =5 amended at 55
FR 11014, Mar. 26, 1990; 66 FR 53158, Nov. 27,
20017

§607.7 Establishment 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 biood products are required to
register, pursuant to section 510 of the
Federal Feood, Drug, and Cosmetic Act,
Reglstration and listing of blood prod-
ucts skall comply with this part. Reg-
istration does not permit any blood
bank or similar establishment to ship
blood products in interstate commerce.

(b) Forms for registration of an es-
tablishment are obtainable on request
from the Center for Biclogics Evalua-
tion and Research (HFM-373} (see mall-
ing addresses in §600.2 of this chapter),
or at any of the Food and Drug Admin-
istration district offices.

(¢} The completed form should be
malled to the Center for Bilologics
Evalination and Research (HFM-375)
{see mailing addresses in §800.2 of this
chapter).

[40 FR 52788, Nov. 12, 1975, a8 amended at 49
FR 238338, June 8, 1984; 55 FR 11014, Mar, 25,
1990; 66 T'R 539158, Nov. 27, 2001; 70 FR 14984,
Mar, 24, 2005]

Subpart B—Procedures for Domes-
fic Blood Product Establish-
ments

§607.20 Who must register and submit
a blood product list.

‘a) Owners or operators of all estab-
lishments, not exempt under section
51¢(g) of the act or subpart D of this
part, that engage in the manufacture
of blood products shall register and
gubmit a list of every blood produnet in
commercial distribution (except thart
registration and listing Information
may be submitted by the parent, sub-
sidiary, and-or affiliate company for all
establishments when operations are
conducted at more than one establish-
ment and there exists joint ownership
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and control among all the establish-
mente). 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 rnot the output of such
biood product establizshment or any
partienlar biood product so listed en-
ters interstate commerce.

(b} Preparatory to engaging in the
manufacsure of blood products, owners
or operators of gstablishments who are
submitiing a biologice license applica-
tion to manufacture blood products are
reguired to register hefore the bio-
logics licerse application Is approved.

{¢) No registration fee is reguired. Es-
tablishment registratior and blood
product listing do not constitute an ad-
mission or agreement or determination
that a blocd prodact is a “drug’” within
the meaning of section 201(g) of the
act.

740 FR 52788, Nov. 12, 1675, 2s amended at 64
FR 58452, Oct. 20, 180§; 66 FR 59158, Nov. 27,
20017

§607.21 Times for establishment reg-
istration and blood product listing.
The owner or operator of an estab-
lishment entering into an operation de-
fined in §607.3(d) shail register such es-
tablishment within 5 days after the be-
ginning of such operation and submit a
list of every biood product in commer-
cial distribution at the time. If the
owner or operator of the establishment
has not previousiy entered into such
operation (deflned in §607.3(d) of this
chapter) for whick a license iz reguired,
registration snall foliow within 5 days
after the submission of a biologies 1li-
cense application in order to manufac-
ture blood products. Owners or opera-
tors of all establishments sc engaged
shall register annually between NoO-
vember 15 and December 31 and shall
update their blood product listing in-
formation every June and December.

740 FR 52788, Nov. 12, 1975, as amended at 64
FR 36453, Oct. 20, 1986]

§607.22 How and where to register es-
tablishments and list blood prod-
ucts.

{a) The first reglstration of an estab-
lishment shall be on Form FD-2830
(Blood Establishment Registration and
Product Listing) obtainable on request
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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 reglstration shall also be
accomplighed on Form FD-2830, which
will be furnished hy the Food and Drug
Administration before November 15 of
each year to establishments whose
product registration for that year was
validated under §607.35. The complated
form shall be mailed to the preceding
address before December 31 of that
year.

(b} The first 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]

§607.256 Information
tablishment registra
product listing.

(a) Form FD-2830 {Blood Establish-
ment Registration and Product List-
ing) requires furnighing 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 nsed by the establishment;
the kind of ownership or operation
(that 1s, individually cwned 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-
tlon the name and title of each cor-
porate officer and director and the
name of the State of incorporation.
The information required shall be
given separately for each establish-
ment, as defined In §607.3(c).

(b) 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 as fin-
ished dosage forms, by established
name ag defined In section 502(e) of the
act and by proprietary name, which are
being manufactured for commercial

uired for es-
n and blood
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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-2350 (National
Drug Code Directory Input).

(2) For each blood product so listed
which 18 subject to section 851 of the
Public Health 8ervice Act, the lcense
number of the manufacturer issued by
the Center for RBiologics Ewaluation
and Research, Food and Drug Adminis-
tration.

(8) For each blood product listed, the
registration number of the parent es-
tablishment. An esgtablishment mnot
owned, operated, or controlled by an-
other firm or establishment is its own
parent establishment.

[40 FR 52788, Nov. 12, 1975, as amended at 49
FR 23838, June B, 1984; 66 FR 11013, Mar. 26,
1960; 66 FR 59158, Nov. 27, 2001]

§607.26 Amendments to establishment
registration.

Changes in individual ownership, cor-
porate or partnership structure, loca-
tion, or blood-product handling aotiv-
1ty shall be submitted on Form FDA-
2830 (Blood Establishment Registration
and Product Listing) as an amendment
to registration within 5 days of such
c¢hanges. 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 at 66
FR 59158, Nov. 27, 2001]

§607.30 Updating blood product list-
information.

(a) After smbmisgion of the initial
blood prodmct listing information,
every person whe 18 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
occurs, 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.
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(2) A liet of each blood product for-
merly listed pursuant to §607.25(b) for
which commercial distribution has
heen discontinued, including for each
blood product go listed the identity by
established name and proprietary
name, and date of discontinuance. It is
requested but rot required that the
reason for discontinuance of distribu-
tion be irciuded with thie information.

(3) A list of each blood product for
which a notice of discontinuance was
submitted pursuant to paragraph (a)2}
of this sectior and for which commer-
cial distribution has been resumed, in-
cluding for each blood product ao iisted
the idenrity 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.

() Any material change iz any infor-
mation previously submitted.

(b) When no changes have occcurred
gince the previously submitted list, no
Hating information is reguired.

§607.31 Additional blood product list-
ing information.

(a) In additlon to the informartion
routinely reguired by §§607.20 and
607.30, the Director of the Center for
Biologics FEvaluation and Research
may reqguire submission of the fol-
lowing information by Iletter or by
FEDERAL REGISTER hotice:

{1) Tor a particular blood product so
listed, upon request made by the Direc-
tor of the Center for Blologies Evalua-
tion and Research for good cause, a
copy of all advertisements.

(2} For & particular blood product so
Hstved, upor a findirg by the Director
of the Center for Biologics Evaluation
and Research that it 18 necessary to
carry out the purposes of the aoct, a
quantitative lsting of all ingredients.

(3} For each registrant, apon a find-
ing by the Director of the Center for
Biologics Evaluation and Research
that it 1s necessary 1o carry out the
purposes of the act, a list of each tisted
blood product containing a particular
ingredient.

(b) [Reserved]

165 FR 59158, Nov. 27, 2001]
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§607.835 Notification of registrant;
blood product establishment reg-
icst!:iation number and NDC Labeler

ode.

(a) The Director of the Center for
Biologics Evaluation and Research will
provide to the registrant a validated
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-
tior shown for the registering estab-
lishment, and a copy will be gent to the
reporting official if at another address.
A perrnarent registration number will
be assigned to each blood product es-
tablishment registered in accordance
with these regulations.

(b} If a reglstered biood product es-
tablishment has not previoasly partici-
pated in the National Drug Code avs-
tem, or in the Nationa! Health Related
Items Code gystem, the National Drug
Code (NDC) numbering system shail be
ased in assigning the first five numeric
characters, otherwise known as the La-
beler Code, of the 10-character NDC
Code. The Labeler Code idenrtifies the
manufacturer.

(c) Althougt establishment registra-
tion and blood product listing are re-
guired as described in §607.20, valida-
tion of registration and the assignment
of 2 ND€ Labeler Code do not, in them-
selves, establish that the heolder of the
registration is legally qualified to deal
in such products.

740 FR 52788, Nov. 12, 1975, &3 emended at 49
FR 23833, June 8, 1884; 66 FR 30158, Nov. 27,
20011

$807.37 Inspection of establishment
registrations and blood product list-
ings.

(a) A copy of the Form FD-2830
(Biood 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,
Food and Drug Administration, Office
of Communication, Training and Manu-
facturers’ Assistance (HFM-40), Center
for Blologics Evaluation and Research
(see mailirg addresses in §600.2 of this
chapter). In addition, for domestic
firms, the same information will be
avaliable for inspection at each of the
Food and Drug Administration district
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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-
mitted under the blood product Hsting
requirements is illustrative of the type
of information that will be avallable
for public disclosure when it is com-
piled:

(1) A list of all blood products,

(2) A list of all blood products manu-
factured by each establishment.

(3) A list of blood products discon-
tinued.

(4) All data or information that has
already become & 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, Foed and Drug Ad-
minigtration, Office of Communication,
Training and Manufacturers’ Assist-
ance (HFM-40), Center for Biologlcs
Evaluation and Research (see mailing
addresses in §600.2 of this chapter).

[40 'R 52788, Nov. 13, 1975, as amended at 49
FR 23833, June 8, 1984; 55 FR 11014, Mar. 26,
1890; 66 FR 59159, Nov. 27, 2001; 70 FR 14984,
Mar. 24, 2005]

§607.39 Mlshmndmg reference to
establishment reg'llgzraﬂon or to
registration number.

Registration of an establishment or
assignment of a registration number or
agsignment 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 misleading
and constitutes misbranding.

Subpart C—Procedures for Foreign
Blood Product Establishments

§607.40 Establishment registration
and blood product listing require-
ments for foreign blood product es-
tablishments.

(a) Every foreign establishment shall
comply with the establichment reg-
istration and blood product listing re-
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quirements contained in subpart B of
this part, unless exempt under subpart
D of this part or unlegs 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.

(b) No blood product may be im-
ported or offered for import into the
United S8tates unless it is the subjeet of
a blood product listing as required
under subpart 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
blood product imported or offered for
import under the investigational use
provisions of part 312 of this chapter or
t0 a bleod product imported under sec-
tion 801(d)(4) of the act. The establish-
ment registration and blood product
llsting information shall be in the
English language.

(¢) 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 ligting information in
§607.30(a).

(d) Each foreign establishment re-
quired to register under paragraph (a)
of this section shall submit the name,
address, and phone number of its
United States agent as part of its ini-
tial and updated reglstration informa-
tlon in accordance with subpart B of
this part. Hach forelgn establishment
shall degignate 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
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for import into the Unived States, and
assist FDA in scheduling inspections of
the foreign establishment. If the agen-
cy iz unable to contact the foreign es-
tablishment directly or expeditiously,
FDA may provide information or docu-
ments to the United States agent, and
such an action shall be considered to be
equivalent to providing the same infor-
mation or documents to the foreign es-
tablishment.

(3) The foreign establishment or the
United 8States agent shall repor:
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. 2T, 2001]

Subpart D—Exemptions

§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 807 under the provigions of section
5100 1), (2X2), and (g)3) of the acz, or
because the Commisgiorer of Food ard
Drugs has found, uander section
510(g)(5), that such registration is not
r.ecessary for the protection of the pub-
lic health. The exemptions in para-
graphg (a), {b), {f), and (g) of this sec-

ion are limited to those classes of per-
sons located in any State as defined in
gectlion 201(a)1) of the act.

(a} Pharmacies that are operating
under applicable local lawe regulating
dispensging of prescription drugs and
tkat are not manufacturing blood prod-
ucts for sale other than in the regular
course of the practice of the profession
of prarmacy including the business of
dispensing and sellirg blood products
at retail. The supplying by such phar-
macies of blood products to & practi-
tioner licensed to administer such
blood products for his use in the couarse
of his professional practice or to other
pharmacies to meet temporary inven-
tory shortages are not acts which re-
guire such pharmecies to register.

(b) Practitioners who are licensed by
law to prescribe or administer drugs
and who manufacture blood products
solely for use in the course of thelr pro-
fessional practice.

70

21 CFR Ch. | (4-1-15 Edition)

(o) Persors who manufacture biood
products which are not for sale, rather,
are golely for use in research, teaching,
or analysis, including laboratory sam-
ples.

{d) Carriers, by reason of their re-
ceipt, carriage, holding, or delivery of
blood products in the usual course of
husiness as carriers.

{g} Persons who engage sclely in the
menufacture of in vitre dlagnostic
blood products and reagents hot sub-
ject to lleensing under section 351 of
the Public Health Service Acy (42
U.5.C. 262). This paragraph dces not ex-
empt such persons from registration
and listing for medical devices required
under part 807 of this chavter.

£y Transfusion services which are a
part of & facility that is cervified under
the Clirical Laboratory Improvement
Amerdments of 1988 (42 U.S5.C. 263a}
ard 42 CFR part 493 or has met equiva-
ient requirements as determined by the
Centers for Medicare and DMedicald
Services and which are engaged in the
compatibility testing and transfusion
of blood and blood comporents, but
whick neither rourinely collect nor
process blcod and blood components.
The collection and processing of tlood
and biood components in an emergency
sitnation as determined by a respon-
aible persom and documented in writ-
ing, therapeutic collection of blood or
plasma, the preparation of recovered
human plagsma for further manufac-
suring use, or preparation of red blood
celle for transfusion are not acts re-
guiring such transfusion services to
register.

r40 FR 52788, Nov, 12, 1975, as emended at 43
FR 37897, Aug. 25, 1978; 45 FR 85729, Dec. 30,
1680; 48 FR 34449, Aug. 31, 1984; 66 FR 31182,
June 11, 2001; 66 FR 381538, Nov. 27, 2001; 72 FR
45885, Aug. 16, 20077

PART 610—GENERAL BIOLOGICAL
PRODUCTS STANDARDS

Subport A—Release Requirements

Sec.

610.1 Teste prior to release required for each
let. .

610.2 Requests for samples and protocols; of-
ficlal relesse.
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Subpaort B—General Provisions

610.9 Equivalent methods and processes.

610.10 Potency.

610.11 General safety.

610.11a Inactivated influenza vaccine, gen-
eral safety test.

610.12 Bterility.

610.13 Purity.

610.14 Identity.

610.15 Oonstituent materials.

610.16 Total so0lids in serums,

610.17 Permisgible combinations.

610.18 Cultures.

Subpart C—Standard Preparations and
Limits of Potency

6810.20 Standard preperations.
610.21 Limits of potency.

Subpart D—Mycoplasma
610.30 Test for Mycoplasma.

Subpart E—Tesling Requirements for
Communicable Disecse Agenis

610.40 Test requirements.

610.41 Donor deferral,

610.42 Restrictions on use for further manu-
facture of medical devices.

610.4¢ Usee of reference panels by manufac-
turers of test kits.

610.46 Human immunodeficiency virus (HIV)
“lookback” requirements.

610.47 Hepatitis ¢ virns (HCV) ‘“‘lookback™
requirements.

610.48 Hepatitis C virus (HCV) “lookback”
requirements based on review of histor-
icul testing records.

Subpart F—Daling Perlod Limitations

610.50 Date of manufacture.
610.53 Dating periods for licensed biological
_products . '

Subpart G—Labeling Standards

610.60 Container label.
610.61 Package label.
610.62 Proper name; package label; legible

type.

610.68 Divided manufacturing responsibility
to be shown.

610.64 Name and address of distributor.

610.65 Products for export.

610.67 Bar code label requirements.

610.68 Exceptions or alternatives to labeling
requirements for biological products held
by the Btrategic National Stockpile.

AUTHORITY: 21 U.8.C. 321, 331, 351, 352, 368,
356, 350, 3600, 3604, 380h, 3601, 871, 874, 874, 381;
42 U.8.0. 216, 262, 263, 263a, 254.

SOURCE: 38 FR 32056, Nov, 20, 1973, uniless
otherwise noted.
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CRrROS8 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 Bervice regulations relating to
the admiseibility 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—Release Requirements

§610.1 Tests prior to release reguired
for each lot.

No lot of any licensed product shall
be released by the manufacturer prior
to the completlon of tests for con-
formity with standards applicable to
such product. Each applicable test
shall 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
congidered 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 relense. P

(a) Licensed biological products regu-
loted by CBER. Bamples of any lot of
any licensed product together with the
pretocols showlng results of applicable
teste, may at any time be required to
be sent to the Director, Center for Bio-
logics Evaluation and Research (see
mailing addresges 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
Blologics Evaluation and Research:
Provided, That the Director, Center for
Biologice HEvaluation and Research,
shall not issue such notification except
when deemed necessary for the safety,
purity, or potency of the product.

(b) Licensed biological products regu-
lated by CDER. Bamples 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 Evaluation and Research (see
mailing addresses in §600.2) for official
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release, Upon notification by the Direc-
tor, Center for Drug Evaluation and
Research, a manufacturer shall not dis-
tribute a lot of a biological 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-
search shall not issue such norification
except when deemed necessary for the
safety, purity, or potercy of the prod-
uct.

[40 FR 31313, Guly 25, 1975, as emended 4t 49
FR 23834, June 8, 1984; 50 FR 10941, Mar, 19,
1685; 55 FR 11013 axnd 11014, Mar. 26, 1860; 67
FR 587, Mar. 4, 2002; 70 FR 14984, Mar. 24,
20053

Subpart B—General Provisions

§610.9 Equivalent methods and proc-
esses,

Modificatlon of any particular test
method or manufacturing process or
the conditions urnder which it is con-
ducted as required in this part or in the
additioral standards for specific bio-
logical products in parts 620 through
6880 of this chapter shall be permitted
oniy under the following conditions:

(a) The applicart presents evidence,
in the form of a license application, or
a supplement to the application sub-
mitted in accordance with §601.12(b} or
{e), demonstrating that the modifica-
tion will provide asgurances of the safe-
ty, purity, potency, and effectiveness
of the biological product egual to or
greater than the assurances provided
by the method or process specified in
the gerera: standards or additional
standards for the biological product;
and

(b} Approval of the modification is
received in writing from the Director,
Center for Biologics Evajuation and
Research or the Director, Center for
Drug Evaluation and Research.

62 FR 35008, July 24, 1897, as amendad at 70
FR 14684, Mar. 24, 2003]

§610.10 Potency.

Tests for potency shall consist of ei-
ther ir vitro or in vivo tests, or both,
which have been gpecifically deslghed
for each product so as to indicate its
potency in a manner adeguate L0 sat-
isfy the interpretation of potency given
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by the definition in §600.3(s) of this
chapter.

§610.11 General safety.

A general safety test for the detec-
tion of extraneous toxic contaminants
ghall be performed on bioclogical prod-
ucts intended for administration to hu-
mans. The general safety test Is re-
quired 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-
rion. The general safety test shall be
performed as specified in this section,
unless: Modification is preescribed in
the additional standards for specific
products, or variation is approved as a
supplement to the product license
under §610.9.

{a) Product tc be tested. The general
safety test shall be conducted upon &
repregentative sample of the product in
the final container from every final
filling of each lot of the product. If any
product is processed further after fiil-
ing, such as by freeze-dryirg, steriliza-
tion, or heat treatment, the test ghall
be conducted upon a sample from each
filling of each drying chamber run,
sterilization chamber, or heat treart-
ment bath.

(b)) Test animals. Only overtly healthy
guinea pige welghing less than 400
grams each and mice weighing less
than 22 grams each shall be used. Tke
animals shall not have been used pre-
viously for any test purpore.

(@) Procedure. The curation of the
general safety test skall be T days for
both species, except that a longer pe-
riod may be established for specific
produects in accordance with §610.9.
Once the manufacturer has established
a specific duration of the test period
for a specific product, 1t cannot be var-
ied subsequently, except, in accordance
with §610.9. Each test animal shall be
welghed and the Individual weights re-
corded immediately prior to injection
and on the lagt day of the test. Each
animal shall be observed every working
day. Any animal response Including
any which is not specific for or ex-
pected from the product and which
may indicate a difference in its guality
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ghall be recorded on the day such re-
sponse is observed. The fest product
shall he administered as follows:

(1) Liguid product or freeze-dried prod-
uct which has been reconstituted as di-
rected on the label. Inject
intraperitoneally 0.5 milliliter of the
liquid preduct or the reconstituted
product into each of at least two mice,
and 6.0 milliliters of the liguid product
or the reconstituted product into each
of at least two guinea plgs.

(2) Freege-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 milce and at least two
guinea pigs.

(3) Nonliquid products other than
freeze-dried produci. The route of ad-
ministration, test decse, and diluent
shall be as in accordance with §610.9.
Dissolve or grind and suspend the prod-
net in the approved diluent. Admin-
ister the test product as approved on at
least two mice and at least two guinea
pigs.

(d) Test requirements. A safety test is
gsatisfactory if all animals meet all of
the followlhg requirements:

(1) They survive the test period.

(2) They do nof exhibit any response
which is not specific for or expected
from the product and which may indi-
cate a difference in ite quality.

(3) They weigh no less at the end of
the test period than at the time of in-
jection.

{e) Repeat tests—(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 1f each retest animal
meets the requirements prescribed in
paragraph (d) of this section.

(2) Second repeat test. If a filling failg
to meet the requirements of the first
repeat test, a second repeat test may
be conducted onr the epecies which
failed the test: Provided, That 50 per-
cent of the total number of animals in
that species has survived the imitial
and first repeat tests. The second re-
peat test shall be conducted as pre-

73

§610.11a

scribed in paragraph (c) of this section,
except that the number of animals
shall be twice that used in the first re-
peat test. The filling 1s satisfactory
only if each second repeat test animal
meets the requirements prescribed in
paragraph (d) of this section.

(f) [Reserved]

(g) Exceptions—(1) The test prescribed
in this section need not be performed
for Whole Blood, Red Blood Cells,
Cryoprecipltated AHF, Platelets, Plas-
ma, or Cellular Therapy Products.

(2) For products other than those
identified in paragraph (g)1) of this
section, a manufacturer may request
from the Director, Center for Biologics
Evaluation and Regearch 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 blologics license application es-
tablishing that because of the mode of
administration, the method of prepara~
tion, or the special nature of the prod-
uct a test of general safety is unneces-
sary 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 Blo-
loglcs 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.

[4 FR 10891, Mar. 15, 1876, as amended at 45
FR 16187, Apr. 18, 1084; 49 FR 23834, June 8,
1984; 50 FR 4183, Jan. 29, 1685; 51 FR 15607,
Apr, 25, 1986; 556 FR 11018, Mar. 26, 1980; 59 FR
49351, Sept. 28, 1994; 63 FR 10403, Apr. 20, 1998;
63 FR 41718, Aug. 5, 1998; 68 FR 10160, Mar. 4,
2003; 70 FR. 14984, Mar. 24, 2005]

§610.11a Inactivated influenza vac-
cine, general safety test.

For Inactivated influenza vaccine,
the general safety test shall be con-
ducted in the manner indlcated in
§610.11 of this chapter except that, with
reference to gulnea pigs, the test shall
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be satisfied if the product provides sat-
isfactory results using either the sub-
cutaneous or intraperitoneal injection
of 50 milliliters of inactivated influ-
enza vaccine into each guinea pig. The
requirements for general safety for in-
activated influenza vaccine shall not
be considered to be satisfled unless
eacn lot of influenza vaccine 1y assayed
for erndotoxin in comparisor to a ref-
erence preparation provided by the
Food and Drug Administration, and
guch lot is found to contaln no more
endotoxin than the reference prepara-
tlon,

{39 FR 40018, Neov. 13, 1974}

§610.12 Sterility.

(a) The test. Except as provided in
paragraph (h) of thig section, manufac-
turers of biclogical products must per-
form sterility testing of each lot of
each biclogical preduct’s final con-
tainer material or other material, ag
appropriate and as approved in the bio-
logics license application or supple-
ment for that product.

(b) Test requirements. (1) The sterility
test must be appropriate to the mate-
rial being tested such that the material
does not interfere with or otherwise
hinder the test.

(2) The sterility test must be vali-
dated to demonstrate that the test is
capable of reliably and consistently de-
tecting the presence of viable contami-
nating microocrganisms.

{3) The sterility test and test compo-
nents must be verified to demonstrate
that the test method can consistently
detect the presence of viable contami-
nating microorganisms.

(c) Written procedures. Manufacturers
must establiigh, implement, and follow
written procedures for sterility testing
that describe, at a minimum, the fol-
lowing:

{1) The sterility test method to be
used;

{1) If culture-based test methods are
used, include, at a minimum;

{A) Composition of the
media;

(B) Growth-promotion test require-
ments; and

{C) Incubation conditions (time and
temperature).

(11} If non-culture-based test methods
are used, include, at a minimom:

culture
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(A) Composition of test components,;

(B) Test parameters, includitg ac-
ceptance criteria; and

(C) Controls uged to verify the meth-
od’s ability to devect the presence of
viable contaminating microorganisms,

(2y The method of sampling, incind-
ing the number, vclume, and size of ar-
ticles to be tested;

(3) Written specifications for the ac-
ceptance or refection of each lot; and

{4} A statement of any other function
critical to the particular sterility test
method to ensure consistent and accu-
rate results.

(@) The sample. The sample must be
appropriate to the material being test-
ed, considering, at a minimum;

(1} The size and volume of the final
product lot:

(2) The duration of manufacturing of
the drug product;

(3) The final container configuration
and glze;

(4) The guantity or concentration of
inhibitors, neutralizers, and preserva-
tives, if present, in the tested material;

(5) For a culture-based test method,
the volume of test material that re-
sults in a dilution of the product that
is not bacteriostatic or fungistatic; and

(6) For a non-culture-based test
method, the volume of test material
that results in a dilution of the product
that does not inhibit or otherwise
hinder the detection of viable contami-
nating microorganisms.

(@) Verification. (1) For culture-based
test methods, studies munst be con-
ducted to demonstrate that the per-
formance of the test organisms and
culture media are suitable to congist-
ently detect the presence of viable con-
taminating microcrganisms, including
tests for each lot of culture media to
verify its growth-promoting properties
over the shelf-life of the media.

(2) For non-culture-based test meth-
ods, within the test iuself, appropriate
controls must be uged to demornstrate
the ability of the test method to con-
tinue to consistentiy detect the pres-
ence of viable contaminating micro-
organisms.

{f) Repeat test procedures. {1) If the ini-
tial test indicates <the presence of
microorganisms, the product does not
comply with the sterility test regquire-
ments unless a thorough investigation

1y
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by the quality control unit can ascribe
definitively the microbial presence to a
laboratory error or faulty materials
used in conduncting the sterility test-
ing.

(2) If the investigation described in
paragraph (f)(1) of this sectlon finds
that the initial test indicated the pres-
ence of microorganiams due to labora-
tory error or the use of faulty mate-
rials, a sterility test may be repeated
one time. If no evidence of microorga-
nisme is found in the repeat test, the
product examined complies with the
sterility test requirements. If evidence
of mieroorganisms is found in the re-
peat test, the product examined does
not comply with the sterility test re-
quirements.

(8) If a repeat test is conducted, the
same test method must be used for
both the initial and repeat tests, and
the repeat test must be conducted with
comparable product that is reflective
of the initial sample in terms of sample
location and the stage in the manufac-
turing process from which it was ob-
talned.

(g) Records. The records related to
the test requirements of this seetion
must be prepared and maintained as re-
quired by §§211.167 and 211.194 of this
chapter.

(h) Ezrceptions. Sterility testing must
be performed on final container mate-
rial or other appropriate material as
defined in the approved biologlcs 1li-
cense application or supplement and as
degcribed in this section, except as fol-
lows:

(1} This section does not require ste-
rility testing for Whole Blood,
Cryoprecipitated Antihemophilic Fac-
tor, Platelets, Red Blood Cells, Plasma,
Source Plasma, Smallpox Vaccine, Re-
agent Red RBlood Cells, Anti-Human
QGlobulin, and Blood Grouping Re-
agents.

(2) A manufacturer is not required to
comply with the sterility test require-
ments if the Director of the Center for
Biologics Evaluation and Research or
the Director of the Center for Drug
Evaluation and Research, as appro-
priate, determines that data submitted
in the biologics license application or
supplement adequately establish that
the route of administration, the meth-
od of preparation, or any other aspect
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of the product precludes or does not ne-
cessitate a sterility test to assure the
safety, purity, and potency of the prod-
uct.

[77 FR 26174, May 3, 2012]

§610.13 Purity.

Products shall he free of extraneous
material except that which is unavoid-
able In the manufacturing process de-
scribed in the approved biologics 1i-
cense application. In addition, products
shall be tested as 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 molsture and shall meet and
not exceed establighed limits as speci-
fied by an approved method on file in
the biclogles license application. The
test for residmal moisture may be ex-
empted by the Director, Center for Bio-
logics Ewvalunation 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
resldual moisture under paragraph
(&)(1) of this section shall be prepared
and maintained ag required by the ap-
plicable provisions of §§211.188 and
211.194 of this chapter.

(b) Test for pyrogenic substances. Each
lot of final containers of any product
Intended for use by injection shall be
tested for pyrogenic substances by in-
travenous infeetion into rabbite as pro-
vided in parasgraphs (b) (1) and (2) of
this section: Previded, 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; Plasma; Source Plas-
ma; Normal Horse Serum; bacterial,
viral, and rickettslal vaccines and
antigens; toxoids; toxins; allergenic ex-
tracts;, venoms; diagnostic substances
and trivalent organic arsenicals.

(1) Test dose. The test dose for each
rabbit ghall be at least 3 milliliters per
kilogram ¢f body weight of the rabbit
and also shall be at least equivalent
proportionately, on a body welght
bagls, to the mazximum gingle human
dose recommended, but need not ex-
ceed 10 milliliters per kilogram of body
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weight of the rabbit, except that: ()
Regardiess of the Lkuman dose rec-
ommerded, the test dose per kilecgram
of body weight of each rabbit shall be
at least milliliter for immune
globulins derived from human blood;
{ii) for Streptokinase, the test dose
shall be at least equivalent proportion-
ately, on a body welght basis, to the
maximam sBingle human dose rec-
ommended.

(2) Test procedure, results, and interpre-
tation; standards tc be met. The test for
pyrogenic substances shall be per-
formed according to the requirements
specified in TUnited States Pkarma-
copela XX.

(3) Retest. If the lot fails to meet the
test requirements prescribed in para-
grapkt (b}(2) of this section, the test
may be repeated once using five other
rabbits. The temperature rizes recorded
for all elght rabbizs used in testing
shall be Inciuded 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
irn temperature of 0.6 °C or more, and if
the sum of the eight individual max-
imum temperature rises does not ex-
ceed 3.7 °C.

{38 FR 32086, Nov. 20, 1573, &s amended at 40
FR 29710, July 13, 1875; 41 FR 10425, Mar. 11,
1978; 41 FR 41424, SBept. 22, 1976; 44 FR 40288,
July 10, 1979; 46 'R 62845, Dec. 20, 1881, 40 FR
15187, Apr. 18, 1984; 50 FR 4134, Jan. 29, 1685;
553 FR 28381, July 131, 1980; 84 FR 56453, Oct. 20,
1999; 67 FR 5587, Mar. 4, 2002; 70 FR 14885,
Mar. 24, 20057

§610,14 Identity.

The coxtents cf a final container of
each filling of each lot shall be tested
for idemntity after all labeling oper-
ations shall have been completed. The
identity test shall be specific for each
product in a marrer that will ade-

uately identify it as the product des-
ignated on final container and package
labels and clrculars, and distinguish it
from any other product being proceszed
in the same laboratory. Identity may
be established either through the phys-
ical or chemical characteristics of the
product, inspecrion by macroscopic or
microscopic methods, specific cultural
wests, or in vitro or in vivo
immunological tests.

i
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§610.15 Constituent materials.

(a) Ingredients, vreservatives, diluents,
adjuvants. All ingredlents used in a li-
cense¢ product, and any dlinent pro-
vided ag an aid in the administration of
the product, shali meet generally ac-
cepred standards of purity and quality.
Any preservative used shall be suffi-

iently rontoxic so that the amount
pregent ir the recommended dose of the
product will not be toxie 0 the recipi-
ent, and in the combination used it
shall not denature the specific sub-
stances in the product to resuit 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,
except that a preservative need not be
added 10 Yellow Fever Vaccine; Polio-
viras Vaccine Live Oral; viral vaccines
labeled for use with the jet injecter;
dried vaccines when the accompanying
diluens contains a preservative; or to
an Allergenic Product in 50 percent or
more volume in volume (vv) glycerin.
An adjuvant shall 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 aluminrum in
the recommended individual dose of a
biological product shail not exceed:

{1) 0.80 milligrams if determined by
aszay;

(2) 1.14 milligrams if determined by
calculation on the hasls of the amount
of aluminum compound added; or

{3y 1.25 milligrams determined by
assay provided that data dem-
onstrating that the amount of alu-
minum used is safe and necesgary to
produce the intended effect are sub-
mitted to and approved by the Direc-
tor, Center for Biologics Evaluation
and Research or the Director, Center
for Drug Evaluatior and Research i(see
mailing addresses in §600.2 of this chap-
ter).

(b} Extraneous protein; cell culture pro-
duced wvaccines, Extraneous protein
krown to be capable of producing aller-
genic effects in human subjects shall
not be added to a final virus medinum of
cell culture produced vaccines intended
for injection. If serum is used at any
stage, 1ts caleulated concentration in
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the final medium shall not exceed
1:1,000,000.

(c) Antibiotics. A minimum concentra-
tion of antibiotics, other than peni-
¢illin, may be added to the produnction
substrate of viral vaccines.

(d) The Director of the Center for
Biologics Evaluation and Research or
the Director of the Center for Drug
Evalvuation and Research may approve
an exception or alternative to any re-
quirement in this section. Reguests for
such exceptions or altermatives must
be in writing.

[38 FR 32056, Nov. 20, 1873, as amended at 46
FR 51903, Oct. 23, 1981; 48 FR 13025, Mar. 29,
1983; 48 FR, 37023, Aug. 16, 1083; 40 FR 23834,
June 8, 1984; 60 FR 4134, Jan. 29, 1985; 61 FR
16607, Apr. 25, 1986; 556 FR 11013, Mar. 2§, 1990;
70 FR 14985, Mar. 24, 2005, 76 FR, 20518, Apr. 13,
2011]

§610.16 Total solids in serums.

Except as otherwise provided by reg-
ulation, ne liguid serum or antitoxin
shall contain more than 20 percent
total solids.

§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 dlagnoatic substances except
as a license is obtalned for such com-
bination.

§610.18 Cultures.

(a) Storage ond maintenance. Cultures
used in the manufacture of products
ghall be stored in a secure and orderly
manner, at & temperature and by a
method that will retain the initial
characteriatics of the organisms and
insure 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 cmlture preparation.
Primary and subsequent seed lots shall
be ldentified by lot number and date of
preparation. Perlodic tests shall be per-
formed as often as necessary to verify
the integrity of the strain characteris-

§610.20

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.
(e) Cell lines used for manufacturing bi-
ological products—(1) General reguire-

ments, Cell lines used for manufac-
turing biclogical products shall be:

(1) Identified by history;

(11) Described with respect to cyto-
genetic chargcteristics and
tumorigenicity;

(111) 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 nondiplold cell
lines. Primary cell cultures that are
not suboultivated and primary cell cul-
tures that are subseguently suboeul-
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 ghall be
prepared and maintained as required by
the applicable provisions of §§211.188
and 211.19%4 of this chapter.

[38 FR 32058, Nov. 20, 1973, as amended at 51
FR 44453, Dec. 10, 1986; 556 FR 11013, Mar. 35,
1890; 67 FR 9587, Mar, 4, 2002; 70 FR 14585,
Mar. 24, 2005]

Subpart C—Standard Preparations
and Limils of Potency

§610.20 Standard preparations.

Standard preparations made avail-
able by the Center for Biologics BEval-
uation and Research shall be applied in
testing, as follows:

(a) Potency standards. Potency stand-
ards shall be applied in testing for po-
tency all forms of the following:

ANTIBODIES

Botullam Antitoxin, Type A.
Botullsm Antitoxin, Type B.
Botulism Antitoxin, Type BE.
Diphtheria Antitoxin.
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Histolytious Antitoxin,

Oedemetiens Antitoxin,

Perfringens Antitoxin.

Antipertussis Serum,

Antirabies Serum.

Sordellil Antitoxin.

Staphylococcus Antisoxin,

Tetanus Antitoxin.

Vibrion &eptique Antitoxin.
ANTIGENS

Chelers, Vaccine, Inaba serotype.

Cholera Vaccine, Ogawa serotype.

Diphtheria Toxin for Schick Test.

Pertussis Vacelne,

Tukberculin, 01d.

Tubercnrlin, Purified Proteln Derivative.
Typhoid Vaceine.

BLOOD DERIVATIVE
Thromkbin.

(by Opacity standard. The U.8. Opac-
ity Standard shall be applied 1n esti-
mating the bacterial concentration of
all bacterial vaccines., The assigned
value of the standard when observed
vigually is 10 units. The assigned value
of the standard when observed with a
photometer is (1) 10 units when the
wavelength of the filter is 530 milli-
microns, (2) 10.6 units when the wave-
length of the filter is 650 millimicrons,
and (3) 9 units when the wavelength of
the filter is 420 millimicrons.

[38 FR 32056, Nov. 20, 1973, as amended at 41
FR 10429, Mar. 11, 1976; 41 FR 18205, May 3,
1976; 49 FR 23834, June 8, 1984; 55 FR 11013,
Mar, 26, 1990]

§610.21 Limits of potency.

The potency of the following prod-
ncts shall be not less than that set
forth below and products dispensed in
the dried state shall represent liquid
products having the stated limitations.

ANTIBODIES

Diphtheria Antitoxin, 500 units per milli-
liter.

Tetanus Antitoxin, 400 units per milliliter.

Tetanus Immune Globulin (Human), 350
units of tétanus antitoxin per container.

ANTIGENS

Cholera Vaccine, 8 units each of Inaba and
Ogawa serotype antigens per milliliter.

Pertussis Vaccine, 12 units per total human
immunizing dose.

Typhoid Vaccine, 8 units per milliliter.

[41 FR 10429, Mar. 11, 1976, as amended at 41

FR 18285, May 3, 1§78; 70 FR 75028, Dec. 19,

2005)]
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Subpart D—Myc¢oplasma

§610.30 Test for Mycoplasma.

Except as provided otherwise in this
suhchapter, prior to clarification or fil-
tration in the case of live virus vac-
cines produced from in vitro living cell
cultures, ard prior to inactivation in
the case of inactivated virus vaccines
produced from such living eceli cui-
tures, each virus harvest poecl and con-
trol finid pool shali be tested for the
preserce of Mycoplasma, as follows:

Szmples of the virus for this test shall be
stored elther (1) between 2 and 8 °C for no
longer than 24 hours, or (2} at —20 °C or
lower 1if stored for longer than 24 hours. The
test shall be performed om samples of the
viral harvest poel and on ccntrel fluid pool
ontained at the time of viral harvest, as fol-
lows: No less than 2.0 ml. of each sampie
shall be inoculated in evenly distributed
amounts 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 inoculated
into each of four tubes containing 10 ml. of
a semisolid broth medium. The media ghall
be such as have been shown to be capable of
detecting kmown Mycoplasma and each test
shall include control caltures of at least two
known strains of Mycoplasmae, one of which
must be M. pneuwmonige. One half of the
plates and two tubes of broth shall be Incu-
bhated aerobically at 356 °C +1 °C and the re-
maining plates and tubes shall be incubated
anaerobically at 36 °C +1 °C) in an environ-
ment of 5-10 percent CO; in N». Aerobic incu-
bation shall be for a perlod 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 broth from each of the two
tubes shall be combined and subinoculated
on to no less than 4 additional plates and in-
cubated aerobically. Anaerobic incubation
ghall 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
anaerobically. All inoculated plates shall be
incubated for no less than 14 days, at which
time observation for growth of Mycoplasma
ghall be made at & magnification of no less
than 300x. If the Dienes Methylene Blue-
Azure dye or an equivalent staining proce-
dure i1s used, no less than a ohe square om,
plag of the agar shall be excised from the in-
aculated area and examined for the presence
of Mycoplasma. The presence of the Myco-
plasma shall be determined by comparison of
the growth obtalned from the test samples
with that of the control cultures, with re-
spect to typical colonial and microsceopic
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morphology. The virus pool i= satisfactory
for vaccine manufacture if none of the tests
on the samples show evidence of the presence
of Mycoplasma.

[38 FR 32066, Nov. 20, 1973, as amended at
FR 166685, Apr. 6, 1598]

Subpart E—Tesﬁng Requirernents
for Communicable Disease
Agenis

§610.40 Test requirements,

(a) Human blood and blood componenis.
Except as specified in paragraphs (c)
and (d) of this section, you, an estab-
lishment that collects blood or blood
components, must test each donation
of human blood or blecod 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 infection due to
the following communicable disease

agents:

(1) Huoman immunodeficiency virus,
type 1;

(2) Human immunodeficlency wvirus,
type 3;

(3) Hepatitis B virus;

(4) Hepatitis C virus;

(6) Humah T-lymphotropic virus,
type I; and

(8) Human T-lymphotropic virus,
type II.

(b) Testing using one or more approved
screening teslts. To test for evidence of
infection due to communicable disease
agents designated In paragraph (a) of
this section, you imust 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 tranamission of commu-
nicable disease.

(c) Ezxceptions to testing for allogeneic
transfusion or further monufacturing
use—(1) Dedicated donations. (i) 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 sectlon; except that, if the
donor makes multiple donations for a
single identified recipient, you may
perform such testing only on the first
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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.

(11) Hach 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 Teating Status Labsl

Tests negative Lahel as required under §606.121
Tested negative within | “DONOCR TESTED WITHIN THE
the last 30 days LAST 30 DAYS”

(2) Source Plasma. You are not re-
quired to test donations of Source
Plasma, for evidence of infection due to
the communicable disease agents listed
in peragraphs (a)@&) and (a)8) of thias
section,

(8) Medical device. (1) You are not re-
guired to test donations of human
blocd or blood compohents intended
solely as a component of, or used to
prepare, a medical device for evidence
of infection due to the communicable
digease agents listed in paragraphs
(a)(6) and (a)(8} of this section unless
the final device contains viable leu-
kocytes.

(ii) Donations of human blood and
blood components intended solely as a
component of, or used to prepare, a
medical device must be labeled ‘“Caun-
tion: For Further Manufacturing Use
as a Component of, or to Prepare, a
Medical Device.”

(4) Semples. You are not required to
teat samples of blood, blood compo-
nents, plasma, or sera if used or dis-
tributed for clinical laboratory testing
or research 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 blocod components from autologous
donors, or yom, an establishment that
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is a consignee of a collecting 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 diseagse agents listed in para-
graph (a) of this section or Yy a sero-
togical test for syphilis under para-
graphk (1} of this section, except:

{1} If you allow any autologous done-
wion to be uged for allogeneic trans-
fusion, r»ou must assure that all
attoiogous donaiions are tested ander
this section.

{2y If you ship autologous donations
to ancther establistment that allows
autologous donations %0 be used for
allogeneic trangfusgion, you must as-
sure that all autoiogous donations
shipped to that establishment are test-
ed under this section.

(3) If you ship autologous donations
to another establishment that does not
allow autologous donations to be used
for allogeneic transfusion, you must
assure that, at a minimum, the first
donation in each 30-day period is tested
under this section.

(4) Each antologous donation must be
labeled as required under §606.121 of
this chapter and with the following
label, as appropriate:

Danor Testing Status Lacel
Untested “DONCR UNTESTED"
Tests nagative Labal as required under §60€ 121
Reactive on currant col- | "BIOHAZARD" legend In
lection/reactive in the |  § 610.40(h){2)(i)(B)
last 30 days
Tested negative within | “DONOR TESTED WITHIN THE
the last 30 days LAST 30 DAYS”

(e) Further testing. You must further
test each donation, including
autologous donatlions, found 7o be reac-
tive by a screening test performed
under paragraphs {(a) and (b) of this sec-
tion, whenever a supplemental (addi-
tional, more specific) test has been ap-
proved for such use by FDA, except:

(1) For autologeous donations, you
must further test under this paragraph,
at a minimum, the first reactive dona-
tion in each 30-day period; or

(2) If you kave a record for that donor
of a positive result on a supplemental
(additional, more specific) test adp-
proved for such use by FDA, you do not
have to further test an autologous do-
nation.
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{f)y Testing responsibility. Required
testing under this section, must be per-
formed by a laboratory reglstered in
accordance with part 607 of this chap-
ter and either certified to perform such
testing on human specimens under the
Cllnical Laboratory Improvement
Amendments of i%88 (42 U.S.C. 283a)
under 42 CFR part 493 or has met equiv-
glent reguirements as determined by
the Health Care Financing Administra-
tior in accordance with those provi-
siors.

{g) Release or shipment prior to testing.
Human blood or blood components that
are required to be tested for evidence
of infection due to communicable dis-
eage agents desighated in paragraphs
{a} and i} of this section may be re-
leased or shipped prior to completion
of testing in the feollowing cir-
cumstances provided that you label the
blocd or blood components under
§606.121(h) of this chapter, you com-
plete the tests for evidence of infection
dune to communicable disease agents as
soon as possible after release or ship-
ment, and that you provide the results
promptly to the consignee:

(1) Only in appropriately documented
medical emergency situations; or

-{2) For further manufacturing use as
approved in writing by FDA.

(h) Restrictions on shipment or use—(1)
Reactive sereening test. You must not
ghip or use human bleod or blood com-
ponents that have a reactive screening
test for evidence of infection due to a
communicable disease agent(s) des-
ignated in paragraphs {a) and (1) 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 fo a communicable diseaze
agent(s} designated in paragraphs (a)
and (i) of this secticon, except as pro-
vided in parzgraphs ()2)i) through
(h}{2)(vii) of this section.

(2) Ezxceptions. (1) You may ship or use
blood or blood components intended for
autologons use, Inciludirg reactive de-
nations, as described in paragraph (d)
of this section.

(ii) You must not ship or use human
biood or blood components that have a
reactive screening test for eviderce of
irfection due to & communicable dis-
ease agent(s) designated in paragraph
{a) of this section or that are collected
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from a donor deferred under §610.41(a)
unless you meet the following condi-
tions:

(A) Except for autologous donations,
you mugt obtain from FDA written ap-
proval for the shipment or use;

(B) You must appropriately label
such blecod or blood components as re-
quired under §606.121 of this chapter,
and with the “BIOHAZARD" legend,

(C) Except for autologous donations,
you must label such human blood and
blood components as reactive for the
appropriate screening test for evidence
of infection due to the identified com-
municable dizsease agent(s);

(D) If the blood or blood components
are intended for further manufactaring
use into injectable products, you must
include a statement on the container
label indicating the exempted use spe-
cifically approved by FDA.

(E) Each blood or blood component
with a reactive screening test and in-
tended sclely as a component of, or
uged to prepare & medical device, must
be labeled with the fellowing label, as
appropriate:

Type of Medical Devica Labsl

“Caution: For Further Manufac-
turing Use a5 @ Componegnt of a
Medical Device For Which There
Are No Altemaflve Sources™

“Caution: For Further Manufac-
turing Into In Vitro Diagnestic Re-
agents For Which There Are No
Alternatlve Sources”

A medical device other
than an in vitro diag-
nostic reagent

An In vitro diagnostic
reagent

(iii) The restrictions on shipment or
use do not apply to samples of blood,
blood components, plasma, or sera if
used or distributed for clinical labora-
tory testing or research purposes, and
not intended for administration in hu-
mans or in the manufacture of a prod-
uet.

(iv) You may use human hblood or
blooed components from a donor with a
previous record of & reactive screening
test(s) for evidence of infection due to
a communicahble dizease 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 suitable by a requalifica-
tlon method or process found accept-
able for such purposes by FDA under
§610.41(b); and
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(B) tests performed under paragraphs
(a) and (b) of this section are nonreac-
tive.

(v) Anti-HBc reactive donatlons, oth-
erwise nonreactive when tested as re-
quired under this section, may be used
for further manufacturing into plasma
derivatives without prior FDA ap-
proval or a *BIOHAZARD" legend as
required under paragraphs (hWM2)(1i}A)
and (h)(2){i)(B) of this section.

(vl) You may use human blood or
blecd components, excluding Source
Plasma, that test reactive by a screen-
ing test for syphilis as required under
paragraph {I) of this section if, con-
slstent with §640.5 of this chapter, the
donation is further tested by an ade-
quate and appropriate test which dem-
onstrates that the reactive gcreening
test is a biological false positive. You
must label the blood or blood compo-
nents with both test results.

(vii) You may use Source Plasma
from a donor who tests reactive by a
screening test for syphilis as required
under §610.40(1) of this chapter, if the
donor meets the requirements of
§840.85(b)(2) of this chapter.

(1) Syphilis testing. In addition to the
testing otherwlse 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(a), and
640.65(b)(1) and (b){2) of this chapter.

[66 FR 31162, Jumne 11, 2001, as amended at 77
FR 18, Jan. 8, 2012]

§610.41 Donor deferral.

(a) You, an establishment that col-
lects human blood or blood compo-
nents, must defer donors testing reac-
tive by a screening test for evidence of
infection due to a communicable dis-
pase agent(s) listed in §610.40(a) or re-
active for a serological test for syphilis
under §610.40(1), from future donations
of human blood and blood components,
except:

(1) You are not reguired to defer a
donor who tests reactive for anti-HBc
or anti-HTLV, types I or II, on only one
occasion. When a supplemental (addi-
tional, more specific) test for anti-HBe
or antl-HTLV, types I and II, has been
approved for use under §610.40(e) by
FDA, such a donor must be deferred;

(2) A deferred donor who tests reac-
tive for evidence of infection due to a
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communicable disease agent(s) listed
in §610.40{a) may serve as a donor for
blood or blood comporents shipped or
used under §610.40()(2)011);

(3) A deferred donor who showed evi-
dence of infection due to hepatitls B
surface antigen (HBaAg) when pre-
vigusly tested under §610.4Ga}, (b}, and
{e) subsequently may donate Source
Plasma for use in the preparation of
Hepatitia B Immune Globulin (Human)
provided the current donation tests
nonreactive for HBsAg and the donor is
ovherwige determined to be suitable;

(4 A deferred donor, who otherwise iz
determined to be sultable for donation
and tests reactive for anti-HBc or for
evidence of infection éue to HTLYV,
types I and II, may serve as a donor of
Source Plasma;

&) A deferred donor who tests reac-
tive for a communicable disease
agent(s) described under §610.40(a) or
reactive with a serologlcal test for
syphilis under §610.40{1). may serve as
an autologous donor under §610,40(4).

by A deferred donor subhsequently
may be found to be suitable as a donor
of blood or blood componentis by a re-
gualification method or process found
acceptable for such purposes by FDA.
Such a donor iz considered no longer
deferred.

{¢) You must comply with the re-
quirements 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 (), or when vou
are aware of other reliable test results
or information indicating eviderce of
HIV or HCV infection.

(66 FR 31164, June 11, 2001, as amended at 72
FR 48788, Aug. 24, 2007]

§610.42 Restrictions on use for further
manufacture of medical devices.

(&) In adéition to labeling require-
ments in subchapter H of this chaprer,
when a medical device contaeing human
blood or a blood component as 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 must 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-
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tive by a screening test for evidence of
infection due to the ldentified commu-
nicable disease agent(s).

(b} FDA may approve an exception cor
alternative to the statement of warn-
ing required iz paragraph (a} of this
section based on evidence that the re-
activity of the human blood or blood
component in the medical device pre-
semte no slgnificart health risk
throngh use of the medical device.

(66 FR 31164, Juna 11, 2001]

§610.44 Use of reference panels by
manufacturers of test kits.

{a) When available and appropriate to
verify acceptable sensitivity and speci-
ficity, vou, a manufacturer of test Xits,
must usge a reference panel you obtain
from FDA or from an FDA designated
source to test lota of the following
products. You must test each lot of the
following products, unless FDA informs
vou that less frequent testing 1s appro-
priate, bazed on your consistent prier
producticn of products of acceptable
gensitivity 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 diseasze
agents Hsted in §610.40{a); and

(2) Human imrmunodeficiency virus
{HIV) test kit approved for use in the
diagrosis, prognosis, or monitorirg of
this communicable disease agent,

(b) You must not distribate a lot that
1s found to be not acceptabie for sensi-
tivity and specificity under §610.44(a).
FDA may approve an excepsion or al-
ternative to this requirement. Appli-
cants must submit such requests in
writing, However, in limited eir-
cumstances, such requests may be
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.

[86 FR 31184, Jume 11, 2001]

§610,46 Human immunodeficiency
virus (HIV) “lookback” require-
ments.

{a) If you are an establlshment that
coliects Whole Blood or blood compo-
nents, including Source Plasma and
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Source Leukocytes, you must estab-
lish, mainfain, 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 rellable test results or informa-
tion Indicating evidence of HIV infec-
tion, you must review zll records re-
guired under §606.160(d) of this chapter,
to identify blood and blood components
previously donated by such s donor.
For those identified blocd and blood
components collected:

(1) Twelve months and less before the
donor's most recent nonreactive
gcreening tests, or

(ii) Twelve months and less before
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 ocol-
lected in-date blood and blood compo-
nents identified under paragraph (a)(1)
of this section if intended for use in an-
other person or for further mannfac-
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 gquarantine
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 wvalidated wviral clear-
ance procedures;

(2) You must perform a supplemental
(additional, more specific) test for HIV
as required onder §610.40(e) of this
chapter on the reactive donation.

(8) You must notify consignees of the
supplemental (additional, more spe-
cific) test results for HIV, or the re-
sults of the reactive screening test if
there is no avallable 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), 18 exempted for
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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 identifled under paragraph (a)(1)
of this section that were previously
collected from donors who later test re-
active for evidence of HIV infection.

(49) You must release 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 sectlon or the results of the re-
active screening test if there is no
avallable 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 blood components, Including
Source Plasma and Source Leukocytes,
you must establish, maintain, and fol-
low an appropriate system for the fol-
lowing actions:

(1) Yon must quarantine all pre-
viously collected in-date blood and
blood components Iidentified wunder
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 quar-
antine, destroy, or relabel gquarantined
in-date blood and blood components
consistent with the results of the sup-
plemental {(additional, more specific)
test performed under paragraph (ax2)
of this section, or the results of the re-
active screening test if there iz no
avallable sapplemental test that is ap-
proved for such use by FDA, or if under
an IND or IDE, ie exempted for such
use by FDA.

(3) When the supplemental (addi-
tional, more specific) 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
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bloed components at ircreased risi of
transmitting HIV infection, or the re-
cipient’s physician of record, of the
need for recipient HIV testing and
counseling. You must notify the recipi-
ent's physgician 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 beha'f of the
recipient. You must make reasonsable
attempts to perform the notification
within 12 weeks after receiving the sup-
plemental {(additional, more specific)
test results for evidence ¢of HIV infee-
tion from the collecting establishment,
or after receiving the donor's reactive
screening teat 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 i8 exempted for
such use by FDA.

{¢) Actiors under this section do not
constitute a recall as defired in §7.3 of
this chapter.

[72 FR 48799, Aug. 24, 2007]

§610.47 Hepatitis C virus
“lookback” requirements.

{a) If you are an establishment that
collects Whole Bloog or blood compo-
nents, Including Source Plasma and
Source Leukocytes, you must estab-
iigk, maintain, and follow an apvre-
priate system for the following actions:

(1) Within 2 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-
ion, you must review all records re-
gquired under §606.1680{d) of this chapter,
to identify blood and blood comporents
previously donated by such a denor.
For those identified blood ard blood
componenss collected:

(i) Twelve months and less before the
doner’s 1most recent honreactive
screening tests, or

(iiy Twelve months and less before
the domor’s reactive direct viral detec-
tion test, e.g., nucleic acid test and
ronreactive antibody screening test,
whichever g the lesser period, you
must:

(HCV)
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(A) Quarantine all previously col-
lected in-date dlood and blood compo-
nents identified under paragrapk {ax1}
of this section if intended for use in an-
other person or for further manufac-
ture into injectable procucts, except
pooled blood components intended sole-
1y for further manufacturing into prod-
ucts that are manufacrured using vall-
dated viral clearance procedures; and

(B) Notify consignees to quarantine
all previously collected in-date blood
and blood components ldentified under
paregraph (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 manua-
faeturing into products that are manu-
factured using validated viral clear-
ance procedures,

{2) You must perform a supplemental
(additional, more specific) test for HOV
ag required under §610.40(e) on the reac-
tive donation. ’

(3) You must notify consignees of the
supplemental (additional, more spe-
cifie} test results for HCV, or the re-
gults of the reactive screening test if
there is no available supplemental Test
that is approved for such use by FDA,
or if under an irvestigational new drug
application (IND) or investigational de-
vice exemption (IDE), iz exempred for
such use by FDA, within 45 calendar
days after the donor tests reactive for
evidence of HCV infecticn under
§610.40¢a) and {b). Notification of con-
signees must include the test resulis
for blood and blood components identi-
fied under paragraph (&)1 of this sec-
tion that were previously collected
from donors who later test reactive for
evidence of HCV infection.

(4} You must release from quar-
antine,; destroy, or relabel quarantined
in-date blood and blcod components
conglstent 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
avallable 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 blood components, including
Source Plasma or Source Leukocytes,
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you must establish, maintain, and fol-
low an appropriate system for the fol-
lowing actions:

(1) You must gunarantine all pre-
viously collected in-date blood and
blood components identified under
paragraph (a)(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 establish-
ment.

(2) You must release from quar-
antine, destroy, or relabel gquarantined
in-date blocd and blood components,
conelstent with the results of the sup-
plemental (addltlenal, more specific)
test performed under paragraph {(a)(2)
of this section, or the results of the re-
active screening test if there i no
avallable 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 soreening test is
reactive and there is no available sup-
plemental test that 1s 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
transmitting HOV infection, or the re-
clplent’s physielan of record, of the
need for reciplent HCV testing and
counseling. You must notify the reeipi-
ent’s physician of record or a legal rep-
resentative or relative if the recipient
is a minor, adjudged incompetent by a
Btate 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 reciplent.
You must make regsonable 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 HOV if there is no avail-
able supplemental test that is approved
for such use by FDA, or if under ah IND
or IDE, is exempted for such use by
FDA.
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{¢) Actions under this section do not
conatitute a recall as defined in §7.3 of
this chapter.

[72 FR 48799, Aung. 24, 2007]

§610,48 Hepatitis C virus (HCV)
“look requirements based on
review of historical testing records.

(a) Establishments that ocollect
Whole Blood or blecod components, in-
cluding Source Plasma and Source
Lenkocytes, must complete the fol-
lowing actions by February 18, 2009.

(b) If you are an establishment that
collects Whole Blood or blood compo-
nents, includihg Source Plasma and
Source Leukocytes, you must estab-
ligh, maintaln, and feollow an appro-
priate system for the following actlons:

(1) You must:

(1) Review all records of donor testing
for hepatitis C virus (HCV) performed
before Febhruary 20, 2008. The review
must inclunde records dating back in-
definitely for computerized electronic
records, ahd to Janunary 1, 1988, for all
other records. Record review, quar-
antine, testing, notification, and dis-
position performed before February 20,
2008 that otherwise satisfy the require-
ments under §610.47, are exempt from
this section.

(i1) Identify donors who tested reac-
tive for evidence of HCV infection. Do-
nors 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.

(ill) Identify the blood and blood
components previously collected from
such donors:

(A) Twelve months and less before
the donor’s most recent nonreactive
screening tests, or

(B) Twelve months and less before
the donor’s reactive direct viral detec-
tion test, e.g., nucleic acld test and
nonreactive antibody screening 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 g licensed screening test with known
greater gensitivity than the test of
record using either a frozen sample
from the same reactive donation or a
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fresh sample from the same donor, if
obtainabie. If neither is available, pro-
ceed with paragraphs (b)(3), {b)(4), and
{b)(5) of this sectior.

{3 You must, within 3 calendar days
afrer idertifying the blood and blood
components previously collectea from
donors who tested reactive for evidence
of HCV infection:

(1) Quarantice all previously coi-
lected in-date blood and blood compo-
nents identified under paragraph
(b){1Xiii) of this sectlon if Intended for
use in another person or for further
manufacture into irjectable products,
except pooled components solely in-
tended for further manufacturing into
products that are manufactured using
validated viral clearance procedures.

(11) Notify consignees to guaraniine
all previously collected in-date blood
and blood components identified under
paragraph (b)1)(1il) of this section if
intended 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 wvalidated 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 sensitivity than
the test of record, if avallable at that
time.

(4) You muat notify consignees of the
results of the supplemental (additional,
more sgpecific) 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 blocd and
blood components Identified under
paragraph (b}(1)i}) of this section that
were previously collected from a donor
who later tests reactive for evidence of
HCV infection.

6y You must release from guar-
antine, destroy, or relabel guarantineda
in-date bloocd and blood components
consistent with the results of the fur-
ther testing performed urder para-
graph (b)(2) of this section or the re-
sults of the reactive screening test if
there is no available supplemental test
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that is approved for such use by FDA,
or if under an investigational new drug
appiicaticn (IND) or investigational de-
vice exemption (IDE), iz exempted for
such use by FDA.

{c} If you are a consignee of Whole
Blood or blood components, including
Source Plasma ard Source Leukocytes,
you must estaplish, 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 musf qguarantine all pre-
viously collected in-date blood and
blood components identified under
paragraph (b)1)(iil} of this section, ex-
cept pooled blood components asoleliy
intended for further manafacturing
into products that are manufactured
using validated viral clearance proce-
dures, when notified by the collecting
establishment.

(2) You must release from quar-
antine, destroy, or relabel quarantined
in-date blood and blood 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 IND or IDE is exempted
for such use by FDA.

(3) When the supplemental (addi-
tional, more specific) test for HCV is
posgitive; or the supplemental test is in-
determinate, but the supplemental test
is known to be less sensitive than the
screening test; or the screening test is
reactive and thers is no available sup-
plemental test that 1s approved for
such use by FDA, or if under an IND or
IDE, i& exempted for sach 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 biood ancé
blood components at increased risk of
transmitting HCV infection, or the re-
cipient’s . physician of record, of the
reed for reciplent HCV testing and
counseling. Youn must nouify the recipi-
ent's physician of record or a legal rep-
resentative or relative if the reciplent
is a minor, adiudged incompetent by a
State court, or if the recipient is com-
petent but State law permits a legal
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representative or relative to receive in-
formation on behalf of the recipient.
(d) Actions under this gection do not
constitute a recall as defined in §7.8 of
this chapter,
(e) This section will expire on August
24, 2015.

[72 FR 48800, Aug. 24, 2007]

Subpart F—Dating Period
Limitctions
§610.50 Date of manufacture.

The date of manufacture shall be de-
termined as follows:

(a) For products for which an official
stendard of potency is prescribed in ei-
ther § 610,20 or §610.21, or which are sub-
ject to officlal potency tests, the date
of iInitiation 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 ceesation of growth, or (b)
the date of final sterile filtration of a
bulk solution, whichever is applicable.

[38 FR 32056, Nov. 20, 1973, as amended at 42
FR 27582, May 31, 1977]

§610.58 Dating iods for licensed bi-
ological products.

(a) General. The minimum dating pe-
riods in paragraph (c¢) of this section
are based on data relating to nsage,
clinical experience, or laboratory tests
that establish the reasonable period be-

§610.53

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 thils subchapter are designed to en-
gure the continued safety, purity, and
potency of the products and are based
on the dating perlods set forth in para-
graph (¢) of this gection. Package la-
bels for each product shall recomrend
storage at the stated temperatures.

(b) When the dating period begins. The
dating period for a product shall begin
on the date of manufacture, a8 pre-
geribed in §610.50. The dating period for
& combination of two or more products
shall be no longer than the dating pe-
riod of the component with the short-
est dating period.

(c) Table of dating periods. In using
the table in this paragraph, a product
in column A may be stored by the man-
ufgcturer 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 storage period, as
prescribed in column B or C. If a prod-
uct 1s held in the manufacturer’s stor-
age beyond the perlod prescribed, the
dating perlod for the product being dis-
tributed shall be reduced by a cor-
responding period.

A B [+] 8]
Manufacturer's
shtgmﬂl:ss1 storage Ferlod 0 | Dating period after leaving manufactur-
Product s rsag.é'zrﬂm °C orcolder (un- | er's siorage when stored at 2 to 8 °C
otherwise stated) Iesss?‘ftt:adr;ﬂse nless otherwise statad)
Adenaovirus Vaceing Live Oral € morths Net applicable ...... | 8 months.
Alburnin {Human) 3 yoarg - .| {a) 5 years,

...... do - b} 3 years, provided labeling rec-
ommends storage at room tempara-
fure, no warmer than 37 °C.

Not applicable ...... | .-..0@ v | (€} 10 years, If In @ harmetically sealad
metal container and provided labeling
recommands storage between 2 and 8
°C.

Allergenic Extracts labeled "No U.S.
Standard of Potancy™

1, With 50 percent or more glyg- [ 3 Y88 eeeceeenees [ e do 3 yuars.
erin,

2. With less than 60 percant glyc- | 18 monthe .. 18 montha.
@rin.

3. Producis for which cold stor- | Not applicable ...... | e 0 veirciviinirnn | 18 months (from date of manufacture),
age conditions are inappro- provided lzbeling recommends storage
priate. at 30 °C or colder.
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A B8 Cc 4]
: Manufacturer's
rlanufactu&'egﬂ atorage perio¢ 0 | Dating period after ieaving manufactur-
Product ﬁg-‘g%g i(’t?nloess °C or colder (un- er's siorage when stored at 210 8 °C
otherwise stated) Issss%heeé\}msa {unless otherwise stated)
4. Powders and tablets ....u-ieeeiee | oered - J [ .. S § years {from date of manuiacture), pro-
vided labeling recommends storage at
30 °C or colder.
5. Fragze-dried praducts:

a. Unreconstituted . N, ', RO [P 3" R 4 years (from date of manufactura).

b. Reconstituted .......comeanee | o (+ |« TR R do 18 months (cannot excead 4-year
unrecongtituted dating period plus an
additional 12 months).

Allergenic Exiracts, Alum Precipiteted la- | 18 months ............ | ... Ao i 18 months.
beled “No U.S. Standard of Potancy”.
Anthrax Vaccine Adsarbed .......ccvcimeeees 2 years ....d0 1 year.
Antibody to Hepatitis B Surface Antigen:
1. Anticody 1o Hepatiis B Sur- | 8 menths ... | e Q0 v rermranins & months.
face Antigen.
2. Lyophilized coated red blood | ...... O e | e o0 .. Do.
cells.

3. Enzyme conjugatad products ..
lodinated (25} praducts
Antihemophilic Fagtor (Human)

Antl-Human Globulin Liquid

Anti-Inhibitor Coagulant Complex
Antirabies Serum
Antivenin (Crotalldas) Polyvalent ....

Antivenin (Latrodectus Mactans) ... | Ls [« JOUPR [ [+ o
Antivenin {(Micurus fulviys) RO |- U W 2&
Asparaginase . Not applicablg ...... | ...... L1, S
BCG VACEING —..ecurem e e e 1 Y08 e Not applicable ......
Blood Greuping Reagents
1. biquid ...... Not licable ...... Not applicable ......
2. Dried ......
Blood Group Substance AB

Blood Group Substance A
Blood Group Substance B ..

Botulism Antitaxin

Cholara Yaeeing ... vy | s do
Coecidondin ... i | e do
COollAgONEs ..o iiove e mscirme e e enenaen Nct applicable ......
Cryoprecipitated AHF ... | o [+ .+ JORORU R do
Diphtheria Antitexin:
1. Liquid 1 year
2. DEBE i st S0 ..
Diphtheria and Tetanus Toxolds and Par-: ... L '+ S
tussis Vaccine Adsorbed.
Diphtheria and Tetanus Toxoids, Ad- | ... [+« T [ o
sorbed,
Diphtheria Toxin for Schick Test ................ < T |
Diphtheria Toxoid X
Diphtheria Toxoid Adsorbed ......ccevcines |
Diphtheria Toxoid-Schick Test Control .
Factor [X Complex ... s

Fibrinolysin {Human) |
Fibrinclysin and Desoxyribonuclease Com-
bined {Bovine).

Fibrinclysin and Desoxyribonuclease Com- | ... (s 1+ PN
bined {Bavina) with Chloramphenicol.
Hapatitis B Surface Antigen:
1. Unlyophilized coated red blocd | Not applicable ......
cells.

Do,
45 days (from date of manufacture)
1 yaar (from date of manufacture).
2 years.

Do.

Do,

5 years with an initlal 10 parcent excess
pf potercy, provided labeling rec-
ommends starage at 37 °C or colder.

5 years with an initial 10 pe-cent excess

18 mor;ths from the date of the est valid
potency test.
6 menths,

2 years,

5 years,

2 years.

De.
Do.

5 years with an initia! 20 percent excess
of potency.

18 months.

3 years.

4 years (from date of manufacture), pro-
vided labsling recommends storage at
37 °C or colder.

12 months from the date of collaction of
source blood, provided labeling rac-
ommends storage at — 18 °C or colder.

5 years with ar: initial 20 psreent excess
of potency.

5 years with an initial 10 cercent excess
of potency.

18 rmonths.

2 years.

1 year.
2 years.
De,
1 year.
1 year {frem date of manufaciure}.
2 years,
3 years. providec laceiing recommencs
storage at 30 °C of colger.
Do.

14 days [fram date of marufactire).



Food and Drug Administration, HHS

§610.53

A B G D
t Manufagturer's
sﬁa"mn!:sﬂ storage peried 0 Dating pericd after leaving manufactur-
Product to 5 I{’:nngss °|c or colder {un- er's storage when storad at 2 1o 8 °C
otherwise stated]) lass sﬁl:dr;viss {unless otherwise stated)
2. ledinated (1250 product ........... | ... L1 [+ JSI [P do 45 days (from date of manufacture).
3. Enzyme conjugated product ... | 6 months . . & menths.
Histoplaamin 1 ysar Not applicable ...... | 2 years.
Immunoglobullns:
1. Hepatitle 8 Immune Globulln | Nct applicabla ...... | .....do ... - | 1 yoar.
(Human).
2. Immune Globulin (Human) ...... [ 3 YBAMS wweirsiiiens | s do 3 years,
3. Immune Globulin Intravanous | Not applicabls ...... | ...... do . .. | 1 year.
(Human).
4. Lymphocyte Immune Globulin, | ...... do ........... Not applicable ...... | 2 years.
Anti-Thymocyte Globulin
(Equine).
5. Portussis Immune Globulln | 3 yearS ..occeeees | e do 3 years from date the dried or frozen bulk
{Human). product Is placed in final solution.
6. Rabies Immune Globulin | 1 year et 1 year.
{Human).
7. Rho(D) Immune Globulln | 6 months oD 8 months.
{Human}
8. Tetanus Immune Globulin [ 1 Y8ar ..ccceverns | cierne do 3 years with an initial 10 percant excass
(Human), of potency.
8. Vaccinia Immure Globulin | 3 years e | oo do 3 vears.
{Humany}.
10. Varicella-Zoster Immune | Not applicable ...... | .....do ... 1 yoar.
Glebulin (Human).
Hepatitis B Vaccine .o | 2 years st 2to 8 | Not applicable ...... | 3 years.
°C.
Influenza Virus Vacdne - . 18 monthe.
Limulus Amsbeocyte Lysate ... Net applicable ...... | 18 montha {from date of manufacture).

Measles, Mumps, and Rubell ac-
cine Live,

Measles and Murmnps Virus Vaccine Live ...

Measles and Rubella Virus Vaccine Live ..

Measles Live and Smallpox Vaccine

Measies Virus Vaccine Live

1 year (=20 °C or

Meningococcal Polysaccharide Vacclng
Group A
1. Final bulk powder ... | e do 2 years (—20 °C
oF coldar).
2. Flnal contalner ..........ccsruneeenns | Not applicable 3 years (=20 °C
or colder).
Meningococeal  Polysaccharide Vactine
Group C;
1. Final bulk powder -..do 2 years (—20 °C
or celdar).
2. Final cOmtainer ..........cccoeee | e do 3 years {—20 °C
or celder).
Meningococeal  Polysaccharide  Vaccine
Groups A and C combinad:
1. Final bulk powder .........ccrn | sreasd do 2 years {—20 °C
or calder).
. 2. Final container . 3 years (—20°C
or colder).
Maningococcal Polysacchardde  Vaccine
Groups A, C, Y, and W135 combinad:
1. Final bulk pOwer ... | do 2 years (—20 °C
. or colder).
2. Final container ......coceiivmrneccrin | e do 3 years (—20 °C
or colder).
Mumps Skin Test Antigen 6 months Not applicable ......
Mumps Virus Vaccine Live ... 1 year {~20°C or
colder).
Normal Horse Serum 2 yoars
Pertugsis Vaosi Not applicable ......
Partussls Vaccine Adsorbed .
Plague Yaccine - O

Plasma products:
1. Fresh Frozen Plasma ...vueeere

1 year.
1 year.
Do.
1 yoar (from date of manufactura).
1 year.
Not applicable.

2 years.

Not applicabla.
2 years.

Not applicable.
2 years,

Mot applicable.
2 years.

18 manths.

1 year.,

5 yoars.
18 months.

Da.

1 year irom date of collection of source
blood (—18 °C ar colder).
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A B [ c D
| Manufaciurer's
a?éggeag?nrgssl ‘[ storage pericd 0 | Dating period after lsaving manufactur-
Product to 5 °C (uniess | =.OF celder (un- er's slorage when stored al 2 1o B °C
otherwise stated) | less sg.jit\seé;vlss {urless otherwise stated}
|
2. Liquid PlagMa .cocvrreeenec s [ e (s, O | ...... [+ |+ J—— () 26 days from date of collection of
source blood (between 1 and 6 °C).

{b) 40 days from date of collection of
sourca blood only when CPDA=1 solu-
tion is used as the anticoagulant {be-
tween 1 and 6 °C).

8. PiEsMa ..cerireniinn svsrnsnmseens | e (4 [+ JURUURDRI [ A0 i 5 years from date of collection of saurce
blood {—18 °C or colder).
4. Platelet Rich Plasma ...-evees | oo dO e | [+« ST 72 hours from time of collectlon of source
i blood, provided labeling recommends
storage (20 to 24 °C or between 1 and
6 °C). 5 days if certain approved con-
tainers are used (20 to 24 °C).
5. Source Leukooyles ... [ areed o1 S [ 40 In lisu of expiration date, the collection
data shell appear on the label.
8. Soures Plasma ... coccninns | eend 41 O [ L+ SO 10 years (at the recommended storage

7. Therapeutic Exchange Plasma
Plasma Protein Fraction (Human)

Plaele's ... Neot appilicable ......
Pneumocaccal Vaccing Poiyvaert:
1. Finai UK BSWOET woeeeeeeer s JUON |- B — 24 months after
potency assay
(—20°C ar
colder).
2. Final container ... | aos oo SO Not applicable ......
Paoliovires Vaccine Inactivated 19887 e [ e do
Peliovirus Vaceing Live Oral Trivalent:
¥, FIOZAN vt e Naot applicagie ...... 1year {—10°C or
colder).
2. Liguid .. Not applicable ......

Poligvirus Vaccine Live Cral Type I:
1. Frozen

2, Liguid

Poliovirus Vaccing Live Oral Type 1i:
1. FroZen ... oo L

2, Liquid .

Poliovirus Vaccine Live Ora) Type il:
Frozer .....

1year{—-10°Cor
colder).

Not applicetie

1year{—-10°Cor
colder).

Not applicable

1 year {—10°C or
colder).

temperature stated on the labal}.

10 years.

(a) 5 years.

(b} 3 vyears provided labeling rec-
ommends storage at room tempsra-
ture, no warmear than 30 °C).

72 hours from time of collection of saurce
blocd, provided labeling recommends
storage at 20 to 24 °C or between 1
and 6 °C, or as specified in the direc-
tions for use for the blood collecting,
processing, and storage system ap-
proved for such use by the Diractor,
Center for Biologics Evaluation and
Research (CBER).

Not applicable.

2 years (from date of manufacture).
1 yaar.

1 year, pravided labeling recommends
storage at a temperature which wil
maintain ice contlnuously in a solid
stata.

30 days, providsd labeling recommends
storage between 2 and 8 °C and con-
tainer has been uncpened.

1 year, provided labeling recommends
storage at a temperature which will
maintain lca continuously in a solid
state.

30 days, provided labeling recommends
storage between 2 and 8 °C and con-
tainer has besn unapened.

1 year, provided labeling recommends
storage at a temperature which - wil
maintain ice continuously in a solid
state.

30 days, provided labeling recommends
storage between 2 and B °C and con-
tainer has been unopened.

1 year, provided labeling recommends
storage at a temperature which will
maintain ice continuously In a solid

state.
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§610.53

A

[+

D

Product

Manulacturer's

slol period 1
to rsug_g (unleas

otherwise stated)

Manufacturer's
storage period 0
°C or colder (un-

less otherwise

stated)

Dating perfod after leaving manufactur-
ors storage when stored at 2 to 8 °C
{unless otherwise stated)

2. Liquid

Nat appli

Polyvalent bacteral anigens with “No
U.S. Standard of Potency™ liquid.
Polyvalont bacterial vaccines with “No
U.S. Standard of Polency” fiquid.
Rabies Vacoine:
1. Dried

s

-]

.00

2 years

2. Liquid
Reagant red blood cells

ACD Red Blood Colls

Mot applicable ......
Mot applicable ......

e

CPD Red Blood Cells

CPDA-1 Red Blood Cells

Red Bleod Cells Deglycerclized

Red Blood Cells Frazen

< i

Rubella and Mumps Virus Vaccine Live ...

Rubella Virus Yaccine Live

1 year (—20°C or
colder).
. |

Skin Test Antigens for Cellular Hyper-

sensitivity.

Not applicable

o1

30 days, provided labeling recommands
storage between 2 and 8 °C and con-
tafner has been uncpened,

18 menths.

Do.

Do.

6 months.

Thirty-five days from earliest date of col-
lection if kept in liquid form (indefinite
storage of reagert red blood csll
source material at —86 “C or colder),

(&) 21 days from date of collection of
source blood, provided labeling rec-
ommends storege batween 1 and 6 °C
and the hermetic seal is not broken
during pracessing.

(b) 24 hours after plasma removal, pro-
vided labeling recommends storage be-
tween 1 and 8 °C and the hermetic
sedql is broken during processing.

{a) 21 days from date of ecollection of
source blood, provided labeling rec-
ommends storage betwesn 1 and 6 °C
and the hermetic seal I8 not broken
during proceseing,

(b} 24 hours after plasma removal, pro-
vided labeling recommeands storage be-
tween 1 and 6 °C and the hemmetic
soal is broken during processing.

(a) 35 days from date of collection of
source blood, previded labeling rec-
ommends sterage between 1 end 6 °C
and the hermetic seal is not broken
during processirig.

{b) 24 hours efter plasma removal, pro-
vided labsling recommends storage be-
tween 1 and B °C and tha hermetlc
8eal is broken during processing.

24 hours after removal from storage at
—85 °C or colder, provided labeling
recommeands storage between 1 and 6
°C, or as specified in the directions for
use for the blood collecting, proc-
esging, and storage system approved
for such use by the Director, CBER.

10 years from date of collection of source
blood, provided labeling recommsnds
slorage at -85 °C or colder, or as
apecified In the directions for uase for
the blood collagting, processing, and
storage system approved for such use
by the Director, CBER.

1 yoar.

Do.
Do.
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§610.60 21 CFR Ch. | (4-1-15 Edition)
A | B c o}
' | Manutaciurers
si'éﬁmf"fama“rggéﬁ ! storage perice 0 | Dadng neriod after leaving manu‘actur-
Praduct P 5?%?,“3“ | *C o7 goiger fun- or's slorage when stored a2t 8 °C
|

- otmenxise statec) : stated)
Smallpox Vaccina: |
1, Liguid e e | Not anpiicatl® ... | B momns {— 10 °C | 3 months, provided labsling recommends
o caider, if . storage at 0 °C or colder,
product is man-
&ined as !
gycernates or !
eouvelen: veg- !
cna = bulk or
¥nal contarers). |
2. Driea . .| §months ... Mot gzoficatie ... | 18 months.
Streptokingse ... . | Mot asaiicasle .. L.80 / Do,
Tetanus arg Diphtreria Toxoids Adsorbed | 1 yeer ... 2 years.

for Agdlt Use.
Tetanus Antltoxin:

I - 1l O [ L2 IO [ -7 T 5 years with an intel 20 percent excess

| arzctency.

[N 100 OO [P o7, 2 YEAMS o | 5 years with an inial 10 percent excess

| orpotency.
TEMANUSE TOKROIE ..ovcrrrecrereremem cememceescsensenas | arannd <o Mot applicabie ...... | 2 ysars.
Tetanus Toxoid Adsorbed ... | e 4T+ ORI [ Do.
Thrombin .. s | o do 2 year 3 years.
Thrombin Impreg Net applicable ...... Not applicable ...... 1 year, or 6 months at 20 to 24 °¢.
Tubercutin:

1. Purified Protein Derivative, di- [ 8 moning ... | e FoTs 1 year.
lutad.

2. Oid or Purified Pretsin Defiva- | 1 year {notto ex- | ... s J— 2 years, provided labeling recommends
tive drled on multipla puncture | ceed 30 °C; do storage at a temperature not to exceed
device. not refrigarate). 30 °C. Do net refrigerate.

3. Old on multiple puncture de- | ...... 1 s TR G do Do.
vice.

Typhold Vaccine . | 18 months.
ACD Whole Bleod 21 days from date of collection, provided

CPD Whale Blocd
GPDA-1 Whele Bloed

Heparin Whole Bleed ... ... ...

Yallow Faver Vaccre

1 year{—20°C 2"
colder).

labefing recommends storage betwean
1 and 8 °C.
Do.

35 days from date of eollection, provided
labeling recommends storage betwesn
1 and 6 °C.

48 hours from date of collection, provided
labeling recommends storage between
1 and 6 °C.

1 year, provided labeling recommends
storage at 5 °C or colder.

{(d) Eremptions. Exemptions or modi-
fications shall be made onmiy uporn writ-
ten approval, in the form of a supple-
ment to the biologics license applica-
ior, isszed by the Director. Center for
Biologics Evgiuation and Research or
the Director of the Center for Drug
Evalnation and Research.

[50 FR 4134, Jan. 25, 1985, as amended atv 51
FR 15607, Apr. 25, 1886; i FR 1%750, June 2,
1988; 52 FR 87450, Oct. 7, 1887; 63 FR 12744,
Apr, 19, 1988; 62 TR 15110, Mar. 31, 1597; 64 FR
56453, Oct. 26, 1999; 70 FR 14985, Mar. 24, 2003;
72 FR 45887, Aug. 16, 2007; 72 FR 54208, Bept.
24, 2007; 73 FR 49642, Aug. 25, 2008]

62

Subpart G—Labeling Standards

§610.60 Container label.

ta) Full label., The Ifollowing items
skall appear on the label affixed to
each container of a product capable of
bearing a full label:

(1) Tke proper name of the product;

{2) Tke name, address, and license
number of manufacturer;

{3} The lot number or other lor iden-
vification;

(4} The expiration date;

5 The recommended individual dose,
for muzltiple dose containers.

(8) Tke statement: *‘Rx only’” for
prescription biologleals.
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(T) If a Medication Guide is required
under part 208 of this chapter, the
statement required under §208.24(d) of
this chapter instructing the authorized
dispenser to provide a Medication
Guide to each patient to whom the
drug 18 dispenged and stating how the
Medication Cuide ir provided, except
where the contalner label is too small,
the required statement may be placed
on the package label.

(b) Package label information. I the
container is not enclosed in a package,
all the items required for a package
Iabel shall appear on the container
label.

(c) Partial label. If the container 1s ca-
pable of bearing only a partial label,
the contalner shall show as a minimum
the name (expressed either as 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 shall be placed in
& package which bears all the 1tems re-
quired for a package label.

(@) No container 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-
ficlent 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, 1973, as amended at 47
FR 22518, May 25, 1982; 63 FR. 66400, Dec. 1,
1998; 67 FR. 4907, 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;

(e¢) The preservative used and its con-
centration, or if no preservative 18 used
and the absence of a preservative 1s a
safety factor, the words “no preserva-
tive™,;
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(f) The number of containers, if more
than one;

(2) The amount of product in the con-
tainer expressed as (1) the number of
doses, (2) volume, (8) units of potency,
(4) weight, (6) 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;

(1) The words “Shake Well”, “Do not
Freeze” or the equivalent, as well as
other ingtruetions, when indicated by
the character of the product;

(]) The recommended individual dose
if the encloged container(s) iz a mul-
tiple-dose container;

(k) The route of administration rec-
ommended, or reference to such direc-
tions in an encloged circular;

(1) Known sensitizing substances, or
reference to an enclosed circular con-
talning appropriate information;

(m) The type and calculated amount
of antibiotics added during manufac-
ture;

(n) The inactive ingredients when a
safety factor, or reference to an en-
closed circular containing appropriate
information;

(o) The adjuvant, if present;

(p) The sourcs of the product when a
factor in safe administration;

(q) The identity of each microorgs~
nism used 1n manufacture, and, where
applicable, the production medinm 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 officlal standard of
potency or, if potency is a factor and
no U.S. 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 amendead at 47
FR 22518, May 25, 1882; 55 FR 10423, Mar. 21,
1990; 67 FR 4807, 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
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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
lezst a8 prominent as the point size
and typeface used in designating tke
trademark and trade name. The con-
trast in color value between the proper
name and the backgrourd shail be at
leasT as great as the color value be-
tween the trademark and trade rame
and the background. Typography, lay-
out, contrast, and other printing fea-
tures shall not be used in a mahner
that will affect adversely the promi-
nence of the proper name.

{¢) 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 iicensed manufactur-

ers participate in the manufacture of a

biclogicai product, the name, address,

and license number of each must ap-

pear on the package label, and on the
label of the contairner if capable of
bearing a full label.

[64 FR 56453, Oct. 20, 1899]

§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, ard license number of the manu-
facturer also appears on the label and
the name of the distributor is quallfied
by one of the following phrases: ‘“Man-

ufactured for P, “Distributed
by ', “Manufactured by

for ", “Meanufac-
tured for by ”, “Dis-
tributor: ", or “Marketed by

.

The gualifying phrases
may be abbreviated.

[81 FR 57330, Nov, 6, 1996]

§610.65 Products for export.

Labeis on packages or contalnhers of
products for export may be adapted Lo
meet specific requiremnents of the regu-
lations of the country to which the
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product is to be exported provided that
in ail 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 var code requirements at
§201.25 of this chapter. However, the
bar code requirements do not appiy to
devices regulated by the Center for
Biologics Evaluation and Research or
to blood and blood components in-
tended for transfusion. For bleod and
blood components intended for trans-
fusion, the requirements at
§606.121(c){13) of this chapter apply in-
stead.

[6¢ FR 9171, Feb. 26, 20047

§610.68 Exceptions or alternatives 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-
itir required by statute, for specified
lots, batches, or other units of a bhio-
logical product, if the Center Director
determires that compliance with such
labeling requirement could adversely
affect the safety, effectiveness, or
availability of such product that is or
will be included in the Strategic Na-
tional Stockpile.

(bX1)1) A Stratepic National Stock-
plle official or any entity that manu-
factures (including labeling, packing,
relabeling, or repackaging), distrib-
utes, or storez a blologleal product
that is or will be included in the Sira-
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} ¢f
this section to the Center Director,

(ii) The Center Director may grant
an exceptien or alternative described
in paragraph {a) of this section on his
or her own initiative.

(2) A written regunest for an exception
or alternative described in paragraph
(a) of this section must:

(i) Identify the specified lots,
batches, or other units of the biological
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product that would be subject to the
exception or alternative;

(11) Identify the labeling provision(s)
listed in paragraph (f) of this section
that are the subject of the exception or
alternative request;

(ili) Explain why compliance with
such labeling provision{s) could ad-
versely affect the safety, effectiveness,
or avallability of the specified lots,
batches, or other units of the biological
product that are or will be included in
the Strategic National Stockpile;

(iv) Deacribe any proposed safeguards
or conditions that will be implemented
80 that the labeling of the product in-
cludes appropriate information nec-
essary for the safe and effective use of
the product, given the anticipated cir-
cumstances of use of the product;

(v) Provide a draft of the proposed la-
bellng of the gpecified lots, batches, or
other units of the biological product
subject to the exception or alternative;
and

(vl) Provide any other information
requested by the Center Director in
support of the request.

(@) 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 labeling of product subject to
the exception 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 g
grant of a request for an exception or
alternative to the lJlabeling require-
ments under this section:

(1) You need not submit a supplement
under §601.12(0)(1) through (f)(2) of thie
chapter; however,

(2) Yon must report any grant of a re-
guest for an exception or altermative
under this section as part of your an-
nual 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 followling provislons of this
chapter, to the extent that the require-
ments in these provisions are not ex-
plicitly required by statute:

(1) §610.60;
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(2) §610.61(c) and (e) through (r);
(3) §610.62;

(4) §610.68;

(b6) §610.64;

(6) §610.65; and

(7) §312.6.

[72 FR 78800, Dec. 28, 2007]

PART 630—GENERAL REQUIRE-
MENTS FOR BLOOD, BLOOD
COMPONENTS, AND BLOOD DE-
RIVATIVES

AvTHORITY: 21 U.8.C. 321, 331, 351, 352, 355,
3680, 871; 42 U.8.0. 216, 262, 264.

SOURCE: 66 FR 31178, June 11, 2001, unless
otherwise noted.

§630.6 Donor notification,

(a) Notification of donors. You, an es-
tablishment that collecte blood or
blocd components, must make reason-
able afttempts to notify any donor, in-
cluding an autologous denor, who has
been deferred based on the results of
tests for evidence of infection with a
communicable disesse agent(s) as re-
quired by §610.41 of this chapter; or
who has been determined not to bhe
suitable as a donor based on suitabllity
criteria under §640.3 or §640.63 of this
chapter. You must attempt to obtain
the results of supplemental testing re-
gquired under §610.40(e) of this chapter
prior to notifylng 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. Yom must
notify a donor as described in para-
graph (b) of this section.

(b) Content of notification. You must
provide the following information to a
donor deferred or determined not to be
suitable as a donor ae described in
paragraph (a) of this section:

(1) That the donor 1s deferred or de-
termined not to be suitable for dona-
tion and the reascn for that decision;

(2) Where appropriate, the types. of
donation of blood or bloed ¢components
that the donor should not donate in the
fature;

(3) Where applicable, the results of
tests for evidence of Infection due to
communicable disease agent{s) that
were a basis for deferral nunder §610.41
of this chapter, including resnlts of
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supplemental (l.e., additional, more
specific) tests ag required in §610.40(e;
of this chapter; and,

(4) Where appropriate, information
concerning medical followap and coun-
seling.

{cy Time period for mnotification. You
must make reasonable attempts tc no-
tify the donor within 8 weeks after de-
termining that the donor is deferred or
cetermined not to be suitable for dona-
tion as described in paragraph (a) of
thig section. Yon must document that
vou have successfully notified the
donor or when you are unsuccessful
that you have made reasonable at-
tempts to notify the donor.

(@) Autologous donors. (1 You also
must provide the following informartion
t0 the referring physician of an
actologous donor who is deferred based
on the results of tests for evidence of
infection with a communicabie disease
agent(s) a8 described in paragraph (a)
of this section:

{i} Information that the autologous
donor is deferred based on the results
of tests for evidence of infection due to
communicable disease agent(s), as re-
quired under §610.41 of thls chapter,
and the reason for that decision;

{ii) Where appropriate, the types of
donation of blood or blood 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-
ease agent(s), that were a basls for de-
ferral under §610.41 of this chapter, in-
cluding resulits of supplemental (l.e.,
additional, more gpecific) rests as re-
gulred in §610.40(e) of this chapter.

(2} You must make reasonable at-
tempts %0 notify the autologous do-
nor’s referring physiclan within 8
weeks after determining that the
autologous donor 1z deferred as de-
seribed in paragraph (a) of this section.
You must document that you have suc-
cesgfully notified the autologous do-
nor’s referring pkysician or when you
are unsuccessful that you have made
reagonable attempts vo notify the phy-
sician.
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PART &640—ADDITIONAL STAND-
ARDS FOR HUMAN BLOOD AND
BLOOD PRODUCTS

Subpart A—Whole Blood

Whole Blood.

General requirements.
Suitability of donor.
Collection of the blood.
Testing the blood.
Modifications of Whole Blood.

Subpart B—Red Blood Cells

Red Blood Cells,

General requirsments.

Suitability of donror,

Collection of the blood.

Teating the blood.

Segmenrtg for testing.

Processing,

Modifications for specific prodacts.

Subpart C—Platelets

Platelets.

Buitability of donors.
Coliection of source material,
Testing the blood.
Processing.

General reqguirements,
Emergency provisicns.

Subpart D—Plasma

Plasma.

Suaitability of doncers.
Collection of source material
Testing the tlced.
Precesaing.

Subpart E [Reserved]
Subpart F—Cryoprecipitate

Cryoprecipitate AHF.
Suitability of denors.

Collection of source material.
Testing the biocd.

Processing.

TU.8. Btandard preparation.
Quality control test for potency.

Subpart G—Source Plasma

Scurce Plasma.

Informed consent.

Medical supervisicn,

640.63 Suitability of donor.

640.64 Collection of blood for Source Plas-
ma.

640,85 Plesmapheresis.

640.68 Immmunization of donors.

640.67 Laboratory tests.

640.68 Processing.

640.50
640.51
640.52
640.53
540.54
640.55
64C.56

640.60
640.61
640.62
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640.69
640.71
§40.72
640,73

General requirements.

Manufacturing responsibility.

Records.

Reporting of fatal donor reactions,

640.74 Modification of Source Plasma.

640.76 Products stored or shipped at umac-
ceptable temperatures.

Subpart H—Albumin (Human)

Albumin (Human).
Processing.

Teats on final product,
General requirements,
Labeling.

640.80
640.81
640.82
640.83
640.84

Subpart |I—Plasma Prolein Fraction
(Humaom)

Plagma, Proteln Fraction (Human).
Processing.

Tests cn final product.

General requirements.

Labeling.

Subpart J—Immune Globulin (Human)

840,100 Immune (Hobulin (Human).

640.101 CGeneral requirements.

540102 Manufacture of Immune Globulin
(Human).

640.108 The final product.

640.104 Potency.

Subpart K [Reserved]
Subpart L—Aemadlive Procedures

640.120 Alternative procedures.

AUTHORITY: 21 U.8.C. 321, 361, 352, 863, 855,
380, 371; 42 U.8.C. 216, 262, 263, 263a, 264.

SoURcE: 38 FR 32083, Nov, 20, 1973, unless
otherwise noted.

CROBS REFERENCES: For T.8. 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 Rtates malls
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 shali
be Whole Blood. Whole Blood 1s defined
as blood collected from human donors
for transfusion to humean recipients.

[38 FR 32089, Nov. 20, 1973, as amended at 50
FR 4138, Jan. 29, 1985]

640.90
840,91
640.92
840.93
640.94
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§640.2 General requirements.

(a) Manufacturing responsibility. All
manufacturing of Whole Blood, includ-
ing donor examination, blood collec-
ticn, laboratory tests, labeling, storage
and lesue, ghall be done under the su-
pervigion and control of the same 1i-
censed establishment except that the
Director, Center for Blologics Evalua-
tion and Research, may approve ar-
rangements, upon joint request of two
or more licensed establishments, which
he finds are of such g nature as to as-
gure compliance otherwise with the
provisions of thig subchapter.

(b) Biood container. The blood con-
talner shall not be entered prior to
issue for any purpose except for blood
collection or when the method of proc-
essing requires use of a different con-
tainer. The container shall be
uncolored and transparent to permit
visual ingpection of the contents and
any clogure shall be such as will main-
tain & 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 snch a
manner as to have an adverse effect
upon the safety, purity, or potency of
the blood.

(¢} Reissue of blood. Blood that has
been removed from storage controlled
by a licensed establishment shall not
be relssued by a licensed establishment
unless the following conditions are ob-
served: -

(1) The container has a tamper-proof
seal when originslly issued and this
seal remaing unbroken;

(2) A segment 18 properly attached
and hes not been removed, except that
blood lacking a properly attached seg-
ment may be relssued in an emergency
provided it is accompanied by instruc-
tions for sampling and for use within &
houre after enterlng the container for
sampling;

(3) The blood has been stored con-
tinuously at 1 to 6 °C and shipped be-
tween 1 and 10 °C;
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{4) The blood is held for observation
until a significant inspection con-
sistent with the requirements of
§640.5(e) can be made.

[38 FR 32088, Nov. 20, 1973, a=s amended at 41
FR 4015, Jan. 28, 1976; 42 FR 59878, Nov, 22,
1977; 43 FR 34460, Aug. 4, 1978; 48 FR 15287,
Apr. 18, 19884; 49 FR 23834, June 8, 1984; 50 'R
4138, Jan. 25, 1985; 53 FR 118, Jjax. 5, 1988; 55
FR 11013, Mar, 2§, 1890; 63 FR 16885, Apr. 6,
1888; 64 FR 45371, Aug. 1%, 1999; 86 FR 1335,
Jen, 10, 2001; 66 FR 31165, June 11, 2001; 66 FR
40889, Aug. 6, 2001; 87 'R 5587, Mar. 4, 2002|

§640.3 Suitability of donor.

‘a) Method of delermining. The suit-
ability of a donor as & source of Whole
Blood shall be determined by a quali-
fied physician or by persons under his
supervisior and trained in determining
suitabllity. Such determination shall
be made on the day of coilection from
the donor by means of medical history,
a test for hemoglobin level, and such
phyeical examination as appears nec-
esgary to a physician 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 18 not present on the
premises, provided the establishment
(1) maintairs on the premises, ard flies
with the Center for Biclogics Evalna-
tion and Research, a manual of stand-
ard procedures and methods, approved
by the Director of the Center for Blo-
logics Evaluation and Research, that
shail be followed by employees who de-
vermine suitability of donors, and (2)
maintains records indicating the name
and gualifications of the person imme-
diately in charge of the employees who
determine the suitability of donors
when a physeician 1s not present on the
premises.

(b) Qualifications of donor; general. Ex-
cept as provided in paragraph (f) of this
section and for autelegous donations, a
person may not serve as a source of
Whole Blood 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
diassolic blocd pressures are within
normal limits, uniess the examining
physician is satisfled that ar Iindi-
vidual with bloed pressures outside
these limits is an otherwise qualified
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donor urder the proviglons of this sec-
tion,

(3) For aliogenelc donors, a blood he-
moglobin level whick shall be dem-
onstrated 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 donors, a
blood hemoglohin level which shall be
demonstrated t¢ be no less than 11.0 g
of hemoglobin per 100 mL of blood or a
hemartocrit value of 33 percent.

{4) Freedom from acute respiratory
diseases;

(3) 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 rigk of
contamination of the blood;

{6} Freedom from any diseaze trans-
missible by blood transfusion, lnsofar
as can be determined by history and
examinations indicated above; and

(T) Freedom of the arms and forearms
from skin punctures or scars indicative
of addiction to gelf-injected narcoties.

{c) Additional gueglifications of donor;
viral hepatitis. No individuai shall be
used as a source of Whole Blood if he
has—

{1) A history of viral hepatitis after
the 11th birthday;

{2) A history of close contact within
12 months of donation with an indi-
vidual having viral hepatitls,;

(3) A history of having received with-
in 12 monshs of doxation, human bleod
or any derivative of human blood
which the Foeod and Drug Administra-
tion has advised the blood establish-
ment iz a possible source of viral hepa-
titis.

{d) Therapeutic bleedings. Blood with-
drawn in order to promote tie health
of a donor otherwise guaiified under
the provisions of this section, ghall not
be used as a source of Whele Blood un-
less the container label conspicuously
indicates the donor’s disease that ne-
cessitated withdrawal of blood.

(e} [Reserved]

(£} Quolifications; donations within less
than & weeks. A person may serve as a
gource of Whole Blood more than once
in 8 weeks only if at the time of dona-
tion the person is examined and cer-
tifled by a physiclan to be in good
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health, as indicated in part in para-
graph (b) of this section,

[38 FR 32089, Nov. 20, 1973, as amended at 49
FR 23834, June 8, 1984; 50 FR 4188, Jan. 29,
1985; 51 FR 16611, Apr. 25, 1986; 55 FR 11018,
Mar. 26, 1990; 64 FR 45371, Aug. 19, 1999; 66 FR
1838, Jan. 10, 32001; 66 FR 40888, Aug. 8, 2001]

§640.4 Collection of the blood.

(a) Supervision. Blood shall be drawn
from the donor by a qualified physielan
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
bleod may be collected when a physi-
clan is not present on the premiees,
provided the establishment (1) main-
talns 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
bleod, 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-
ises.

(b) The donor cenier. The pertinent re-
quirements of §§600.10 and 600.11 of this
chapter shall apply at both the blood
establishment and at any other place
where the bleeding is performed.

(c) Blood containers. Blood containers
and donor eets shall be pyrogen-free,
sterile and identified by lot number.
The amount of anticoagulant required
for the quantity of blood to be col-
lected shall be in the bhleod container
when it is sterilized. In addition, all
container and donor set suriaces that
come in contact with blood nsed in the
processing of Heparin Whole Blood
ghall be water repellent,

(d) The anticoagulant 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 8o marked or identified
by number or other symbol as to relate
it to the individual donor whose iden-

§6404

tity shall be established to the extent
necessary for compliance with §640.3.

(fy Prevention of contamination of the
blood. The skin of the donor at the site
of phlebotomy shall be prepared thor-
oughly and carefully by a method that
glves maximum agsurance of a sterile
container of blood, The blood shall be
collected by eseptic methods in a ster-
1le system which may be c¢losed 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)(2) 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.

(8) All containers for all samples
ghall bear the donor’s identiflieation be-
fore collecting the samples.

(4) All segmenty accompanying a wnit
of blood shall he attached to the whole
blood container before blood collection,
in a tamperproof manner that will con-
spicuously indicate removal and re-
attachment,

(5) Begments for compatibility test-
ing shall contain blood mixed with the
appropriate anticoagulant.

(h) Storage. Whole Blood 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
processed into another component or
the blood must be transported from the
donor center to the processing labora-
tory. If trangported, the blood must be
placed in temporary storage having
sufficient refrigeration capacity to
cool the blood continuously 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 a temperature
between 1 and 6 °C. Blood from which &
component is to be prepared must be
held in an environment maintained at
a temperature range specified for that
compenent in the directions for use for
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the blood ceollecting, processing, and
storage system approved for such use
by the Director, CBER.

r38 FR 32089, Nov. 20, 1973, as amended at 42
FR 50878, Nov. 22, 1977; 43 FR 34460, Aug. 4,
1978; 49 FR 23834, June 8, 1884; 50 FR 4138,
Jan. 29, 1985; 55 FR 11013, Mar. 26, 1990; 64 FR
45372, Aug. 19, 1909; 66 FR 1838, Jan. 10, 2001;
65 TR 40889, Aug. 6, 2001; 72 FR 45887, Aug. 15,
2007; 73 FR 7484, Feb. 8, 2008;

§640.5 Testing the blood.

All laboratory tests ghall be made on
a specimen of blood taken from the
domnor at the time of collecting the unit
of blood, and these tests shall ineclude
the following:

‘a) Serological test for syphilis. Whole
Blood shall be regative to a serological
test for syphtiis.

(b} Determination of blood group. Each
container of Whole Blood shall be clas-
sified as o ABO blood group. At least
two bicod group tests shall be made
and the unit shall not be issued until
grouping tests by differert methods or
with different lots of antiserames are in
agreement, Only those Anti-A and
Anti-B Blood Grouping Reagents Li-
censed under, or that otherwise meet
the requirements of, the regulations of
this subchapter shall be used, and the
technigue used shall be tkat for which
the serum is specifically designed to be
effective.

e} Determination of the Rh factors.
Each container of Whoie Biood shall be
classified as to Rh type on the basis of
tests done on the sample. Tke label
ghall indlcate the extent of typing and
the results of all tests performed. If the
test, using Antl-D Blood Grouping Rea-
gent, is positive, the container may be
labeled “Rh Positive.” If the test is
negative, the resulte ghall be confirmed
by further testing which shali include
tests for the ‘“weak D (formerly D=}
Blood may be labeled “Rh Negative” if
farther testicg is negative. Tnits test-
ing positive after additional more spe-
cific testing skall be labeled as “Rh
Posizive.” Only Anti-Rk Blood Group-
ing Reagents licensed under, or that
otherwise meet the requirements of,
this subchapter shall be used, and the
technigue used shall be vhat for which
the reagent is specifically designed to
be effective.
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d} Sterility test. Whole Blood interded
for transfuston shall not be tested for
sterility by a method that entails en-
tering the final contairer before the
blood is used for tranefusion.

(e) Inspection. Whole Blood shall be
inspected visually during storage and
immediately prior to issue. If the color
or phyelcal appearance is abnormal or
there is any indication or suspicion of
microblal contamination the anit of
Whole Blood shall not be lssued for
transfusion.

£y Test for communicable disease
agents. Whole Blood shall be tested for
evidence of infection due to commu-
nicable disease agents ag required
nnder §810.40 of this chapter.

[3g8 FR 32086, Nov. 20, 1973, as amended at 50
FR 4138, Jan. 26, 1¢85; 53 FR 117, Jan. 5, 1988,
a3 TR 12764, Apr. 18, 1538; 64 FR 45372, Aug. 15,
1896; 66 FR 1886, Jan. 10, 2001; 65 FR 381185,
June 11, 2001; 65 FR 40889, Aug. 6, 2001}

§640.6 Modifications of Whoie Blood.

TUpon approval by the Director, Cen-
ter for Bilologics Evaluation and Re-
search, of a supplement to the biologles
license appleation for Whole Blood a
manufacturer may prepare Whole
Blood from which the antihemophilic
factor has been removed, provided the
Whole Blood meets the applicable re-
guirements of this subckapter and the
following conditions are mert: )

(a) The antihemophilic factor shall
be removed in accordance with para-
graphs {a), {b), and (c) of §640.52. :

{b) Alrthough the closed system be-
tween the red blood cells and plasma
shall be maintained, the red bloed cells
shail be maintained between 1 and 6 °C
at al! times, including tnat time when
the plasma is being frozen for removal
of the antihemophilic factor.

(38 FR 32089, Nov. 20, 1678, as amendad at 48
FR 23834, June 8, 1884; 30 FR 4138, Jan. 26,
1985; 56 FR 11013, Mar. 26, 1990; 59 FR 49351,
Sept. 28, 1994; 64 FR 45872, Aug. 19, 1989; 64 FR
56453, Oct. 20, 18957
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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 blood cells remaining after
separating plasma from human blood.

[38 FR 32089, Nov. 20, 1973, as amended at 50
FR 4138, Jan. 29, 1985]

§640.11 General requirements.

{a) Stoerage. Immediately after proc-
egsing, the Red Blood Cells shall be
placed in storage and maintained at a
temperature between 1 and 6 °C.

() Inspection. The product shall be
ingpected immediately after separation
of the plasma, perlodically during stor-
age, and at the time of issue. The prod-
uct shall not be issued if there iz any
abnormality in color or physical ap-
pearance or if there is any indication of
microbial contamination.

[38 FR 32089, Nov. 20, 1973, as amended at 41

FR 18202, May 3, 1676; 42 FR 50878, Nov. 11,
1877, 50 FR 4128, Jan. 28, 1985]

§640.12 Suitability of donor.

The source blood for Red Blood Cells
ghall be obtained from a donor who
meets the criteria for donor suitability
prescribed in §640.3.

[38 FR 32089, Nov. 20, 1978, as amended at 50
FR 4139, Jaxn. 29, 1685]

§640.13 Collection of the blood.

(a) The source bhlood shall 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 32089, Nov. 20, 1978, as amended at 50

FR 4139, Jan. 29, 1885; 84 FR 45872, Aug, 18,
1688]

§640.14 Testing the blood.

Blood from which Red Blood Cells are
prepared shall be testdd as prescribed
in §610.40 of this chapter and §640.5 (a),
(b), ang (c).

[53 FR 117, Jan. 5, 1988, as amended at 66 FR
31186, June 11, 2001]

§840.15 Segments for testing.

Segments collected in integral tub-
ing shall meet the following standards:

§640.17

(a) One or more segments shall be
rrovided with each unit of Whole Blood
or Red Blood Cells when issued or re-
1ssued.

(b} Before they are fllled, all seg-
ments shall be marked or identified so
as 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) Separation. 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 g 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 oryoprotective sub-
stance or additive golution is added for
prolonged storage.

(b) Sterile system. All surfaces that
come in contact with the red cells shall
be aterile and pyrogen-free.

(c) Final containers. ¥inal containers
used for Red Blood Cells shall be the
original blood containers unless the
method of processing requires 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 1s used, it shall be marked or
identified by number or other symbol
50 as to relate it to the donor of that
unit of red cells.

[38 FR 32080, Nov. 20, 1973, as amended at 43
FR 34480, Aug. 4, 1978; 60 FR 4139, Jan. 29,
1086; 84 FR 46072, Aug. 19, 1059; 68 FR 1835,
Jan, 10, 2001; 66 FR 40890, Aug. 6, 2001]

§640.17 Modifications for specific
products.
Red ©Blood Cells Frozem: 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 date consldered by the Director,
Center for Biologics Evaluation and
Research, as adequately demonstrating
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through in vivo ceil survival and other
appropriate tests that the addition of
the substance, the materials used and
the procesging methods results in a
final product that meets the reqaired
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-
rlod. Section 640.11 (a) and (b) do not
apply while a cryophylactic substance
is present.

[38 FR 32089, Nov. 20, 1973, as amended at 41
FE 18292, AMay 3, 1976; 40 FR 23834, June &,
1984; 50 FR 4138, Jan. 29, 1985; 556 FR 11013,
Mar. 25, 1990; 63 FR 16685, Apr. §, 16687

Subpart C—Platelets

§640,20 Platelets.

(a) Proper name and definition. The
proper name of this product shall be
Platelets. The product is defired as
platelets collected from one uwnit of
blood and resuspended in an appro-
priate volume of original plasma, as
prescrived in §640.24(4).

(M Source. The source marterial for
Platelets is plasma which may be ob-
tained by whole blood collection or by
plateletpheresis.

[40 FR 4304, Jen. 28, 1975, as amended at 47
FR 48021, Oct. 29, 1982; 50 FR 4139, Jan. 29,
15685; 72 FR 45887, Aug. 16, 2007]

§640.21 Suitability of donors.

{a) Whole blood donors shall meet the
criteria for suitability prescribed in
§640.3.

(b) [Reserved]

(¢) Plateletpkereslis donors must
meet the criteria for suitability as pre-
scribed in §§640.3 and 640.63{c)(6) or as
deseribed in an approved biologics ii-
cense application (BLA) or an approved
supplement to a BLA. Imformed con-
sent must be obtained as prescribed in
§640.61.

(40 FR 4304, Jan. 29, 1975, as amended at 48
FR 23834, June 8, 1084; 64 FR 56453, Oct. 20,
1999; T2 FR 45887, Aug. 16, 20071

§640.22 Collection of source material.

{a) Whole blood used ag the source of
Platelets shall be c¢ollected as pre-
scribed in §640.4.

{b) [Reserved]
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(¢} If plateletpheresis is used, the
procedure for collection must be as
prescribed in §§640.62, 640.64 {except
paragraph (¢)), and 640.65, or as de-
geribed in an approved biclogics license
application (BLA} or an approved sup-
piement t0 a BLA.

(@} The phiebotomy shall be per-
formed by a singie uninterrupted

venipnrerare with minimal damage to,
and minimal manipalation of, the do-
nor's tissue.

740 FR 4304, Jan. 29, 1875, as amended at 45
FR 27627, Apr. 25, 1980; 49 FR 23834, June 8,
1684; 50 FR 4135, Jan, 29, 1585; 55 FR 11013,
Mar. 28, 1680, 56 FR 49351, Sept. 28, 1954; 64 FR
45372, Aug. 19, 1995; 64 FR 56453, Oct. 20, 1859,
72 FR 45887, Aug. 18, 20077

$640.23 Testing the blood.

(a)} Blood from which plasma is sepa-
rated for the preparation of Platelets
shall be tested as prescribed i §610.40
of this chapter and §640.5 {a}, (b), and
[{OR
(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. 20, 1975, aa smended at 5O
FR 413¢, Jan. 26, 1985; 53 FR 117, Jan. 5, 1988,
64 FR 45372, Aug. 15, 1955; 66 F'R 1836, Jan. 10,
2001; 86 FR 31163, sune i1, 20017

$640.24 Processing.

(a) Separatior of piasma and plate-
lets and resuspension of the platelets
must be in a closed system. Platelets
must not be pooled during processing
uniess the platelets are pooled as speci-
fied in the directlons for use for the

lood collecting, processing, and stor-
age system approved for such use by
tke Director, Center for Biologics Eval-
uation and Research.

(b} Immediately after collection, the
whole blood or plasma shall be held in
gtorage between 20 and 24 *C unless it
must be transported from the collec-
tion center to the processihg labora-
tory. During stch traneport, all reason-
able methods shall be used to maintain
the temperature as closge as possible to
a range between 20 and 24 °C until it ar-
rives at the processing Ilaboratory
where 1t shall be held between 20 and 24
°C until the platelets are separated.
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The platelet concentrate shall he sepa-
rated within 4 hours or within the
timeframe specified in the directions
for use for the blocd collecting, proc-
essing, and storage system.

(c) The time and speed of centrifuga-
tion muet have been demonstrated to
produce an unclumped product, with-
out wvisible hemolysis, that ylelds a
count of not less than 5.5x1010 platelets
per unit in at least 75 percent of the
units tested.

(d) The volume of original plasma
used for resuspension of the platelets
ghall be determined by the mainte-
nance of a pH of not legs than 6.2 dur-
ing the stiorage period. The pH shall be
measured on a sample of platelets
which hag been stored for the max-
imum dating pericd at the selected
storage temperature. One of the fol-
lowlng storage temperatures shall be
used continuously:

(1) 20 to 24 °C.

(2)1to6°C.

(@) Final containers used for Plate-
lets shall be colorless and transparent
to permit visumal ingpection of the con-
tents; 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 customary conditions of
storage and use, In such a manner as 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 so as to relate it to the
donor.

[40 FR 4304, Jan. 29, 1975, a8 amended at 42
FR 10983, Feh. 25, 1977; 47 FR 49021, Qct, 29,
1882; 50 FR 4139, Jan. 29, 1985; 63 FR 16685,
Apr, 6, 1998; 64 FR 46872, Aug. 18, 1909; 66 FR
1838, Jan. 10, 2001; 86 FR 40880, Aug. 6, 2001; 72
FR 45887, Aug. 168, 2007; 73 FR 7464, Feb. 8,
2008]

§640.25 General requiremenits.

(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-
uous gentle agitation of the platelet
concentrate shall be maintained
throughout the storage perlod. Agita-
tion is optional If stored at a tempera-
ture between 1 and 6 °C.

§640.25

{(b) Quality control testing. XIach
month four units prepared from dif-
ferent donors shall be tested at the end
cf the storage period as follows:

(1) Platelet count.

(2) pH of not less than 6.2 measured
at the storage temperature of the unit.

(3) Meagurement of actual plasma
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 quality con-
trol testing under paragraph (b) of this
section may be performed by a clinical
laboratory which meets the standards
of the Clinical Laboratories Improve-
ment Amendments of 1088 (CLIA) (42
U.8.C. 263a) and is qualified to perform
platelet counts. Such arrahgements
must be approved by the Director, Cen-
ter for Biologice 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 resmnlte of each test are re-
celved within 10 days of the prepara-
tlon 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 it testing procedures and facili-
ties during reasonable business hours.

(8) The testing laboratory will par-
ticipate in any proficiency testing pro-
grams undertaken by the Center for
Biologics Evaluation and Research,
Food and Drug Administration.

[40 FR 4804, Jan. 20, 1975, ag amended at 47
FR 48021, Oct. 29, 1982; 49 FR 23834, June 8,
1684; 50 FR 4139, Jan. 28, 1985; 66 FR 11013,
Mar. 26, 1990; 66 FR 1838, Jan. 10, 2001; 72 FR
45888, Aug. 16, 2007]
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§640.27 Emergency provisions.

The use of the piateletpheresis proce-
dure to obtain a product for a specific
recipient may be at variance with
§§640.21(c) and 640.22(c): Provided, Thar:
(a) A Iicensed physiciar has deter-
mined that tke recipient must be
transfused with the platelets from a
specific donor, and (o) tkhe
plateletpkeresis procedure is performed
under the supervision of a gualified 1i-
censed physician who is aware of the
health status of the donor and the phy-
siclan has certified in writing that the
donor’s health permits
plateletpheresis.

[40 FR 53544, Nov. i8, 1973]

Subpart D—Plasma

§640.30 Plasmna.

‘ay Proper name and definition. The
proper name of this component is Plas-
ma. The comporent is defined as:

(1) The fluid portion of one unit eof
human bleod intended for intravenous
use which is collected it a closed gys-
tem, stabilized against clotting, and
separated from the red cells; or

(2) The fluid portion of human blood
intended for irtravencus use which is
prepared by apheresis methods as spec-
ified irn the directions for use for the
blood collecting, processing, and stor-
age system including closed and open
systems.

b) Source. (1) Plasma shall be ob-
tained by separating plasma from blood
collected from hlood dorors or by plas-
mapheresis,

{2) Plasma may be obtained from a
unit of Whole Biood collected by an-
other licensed establishment.

[42 FR 55878, Nov. 22, 1977, 48 TR 13025, Mar.
20, 1883, &8 amended &t 30 FR 4139, Jan. 29,
1985; 72 TR 45688, Aug. 18, 2007

§640.31 Suitability of donors.

{a) Whole blood donors shall meet the
criteria for donor suitability prescribed
in §640.3.

{b) Plasmapheresis donors ghall meet
the criteria for donor sultability pre-
scribed in §640.63, excluding the phrase
“other than malaria™ in pavagraph
(e)9) of that section. Informed consent

21 CFR Ch. | (4-1-15 Edition)

shzll be required as prescribed in
§640.61.

[42 FR 59878, Nov. 22, 1977, as amended at 64
FR 45372, Ang. 19, 16897

$640.32 Collection of source material,

(&) Whole Bloocd must be collected,
transported, and stored as prescribed in
§640.4. When whole blood is intended
for Plasma, Fresh Frozen Plasma, and
Liguid Plasma, until the plasma is re-
moved, the whole blood must be main-
tained at a temperature between 1 and
8 °C or as gpecified in the directions for
use for the blood colliecting, processing,
and storage system approved for such
use by the Director, Center for Bio-
logice Evaluations and Research,
Whole blood intended for Platelet Rich
Plasma must be maintalned as pre-
goribed in §640.24 until the plasma is
removed. The red blood cells must be
placed in storage at a temperature be-
tween 1 and 6 °C immediately after the
plasma is separated.

(b} Plasma obtained by plasma-
pheresis shali be collected as pre-
scribed in §§640.62, 640.64 (except that
paragraph {(c¥3) of §640.64 shall not
apply ), and §640.65.

742 FR 59878, Xov, 22, 1977, as amended at 45
FR 27927, Apr. 25, 1980; 30 FR 4139, San. 29,
1983; 64 FR 45372, Aug. 19, 1899; 72 FR 45888,
Aug. 18, 20077

$640.88 Testing the blood.

{a) Blood from which plasma iz sepa-
rated shall be tested ag prescribed in
§610.40 of this chapter and §840.5 {a},
(b)), and {¢).

by Manufacturers of Plasma col-
lected by piasmapheresis shall have
tessing and recordkeeping responsibil-
ities equivalent to those prescribed in
§§640.71 and 640.72.

[42 FR 35878, Nov. 22, 1977, as amended at 44
FR 17658, Mar. 23, 1979; 50 FR 4136, Jan. 29,
1985; 58 FR 117, Jan. 5, 1888; 66 FR 31165, June
11, 20011

§640.34 Processing.

(a) Plasma. Plasma shall be separated
from the red blocé cells and shall be
stored at -18 °C or colder within 6 hours
after transfer to the final container or
within the timeframe specified ir the
directions for use for the blood col-
lecting, processing, and storage system
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unless the product i8 to be stored as
Ligquid Plasma.

(b) Fresh Frozen Plasma. Fresh frozen
plasma shall be prepared from bhlood
collected by a single uninterrupted
venipuncture with minimal damage to
and minimal manipulation of the do-
nor’s tissue. The plasma must be sepa-
rated from the red blood cells or col-
lected by an apheresis procedure, and
placed in g freezer within 8 hours or
within the timeframe specified in the
directions for uge for the blood col-
lecting, processing, and storage ays-
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 blecod collecting, proc-
essing, and storage system.

() Platelet Rich Plasma. Platelet rich
plasma shall be prepared from blood
collected by a single uninterrupted
venipuncture with minimal damage to
and manipulation of the donor’s tissne.
The plasma. shall be separated from the
red blood cells by centrifugation within
4 hours after completion of the phie-
botomy or within the timeframe speci-
fled 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
250,000 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 continunous 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-
gsible to separate Platelets 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.

(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
“Freosh Frozen Plaama,” 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

§640.34

blood collecting, processing, and stor-
age system.

(2) Cryoprecipltated AHF shall be re-
moved as prescribed in subpart F of
part 640. The remaining plasma shall be
labeled “Plasma, Cryoprecipitate Re-
duced.”

(8) Plasma remaining after both
Platelets and Cryoprecipitated AHF
have been removed may be labeled
‘‘Plasma, Cryoprecipitate Reduced.”

(f) The final container. (1) The final
contalner shall have no color added to
the plastic and shall be transparent to
permit visual inspection of the con-
tents; any closure shall mgintain a her-
metic seal and prevent contamination
of the contents.

(2) The final contalner material shall
not interact with the contents, under
the customary conditions of storage
and use, in such a manner 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 ldentified by number so
a8 to relate it to the donor.

(g) The final product. (1) The final
product shall be inspected immediately
after separation of the plasma and
shall not be issued for transfusion if
there is (1) any abnormality in color or
physical appearance, or (il) any indica-
tion of contamination.

(2) With the exzceptlon of Platelet
Rich Plasma and Liquid Plasma the
final product shall 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 1f
records of continuous monitoring of
the storage temperature establish that
the temperature remained at -18 °C or
colder, If continoous monitoring of the
product 18 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.

(3) No presgervative shall be added to
the final product.

[42 FR 569878, Nov. 22, 1977, as amended at 43
FR 84480, Aug. 4 1978; 48 FR 13026, Mar. 29,
1983; 50 FR 4139, Jan. 29, 1985; 64 FR 45373,
Aug. 19, 1999; 66 FR 1835, Jan. 10, 2001; 68 FR
40890, Aug. 6, 2001; 72 FR 45888, Aug. 16, 2007]
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Subpart E [Reserved]

Subpart F—Cryoprecipitate

§640.50 Cryoprecipitated AHF.

(a) Proper name and definiticn. The
proper name of this product shall be
Cryoprecipitated AHF. The product is
defined as a preparation of
antihemophilic factor, which is cb-
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
colleetion or by plasmapheresis.

42 FR 21774, Apr. 29, 1677; 48 FR 15026, Mar.
2g, 1083; rs amended at 50 FR 4139, Jan. 26,
19851

§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 §640.83, excluding the phrase ‘‘other
than malaria™ in paragraph (¢} (9) of
that section. Informed consent shall be
required as prescribed in §640.61.

r42 FR 21774, Apr. 26, 1977, as amended at &
FR 453373, Aug. 19, 1999; 73 FR 48942, Aug. 25,
2008}

§640.52 Collection of source material.

{a) Whole blood used as a source of
Cryoprecipitated AHF shall be col-
lected as prescribed in §640.4. Whole
biood from which both Platelets and
Cryoprecipitated AHF is derived shall
be maintained as required under §640.24
unzil the plateletis are removed.

(b) If plasmapheresis 15 used, the pro-
cedure for collection ghall be as pre-
scribed in §§640.62, 640.64 {except that
paragraph {c}3) of that section shall
not apply), and 640.65.

[42 FR 21774, Apr. 29, 1577, a8 amended at 50
FB 4139, Jar, 20, 1885; 64 FR 45373, Aug. 19,
16981

§640.58 Testing the blood.

{a) Blood from which plasma is sepa-
rated for the preparation of
Cryoprecipitated AHF shall be tested
A8 prescribed in §610.40 of this chapter
and §640.5 (a), (b), and (c).

21 CFR Ch. | (4-1-15 Edition)

{b} The tests shall be performed cn a
sample of blood coliected at the time of
collecting the source blood, and such
sample container skall be labeled with
the donor's number before the con-
tainer is filled.

{c) Manufaciurers of
Cryoprecipitated AHF obtained from
plasma collacted by pilasmapheresis
shall have testing and record-keeping
responsibilitiezs equivalent to those
prescribed in §§640.71 and 640.72.

[42 FR 21774, Apr. 29, 1977, as amended at 42
FR 37546, July 22, 1977; 42 FR 43053, Aug. 26,
1977; 50 FR 4133, Jan. 26, 1085; 53 FR 117, Jan.
5, 1588; 66 FR 31165, June 11, 2001]

§640.54 Processing.

(a) Processing the plasma. (1) The plas-
ma ghall be separzied from the red
blood celis by centrifugation to obtain
essentially cell-free plasma.

(2) The plasma shall be placed in a
freezer within 8 hours after blood col-
lection or witkin the timeframe speci-
fled in the directions for use for the
blecod collecting, processing, and stor-
age system. A combinartion of dry lce
and organic molvent may be used for
freezing: Provided, That the procedure
has been shown not to cause the sol-
vent Gto penetrate the contalner or
leach plasticizer from the contairer
into the plasma.

{8) Immeadlately after separation and
freezing of the plasma, the plasma
ghall be stored and maintained at —18
¢ or colder unti! thawing of the plas-
ma for further processing to remove
the Cryoprecipitated AHF.

(o) Processing the final product. (1) Tke
Cryoprecipitated AHF shall be sepa-
rated from the plasma by a procedure
+hat has been shown to produce an av-
erage of no less than 80 units of
antihemophilic factor per firal con-
tainer.

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 conterts; any closure
shall maintain a hermetic seal and pre-
vent contaminatior of the contents.
The container material shail not inter-
act with the contents under customary
conditions of storage and use in sucn a
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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 s8¢ as to relate
it to the donor.

[42 FR 21774, Apr. 29, 1077, as amended at 47
FR 15330, Apr. 9, 1982, 50 FR 4139, Jan. 29,
1985; 64 F'R 45878, Aug. 19, 1998; 66 FR 1887,
Jan. 10, 2001; 68 FR 40890, Aug. 8, 2001]

§640,56 U.S, Standard preparation.

A U.8. Standard Antihemophilic Fac-
tor (Factor VIII) preparation may be
obtained from the Center for Biologics
Evaluation and Research, (HFM-407)
(ree malling addresses in §600.2 of this
chapter) for use In the preparation of a
working reference to be employed in a
guality control potency test of
Cryoprecipitated AHF,

[42 FR 21774, Apr. 29, 1977, as amended at 49
FR 23834, June 8, 1984; 50 FR 4140, Jan. 29,
1985; 55 FR 110i3, Mar. 28, 1890; 70 FR 14885,
Mar, 24, 2005]

§640.56 Quality control test for po-
tency,

(a) Quality control tests for potency
of antihemophilic factor ghall be con-
ducted each month on at least four rep-
resentative containers of
Cryoprecipitated AHF.

(k) 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 representative of the
Food and Drug Administration.

(c) The quality contrel test for po-
tency may be performed by a clinical
laboratory which meets the standards
of the Clinlcal Laboratories Improve-
ment Amendments of 1988 (CLTIA) (42
U.8.C. 263a) and 18 qualified 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 congidered as divided man-
ufacturing, as described in §610.63 of
thiaz chapter, provided the followlng
conditions are met:

(1) The establishment licensed for
Cryoprecipitated AHF has obtained a

§640.62

written agreement that the testing lab-
oratory will permit an aunthorized rep-
resentative of the Food and Drug Ad-
ministration t¢ 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 Evaluation 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
talken and a record maintained of such
action.

[42 FR 21774, Apr. 20, 1077, as amended at 49
FR 23834, June 8, 1984; 50 FR 4140, Jan. 29,
1885; 55 FR 11018, 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 fluld 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 intravenons use.

[41 FR 10768, Mar. 12, 1976, as amended at 50
FR 4140, Jan. 29, 1985]

§640.61 Informed consent.

The written consent of a prospective
donor shall be obtained after a guali-
fied licensed physiclan has explained
the hazards of the procedure to the pro-
gpective donor. The explanation shall
include the risks of a hemolytic trans-
fusion reactlon if he is given the cells
of another donor, and the hazards in-
volved if he is hyperimmuonized. 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 iz presented.

§640.62 Medicsl supervision.

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

(68 FR 1837, Jar. 10, 2001]

§640.63 Suitability of donor.

{a) Method of determining. The suit-
ability of a donor for Source Plasma
shall be determined by a qualified -
censed physiclar or by persone under
his supervision 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) IniHal medical eraminations. (1}
Each donor shall be examined by a
guaiified licensed physician on the day
of the first donetion or no more than 1
week before the first donation and at
subgequent intervals of no longer than
1 vear.

(2)1) A donor who is to be immunized
for the production of high-titer plasma
shall be examined by a qualified -
censed physician. The medical exam-
ination shall he 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 first donation ocecars
within 3 weeks after the first injection.

(1) A donor who iz an active partici-
pant in a plasmapheresis program, and
has been examined in accordance with
paragrapk <b)1} of this sectlon, need
not be reexamined before immuniza-
tion for the prodaction of high-vizer
plasma.

(3} Bacn donor shail be certified to be
in good health by the examining physi-
cian, The certification of good health
shall be on a form suppiled by the 1i-
censed establishment and shall indi-
cate that the certification applies to
the suitability of the individual to be a
plasmaplkeresis donor and, when appli-
cable, an immunized donor.

(¢} Qualification of donor. Donors
shall be in good health on the day of
donation, a8 indicated in part by:

{1y Normal temperature;

{2) Demonstration that systolic and
diastolic blood pressures are within
rormal limits, uniess the examining
physician ie satigfied that an indi-
vidual with blood pressures outside
these limits ie an otherwise qualified

21 CFR Ch. | {4-1-15 Edition)

donor under the provisions of this sec-
tion;

(3} A blooc hemogicbin level of no
less than 12.0 grams of hemoglobin per
100 milliliters of blood or a hematocrit
level of 38 percent;

i4) A normal pulse rate;

(5) A total serum or total plasma pro-
teln of no less than 6.0 grams per 100
milliliters of blood;

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

(T Freedom from acute respiratory
diseases;

(8) Freedom from any infectious skin
disease at the site of phlebotomy and
from any such disease generalized %o
such ar extent as to create a risk of
contamination of the plasma,

{9} Freedom from any dlsease, other
than malaria, transmissible by blood
transfusion, insofar as can be deter-
mined by history and examinations in-
dicated in thls section;

(10) Freedom of the arms and fore-
arms from gkin punctures or scars in-
dicative of addiction to self-injected
harcotics;

{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
witk an irdividual having viral hepa-
titis;

713} Freedom from a histery of havirg
received, within 12 months, human
blood or any derivative of human bicod
which tkhe Food and Drug Administra-
tion has advised the blood establish-
ment is a possible source of viral hepa-
titis, except for specific immunization
performed in accordance with §640.66.

{(d) General. Any donor who, in the
opinion of the interviewer, appears to
be under the influence of any drug, al-
cohol, or for any reasor does not ap-
pear to be providing reliable answers to
medical history questions, shall not be
considered a suitable donor.

(&) Failure to return rved blood cells.
Any donor who has not had the red
blood cells returned from a unit of
blood collected durlng a plasma-
pheresis procedure or who has been a
donor of a unit of whole blood shall not
be subjected to plasmapheresis for a
period of 8 weeks, unless:
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(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 (1) trangitory, (il) of a highly
unusual or infrequent epecificity, or
(1ii) of an unusnally 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
FR 10768, Mar. 12, 1976; 43 FR 9805, Mar. 10,
1878; 43 FR 12311, Mar. 24, 1678; 46 FR 57480,
Nov. 24, 1981; 50 FR 4140, Jan. 29, 1985; 64 FR
45873, Aug. 19, 1999; 66 FR 1837, Jan, 10, 2001;
65 FR 40890, Aug. 6, 2001])

§640.84 Colleciion of blood for Source
Plasma.

(a) Supervision. All blood for the col-
lection of Source Plasma ghall be
drawn from the donor by a qualified 1i-
censed physiclan or by persons under
his supervision trained in the proce-
dure.

(b) Blood containers. Blood containers
and donor sets must be pyrogen-free,
sterile, and identified by lot number.

(¢) The anficoagulant solution. The
anticoagulant solution must be sterile
and pyrogen-fres. Antlcoagulant 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 Blologics Evaluation
and Research.

(d) Ponor identification. Each unit of
blood and plasma shall be s0 marked or
identified by number or other symbol
B0 a8 to relate 1t dirsctly to the donor.

(e) Prevention of contaomination of the
blood and plasma. 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 & sterile container of blood. The
blood sghall be collected, the plasma
separated, and the cells returned to the
donor by aseptic methods in a sterile
system which may be closed, cr may be
vented if the vent protects the blood

§640.65

cells and plasma against contamina-
tion.

[38 FR 32080, Nov, 20, 1973; 39 FR 13632, Apr.
15, 1974, as amended at 41 FR 10788, Mar. 12,
1976; 49 FR 23834, June 8, 1084; 50 FR 4140,
Jan. 29, 1985; 55 FR 11013, Mar, 26, 1950; 59 FR
49351, Sept. 28, 1094; 63 FR 18885, Apr. 6, 1908;
64 FR 56453, Oot. 20, 1900, 12 FR 45888, Aug. 18,
20071

§640.65 Plasmapheresis.

(a) Proceduregeneral. The plasma-
pheresis procedure is a procedure in
which, during a single vislt to the es-
tablishment, bleod is removed from a
donor, the plasma separated from the
formed elements, and at lsast the red
blood cells returned to the donor. This
procedure shall be deseribed in detall
in the biologles license application.

(b} Procedures-specific reguirements.
The plasmapheresis procedure shall
meet the following requirements:

(1)i) A sample of blood shall be
drawn from each donor on the day of
the first medical examination or plas-
mapheresis, whichever comes first and
at least every 4 months thereafter by a
qualified licensed physiclan or by per-
sons under his supervision and trained
in such procedure. A serologic test for
syphilis, a total plasma or gerum pro-
tein determination, and a plasma or
serum protein electrophoresis or quan-
titative immuno-diffusion test or an
equivalent teat to determine
immunoglobulin composition of the
plasma or serum ghall be performed on
the sample.

(ii) A repeat donor who does not re-
turn for plasmapheresis at the time the
4-month sample iz due to be collected
may be plasmapheresed on the day he
appears. Provided, That no longer than
8 months has elapsed since the last
sample wag collected, and the physi-
cian on the premises approves the plas-
mapheresis procedure and so indicates
by slgning the donor's record before
such 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 donmor from whom the
plasmapheresis center i8 nnable to ob-
taln a sample for testing as prescribed
in paragraph (b)}1){(i) of this section for
a total period exceeding 6 months shall
be processed ag a new donor.
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2¥i) The accumulated laboratory
data, including tracings, If any, of the
plasma or serum protein electro-
phoresis pattern, the calculated values
of each componert, and the collection
records ghall be reviewed by a guallfied
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
signed by the reviewing physician. If
the proteiln compoeition is not within
normal limits established by the test-
ing laboratory, or if the total proteln is
less than 8.0 grams per 100 milliliters of
samples, the donor shali be removed
from the program until these values re-
turn to normal.

(iiy A donor with a reactive serologic
test for ayvphilis ghall not be
plasmapreresed again unsii the donor’s
serum 15 tested and found to be non-
reactive 70 a serologic test for syphills,
except as provided In paragraph (bi2)
(iil) and {iv) of this section.

113} A doror whose serum is deter-
mined to have a biologic false-positive
reaction to a serologic test for syphilis
mav be plasmapheresed: Protvided, That
the donor’s file identifies the serologic
test for syphilis and results used to
confirm the biologle false-positive re-
action and indicates that the physiciar
on the premises hags determined the
false-positive reaction is not the result
of an underlying disorder that would
disqualify the donor from paruicipation
in the piasmapheresis program. If the
serologic test for syphilig is performed
at a facility other than the plasma-
pheresis center, all applicable provi-
sions 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 control serum 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 physiclan or
clinic establishing that treatment for
gyphilis has been initiated and thart
continuance in the plasmapheresis pro-
gram will not interfere with or jeop-
ardize the treatment of the syphilitic
doxnor.

3 A dornor
shall

identification system
be established that positively

21 CFR Ch. | (4-1-15 Edition)

identifies each donor and relates such
donor directly to hig blood and its com-
ponerts as well as to his accumulated
records and laboratory data. Such sys-
temn shail include either a photograph
of each donor which shall he used on
each visit vo confirm the donor’s iden-
tity, or some other method that pro-
vides equal or greater assurance of
positively identifying the donor.

{4) The amount of whole blood, not
including anticoagulant, removed from
a donor durirg 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 &
mannal plasmapheresis procedure or in
any 2-day period shall not exceed 1,200
milliliters.

(3) The amount of whole blood, not
including anticoagulant, removed from
a2 donor during a manual plasma-
pheresis procedure within a 7-day pe-
riod shall not exceed 2,000 milliliters
unless the donor's weight ig 175 pounds
or greater, in which case the amount of
whole blood, rot including antlicoagz-
lant, removed from a donor during a
manual plasmapheresis procedure
within a 7-day period shall not exceed
2,400 milliliters.

(6) No mere than 300 milililiters of
whole blood shall be removed from a
donor at one time, unless the donor’s
weight !s 175 pounds or greater, in
which case no more than 600 miliiliters
of whole blood ghall be removed from
the donor at one time.

(7) The plasma shall be separated
from the red blood ceils immediately
after blood collection. The maximum
feasible velume of red blood ceils sktall
be returned to the donor before another
unit is collected.

(8) The volume of plasma collected
during an automated plasmapheresis
collectior procedure shall be con-
sistent with the volumes specifically
approved by the Director, Center for
Biologics Evaluatior and Research, and
collection shall not cccur less than 2
days apart or more frequentiy than
twice in a 7-day pericd.

36 FR 32089, Nov. 20, 1973, a5 amended at 41
FR 10769, Mar. 12, 1678; 64 FR 45373, Aung. 19,
198¢: 84 FR 56453, Oct. 20, 19991
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$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 he by a quall-
fied licensed physician or physiclans.
The administration 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
gection 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 flle at
each plasmaphereeis 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,
1990]

§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.

(&) Sterile system. All administration
and transfer sets ingerted into blood
contalners used for processing Source
Plasma Intended for manufacturing
into Injectable or noninjectable prod-
ucts and all interior surfaces of plasma
containers used for processing Source
Plagsmsa 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
separation of the plasmg intended for
injectable products involves a system
in which anh alrway must be ingerted
Iinte the plasma container, the airway
ghall be sterile and constructed so as to
exclude microorganigms and maintain
a sterile system.

{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-

§640.69

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 conditions of storage and use so
a8 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 he marked or
identified by number or other gymbol
which will relate it directly to the
donor.

(o) Preservative. Source Plagsma shall
net contaln a preservative.

[88 FR 32089, Nov. 20, 1873, as amended at 41
FR 10769, Mar. 12, 1976; 50 FR 4140, Jan, 28,
1985] .

§640.69 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 1s done by a procedure
that does not Introduce a risk of con-
tamination of the red blood cells and,
for plasma intended for injectable
products, gives maximum assurance of
a sterile contalner 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 plasma from two or
more donors by the manufacturer of
Source Plasma Intended for manufac-
turing intc noninjectable products is
permitted: Provided, That the plasma
from two or more donors is pooled after
the plasma has been removed from the
red blood cells, and after the red blood
oell containers are sealed.

(b) Storage. Immediately after filling,
plasma intended for manufacturing
into injectable products shall be stored
at a temperature not warmer than —20
°C, except for plasma collected as pro-
vided in §640.74. Plasma intended for
manufacturing inte  noninjectable
products may be stored at tempera-
tures appropriate for the intended uss
of the final product, provided thess
temperatures are included in the
Source Plasma license application.

111



§640.71

fe) Imspection. Source Plagma in-
tended for manufacturing into
injectable products shall be inspected
for evidence of thawing at the time of
igsuance, except that inspection of in-
dividual plasma containers need not be
made if the records of continuous mon-
itoring of the storage temperature es-
tablish that the temperature remained
at —20 °C or colder. If there iz evidernce
that the storage temperature has not
beent malntained atv —20 *C or colder,
the plasma may be relabeled and issced
as provided in §840.76(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 as to relate
them directly to the donor of that unit
of plasma.

{2y All samplea 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 contente of the fing! product
or be collected from the donor at the
time of filling the collection container.

{4y All samples ghall be collected in a
manner that does not contaminate the
contenis of the final container.

(38 FR 32086, Nov. 20, 1973, a5 amended at 41
FR 107689, Mar. 12, 1976; 41 FR 14357, Apr. 5,
1876; 50 FR 4140, Jan. 26, 1985; 683 PR 18685,
Apr. 5, 1988; 64 FR 45374, Aug. 18, 1999]

§640,71 Manufacturing responsibility.

(&) All steps ir the manufacturing of
Source Plasma, including donor exam-
ination, bloocd collection, plasma-
pheresls, laboratory testing, labeling,
storage, and issuing shall be performed
by personnel of the establishment Ii-
censed to manufacture Source Plasma,
except that the following tests may be
performed by personnel of an establish-
ment licensed for blood and bicod de-
rivatives under section 35lfa) of the
Public Healtk Service Act, or by a clin-
ical laboratory that meets the stand-
ards of the Clinical Laboratories Im-
provement Amendments of 1988 (CLIA)
(42 U.S.C. 263a); Provided, The estab-
lishment or c¢linica! laboratory is
qualified to perform the assigned
Test(s).

(1) The test for hepatitis B surface
antigen.

21 CFR Ch. | (4-1-15 Edition)

{23 The total plasma or serum protein
and the quantitative test for plasma or
serum proteins or for
immunoglobulins.

{3) Tke serologic test for syphilis.

(4) A test for artibody to HIV.

(b} Such testing shall not be consid-
ered -divided manufacturing, which re-
quires two biologice iicenses for Source
Plasma: Provided, That

(1) The results of such teste are main-
tained by the licensed manufacturer of
the Source Plasma whereby such re-
sults may be reviewed by a licensed
physician as required in §640.65(b)2) of
this chapter and by an authorized rep-
resentative of the Focd and Drug Ad-
ministration.

{2} The Source Plasma manufactuarer
kas obtained a written agreement that
the terting laborgtory will permit au-
thorized representatives of the Food
and Drug Administration to inspect its
testing procedures and facilities during
reasonable business hours.

(8) The testing laboratory will par-
ticipate in any proficiency testing pro-
grams undertaken by the Center for
Biologics Evaluatior and Research,
Food ard Drug Administration.

41 FR 10770, Mar. 12, 1976, a8 amended at 49
PR 23834, Junse 8, 1884; 50 FR 4140, Jan. 29,
1985; 53 FR 117, Jan. 3, 1588; 55 FR 11013, Mar.
26, 1990; 64 FR 456374, Aug. 1%, 1699; 64 FR 55453,
0Oct. 20, 1689; 66 FR 1837, Jan. 10, 2001}

$640.72 Records.

{a) In addition to the recordkeeping
requirements of this subckapter, the
following records shall be maintained:

{1) Documentation shall be available
to ensure that the shipping tempera-
ture requirements of §600.156 of this
title and of §640.74(b)2) are being met
for Source Plasma intended for manua-
foeture into injectable products.

(2) For eack doror, a separate and
complete record of all initial and peri-
odic examinations, tests, laboratory
data, Interviews, ete., undertaken pur-
guarnt to §§640.63, 640.63, 640.66, and
640.67, except that negative test resuits
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 is
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maintained on the premises of the plas-
mapheresis center where the donor's
plasma has been collected.

(8) The original or a clear copy of the
donor’s wrltten consent for participa-
tion in the plasmapheresis program or
for immunization.

(4) The certification of the donor’s
good  health ar prescribed in
§640.83(b)(8).

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

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

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

(d) If a donor has a reaction while on
the plasmapheresis premises, or a
donor reaction is reported to the center
after the donor has left the premises,
the donor’s record shall contain a fall
explanation of the reaction, including
the measures taken to assist the donor
and the ontcome of the incident.

[41 FR 10770, Mar, 12, 1976, as amended at 50
FR 4140, Jan. 29, 1985; 53 FR 117, Jan. 5, 1988;
B4 FR 45374, Aug. 19, 1999; 67 FR 9587, Mar. 4,
2002]

§640.73 Reporting of fatal donor reac-
tions,

If a donor has a fatal reaction which,
in any way, may be associated with
plasmaypheresis the Director of the Cen-
ter for Blologlcs Evaluation and Re-
search ghall be notified by telephone as
soon as possible. If the facility 1s lo-
cated outside of the continental United
States, notification by cable or tele-
gram shall be accepiable.

[41 FR 10770, Mar. 12, 1976, as amended at 49
FR 23834, June 8, 1884; 55 FR 11013, Mar, 25,
1990]

§640.74
ma.
(a) Upen approval by the Director,
Center for Biologice Evaluation and
Research, Food and Drug Administra-
tion, of a supplement to the biologics
license application for Source Plazsma,
a manufacturer may prepare Source

Modification of Source Plas-

§640.74

Plasma as a liquid product for a 1i-
censed blood derivative manufacturer
who has indicated a need for a liquid
product.

(b) Source Plasma Liquid shall meet
all standards of the frozen Source Plas-
ma except:

(1) Source Plasma Liquid shall be
stored in nonleachable confainers so
that the containers and their compo-
nents will not Interact with the plasma
contents under conditions of storage
and nse 80 ag to alter the safety, qual-
ity, purity, or potency of the plasma
and shall provide adequate protection
against external factors that may
cause deterioration or contamination.

(2) Source Plasma Liquid shall be
shipped, stored and labeled for storage
at a temperature of 10 °C or colder. An
exception to the shipping or storage
temperature shall be approved by the
Director, Center for Biologics Evalua-
tion and Research, Food and Drug Ad-
ministration, based upon hig receipt of
substantial evidence to support an-
other temperature. Such evidence may
be submitted by either the licensed
manufacturer of the Source Plasma
Liquid 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 distinguished
from that of the frozen product. Color
coding shall not be used for this pur-
pose.

(4y The label affixed to each con-
tainer of Source Plasma Liquid shall
contain, in addition to the Information
required by §606.121 of this chapter, but
excluding §6806.121(e){(5)(ii1) of this chap-
ter, the nams of the manufacturer of
the final blood derivative product for
whom it was prepared.

(b) Bource Plasma Liquid shall be in-
spected Immediately prior to issmance.
If the color or physical appearance is
abnormal, or there is any indication or
suspicion of microbial contamination,
the unit of Source Plasma Liquid shall
not he issued.

[38 FR 32089, Nov, 20, 1978. Redesignated and
amended at 41 FR 10770, Mar. 12, 1976; 49 FR
23834, June 8, 1884; 50 FR 4140, Jan. 29, 1985; 56
FR 11018, Mar. 26, 1990; 55 FR 49351, SBept. 28,
1094; 63 FR 16685, Apr. 6, 1998; 64 FR 58454,
Oct. 20, 1999; 77 FR 18, Jan. 3, 2012)

113



§640.76

§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
is Inadvertently exposed (i.e., an un-
foreseen occurrence in spite of compli-
ance with good wmanufacturing prac-
tice) to & storage temperafitre warmer
than —20 °C and colder *han +10 °C may
be issced only if labeled as ‘“‘Source
Plasma Salvaged.” The label shall be
reviged before issuance, and appro-
priate records shall be maintained
identifyving the units involved, describ-
ing their dispositiorn, and explaining
fully the conditions that caused the in-
advertent temperature €xXposare.

(2 Source Plasma intended for manu-
facture into injectable products that is
exposed inadvertently {i.e., an unfore-
geen occurrence in spite of compliance
with good marufacturing practice) to
one episcde of storage temperature
flactuation 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
has heen and remains frozen solid. Ap-
propriate records shall be maintained
identifying the units involved, descriv-
ing their disposition, explaining fully
the conditions that caused the inad-
vertent temperature exposure, and doc-
umenting thai the epizsode 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 elsvated 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
produacis is exposed inadvertently (i.e.,
an unforeseen occurrence in gpite of
compliance with good marufacturing
practice) to a shipping temperature
warmer than -5 °C and colder than +10
°C, the piasma derivative manufacturer
shal: label it ‘“Source Plasma
Salvaged.” Appropriste records shall
be maintained identifying the units in-
volved, describing their dispesition,
and explaining fully the condirions

21 CFR Ch. | {4-1-15 Edition)

that cauged the inadvertent tempera-
ture exposure.

{e)} Relabeling. If Source Plasma 18 re-
guired to be relabeled as “*Source Plas-
ma Salvaged” urder paragraph {(a}1} or
(b} of thls section, the person respon-
sible for the relabeling shall cover the
original label with either (1) a com-
plete new lzbhel containing the appro-
priate information or {2} 2 partial iabel
affixed to the original label and con-
taining the appropriate rnew informa-
tion, which covers the incorrect infor-
mation regarding storage temperature.

[45 FR 80501, Dec. 5, 1580, as amended at &0
FR 4140, Jan. 28, 1985]

Subpart H—Albumin (Human)

§640.80 Albumin (Human).

(&) Proper name and definition. The
proper name of the product shall be Al-
bumir (Human). The product is defined
a8 a sterile solution of the albumin de-
rived from human plasma.

{b) Source materiai. 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 8§ 640.60 through 640.76.

{c) Additives in source materiai, Source
material shall not contain an additive
unless it is shown that the processing
method yields a firal product free of
the additive to such extent that the
continued safety, purity, porency, and
effectiveness of the final product will
not be adversely affected.

42 FR 27582, May 31, 1977. ag amended at 50
FR 4140, Jan, 28, 1685; 64 FR 26286, May 14,
19597

§640.81 Processing.

(a) Date of manufucture. The date of
manufacture shall be the édate of final
sterile filrration of a uniform pocl of
bulk sointion,

{b) Processing method. The processing
method shall not affect the integrity of
the product, and shall have heen shown
to yield consistently a product which is
safe for intravenous itjection.

(e) Microbial contamination, All proc-
essing steps shall he conducted ir a
manrer to minimize the risk of con-
tamination from microorgarisms,
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pyrogens, or other impurities. Preserv-
atives to inhibit growth of microorga-
niems 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 at a temperature of -5 °C or cold-
er, Any other bulk form of the product,
exclusive of the sterile bulk solution,
to be held more than 1 week prior to
further processing shall be stored in
clearly ldentified closed vessels at a
temperature of § °C or colder. Any bulk
fraction to be held one week or less
prior to further procesping shall be
stored in clearly identified closed ves-
gels at a temperature of 5 °C or colder.

(e) Heat tlreaiment. Heating of the
final containers of Albumin (Human)
shall 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 ah at-
tained temperature of 6010.5 °C.

()  Stabilizer. Either  0.0810.016
millimole sodiom caprylate, or
0.08+0.016 millimole sodinm
acetyltryptophanate and 0.0840.016

millimole sodinm caprylate per gram
of protein shall be 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).

(g) 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 shall be examined and all con-
talners showing any indication of tur-
bidity or microbial contamination
shall not be issmed. The contents of
turbid final contalners shall be exam-
ined microscopically and tested for ste-
rility. If growth occurs, organisms
ghall be identified as to genus, and the
material from such containers shall
not be used for further manufacturing.

[42 FR 27682, May 31, 1977, as amended at 50
FR 4140, Jan. 28, 1886; 64 FR 26286, May 14,
1999; 65 FR 13673, Mar. 14, 2000; 65 FR 52018,
Aug. 28, 2000]

§640.83

§640.82 Tests on final product.

Terts shall be performed on the final
product to determine that it meets the
following atandards:

(a) Protein concentration. Final prod-
uct shall conform to one of the fol-
lowing concentrations: 4.0 #0.25 per-
cent; 5.0 £0.30 percent; 20.0 +1.2 percent;
and 25.0 +1.5 percent soluticm of pro-
teln.

(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 hag been ap-
proved for each manufacturer by the
Director, Center for Biologics Evalua-
tion and Research, Food and Drug Ad-
ministration.

(¢) pH. The pH shall be 6.9 0.5 when
measured in a solution of the final
product diluted to a concentration of 1
percent protein with 0.15 melar sodium
chloride.

(d) Sodium concentration. The sodium
concentration of the final product shall
be 130 to 160 milllequivalents per liter.

(¢) Potassium concentralion. The po-
tassium concentration of the final
product shall not exceed 2 milli-
equivalents per liter.

(f) Heai stability. 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 31, 1977, as amended at 49
FR 23834, June 8, 1984; 50 FR 4140, Jan. 29,
1985; 556 FR 11013, Mar. 26, 1990; 64 FR 26286,
May 14, 1999]

§6840.83 Gemeral requiremenis.

(a) Preservative. The final product
ghall not contain a preservative,

(b) Storage of bulk solution. After all
processing steps have been completed,
the sterile bulk solution ghall 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
the final product prescribed in §610.53
of this chapter.

[42 FR 27582, May 81, 1977]
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§640.84 Labeling.

In addition to the labeling require-
merts of §§610.60, 610.61, and 610.62 of
this chapter, the container and pack-
age iabels shall contain the fcllowing
information:

(a) The osmotic equivalent ir terms
of plasma, end the sodium concentra-
tion in terms of a valae 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
Administraszion More Than 4 Hours
After the Container Has Been En-
tered,”;

{¢) The need for additional fluids
when 20 percent or 25 percent albumin
is administered to a patient with
marked dehvdration;

{d) The protein conceuntrartion, ex-
pressed as a 4 percent, 5 percent, 20 per-
cent, or 256 percent solution.

142 FR 27582, May 31, 1977, ag amended at 4%
FR 2244, Jan. 19, 1984; 64 FR 26286, May 14,
19091

Subpart I—Plasma Protein Fraction
{Human)

SoURCE: 42 FR 27683, Mey 31, 1977, unless
otherwise noted.

$640.90 Plasma
(Human).

(&) Proper name and definition. The
proper name of the product shall be
Plaema 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 Proteln Fraction
(Human} shall be plasma recovered
from Whole Blood prepared as pre-
scribed in §§640.1 through 640.5, or
Source Plasma prepared as prescribed
in §§ 640.50 through 640.76.

(e) Additives in source material. Source
material shall not contain an additive
unless it i1s showr 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 produnct will
not be adversely affected.

42 FR 27583, May 31, 1977, as amended &t 64
TR 26286, May 14, 19691

Protein  Fraction
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§640.91 Processing.

{a) Date of manufacture. The date of
manufacture snall be the date of final
sterile filtration of a uniform pool of
bulk solution.

b)) Processing method. The processing
method shali not affect the integrity of
the product, and shall have been shown
to yleld consistently a product which:

1) After the heating prescribed in
paragrapk (e} of this section does not
gshow an increase in the componente
with electrophoretic mobility simiiar
to that of alpha globulin that amounts
to more than 5 percent of the total pro-
tein.

2) Contains less than o percent pro-
teln with a sedimentation coefficient
greater than 7.¢ S.

3) Is safe for intravenous injection.

(e) Microbial contamination. All proc-
essing steps shall be conducted in a
manner to minimize the risk of con-
taminatior from  microorganisms,
prrogens, or other impurities. Preserv-
atives to inhibit growth of microorga-
nisms shall not be used during proc-
essing.

(Y Storage of bulk fraction. Bulk con-
centrate to be held more than 1 week
prior to furcher processing shall be
srored in clearly identified closed vee-
sels at a temperature of —5 °C or cold-
er. Any other bulk form of the product
(exclusive of the sterile bulk solution)
to be heid more than i week prior to
further processing, shall be stored in
clearly identified closed wvessels at a
semperature of 5 °C or colder. Any bulk
fraction to be helid 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,

(e} Heat treatmeni. Heating of the
final containers of Plasma Protein
Fraction {Human) shall begin within 24
hours after compietion of filling. Heat
treatment shall be conducted so that
the solutlon Is heated continucusiy for
not lese than 10 or more than 11 hours
at an attaired temperature of 60:0.5 °C.

£} Stakilizer. Either 0.0820.016
millimole sodium  caprylarte, ar
0.08=0.016 millimole sodiam
acetyltryptophanate and  0.08:0.016

millimoie sodium caprylate per gram
of protein shall be present as a sta-
bilizer(s). Calculations of the stabilizer
concentration mayv employ the labeled
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value 5 percent for the protein con-
centration of the product.

(g) Incubation. All final containers of
Plasma Protein Fraction (Human)
shall be incubated at 20 to 85 °C for at
least 14 days following the heat treat-
ment prescribed in paragraph (e) of this
sectlon. At the end of this incubation
period, each final container shall be ex-
amined and all containers showing any
indication of turbidity or mierobial
contamination shall not be issued. The
contents of turbld flnal containers
shall be examined microscopically and
tested for sterility. If growth occurs,
the types of organisms shall be identi-
fied as to genus and the material from
guch containers shall not be used for
further manufacturing,

[42 FR 27583, May 31, 1977, as amended at 64
FR 26286, May 14, 1959]

§640.92 Tests on final product.

Tests shall be performed on the final
product to determine that it meets the
following standards:

(a) Protein conecentration. The final
product shall be a 5.0 10.30 percent so-
Iution of protein.

(b) Protein composition. The total pro-
tein in the final product shall consist
of at least percent albumin, and no
mere 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 Biologicse Evaluation and
Research, Food and Drug Administra-
tlon.

(¢} pH. The pH shall be 7.0 H0.8 when
measured In a solution of the final
product diluted to a concentration of 1
percent proteln with 0.15 molar sodium
chloride.

(d) Sodium concentration. The sodinm
concentration of the final product shall
be 130 to 160 milliegnivalents per liter.

(e) Potassium concentrafion. The po-
tassium concentration of the final
product shall not exceed 2 milli-
equivalents per liter.

(f) Heat stability. A final container:

sample of Plagms Proteln Fraction
(Humen) shall remaln unchanged, as
determined by visual inspection, after
heating at 57 °C for 50 hours, when
compared to its control consisting of a

§640.100

sample, from the same lof, which has
not undergone this heating.

[42 FR 27583, May 31, 1977, as amended at 49
FR 23834, June 8, 1984; 55 FR 11013, Mar. 26,
1980; 64 FR 26286, May 14, 1999; 656 FR 13879,
Mar. 14, 2000]

§640.98 General requirements.

(a) Preservative. The final product
shall not contain a preservative.

(b) Storage of bulk selution. 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
the final product prescribed in §610.523
of this chapter.

§640.94 Labeling.

In addition to the labeling require-
ments of §§610.60, 610.61, and 610.62 of
this chapter, the contalner and pack-
age labels shall contaln the following
Information:

{a) The oemotic equivalent in terms
of plasma, 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 Contalner Has Been En-
tered.”

[42 FR 27583, May 31, 10877, as amended at 49
FR 2244, Jan, 19, 1984; 64 FR 26288, May 14,
1999]

Subpart J—mmune Globulin
(Human)

§640,100 Immune Globulin (Human),

() Proper name and definition. The
proper name of this product shall be
Immune Globulin (Human). The prod-
uct is defined ag a sterile solution con-
taining antibodies derived from human
plasma.

(b) Source material. The source mate-
rial of Immune Globulin (Human) shall
be plasma recovered from Whole Blood
prepared as prescribed in §§640.1
through 640.5, or Bource Plasma pre-
pared as prescribed in §§640.60 through
640.78.
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(e) Additives in source material. The
gource material ghall contain no addi-
tives other than citrate or acid cltrate
dextrose anticoagulant solution, cnless
it is shown that the processing method
vields a product free of the additive to
guch an extent that the safety, purity,
and potency of the product will not be
affected adversely.

(38 TR 32089, Nov. 20, 1973, es amended at 56
FR 4140, Jan. 29, 1985; 64 FR 26287, May 14,
19987

§640.101 General requirements.

(a) Heat stability test, Approximartely 2
ml. of completely processed material of
each lot shall not show any visible sign
of gelation after heating in a 12x76 mm.
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 diluzed to ! percent pro-
tein with 0,15 molar sodium chloride.

() Turbidity. The product shall be
free of turbidity as determired by vis-
ral inspection of final containers,

{Q) Date of manufacture. Tke date of
manufacture is the date of initlatirg
the last valid measles or poliomyelitis
antibvody test (§640.104b) (2 and (3))
whichever date is earlier.

(&) 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 recommencded
for intravenous administration.

[38 FR 32089, Nov, 20, 1973; 48 FR 13026, Mar.
29, 1983, &3 amended at 46 FR 23834, June 8§,
1984; 50 FR 4140, Jan. 29, 1985; 51 FR 15611,
Apr. 25, 1986; 55 FR 11013, Mar, 25, 1680; 68 FR
15685, Apr, 6, 1698; 64 TR 26287, May 14, 1899]

§640.102 Manufacture of
Globulin (Human).

{a) Processing method. The processing
method shall be one that has been
shown: (1) To he capable of concen-
trating tenfold from source material at
least two different antibodies; (2) not
to affect the integrisy of the globuiins,;
(3 to consistently yield a prodact
which is safe for subcutaneous and
intramuscular injection and {4) not to
transmit viral hepatitis.

Immune

21 CFR Ch. | (4-1-15 Edition)

{0} Microkial contamination. Low tem-
peratures or aseptic techniques shall be
used to minimize contamination by
microorganisms. Pregervatives to in-
hibit growth of microorgarnisms shail
not be uged during processing.

{e) Bulk storage. The globulin fraction
may be stored in bulk prior to further
processing provided it 1s stored in
clearly identified hermetically closed
vessels. Globulin as either a liguid con-
centrate or a solid and containing aleco-
kol or more than 5 percent moisture
shall be stored at a temperature of —10
*C or lower. (Globulin ag & solid free
from alcohol and containing less than &
percent moisture, ghall be stored at &
temperature of 0 °C or Lower.

(d) Determination of the [ot. Each lot
of Immune Globulin (Hurran) shall rep-
resent a pooling of approximately
equal amounis of material from not
less than 1,000 donors.

{e) Sterilization and heating. The final
product shall be sterilized promptly
after solution. At no vime during proc-
essicg shall the product be exposed to
temperatures above 456 °C, and after
sterilization the product shall not be
exposed to temperatures above 32 °C for
more than 72 hours.

{38 FR 32089, Nov. 20, 1573, a5 amended at 50
FR 4140, San, 29, 1985; 63 FR 16885, Apr. 6,
1968; 64 FR 28287, May 14, 188%; 65 FR 13679,
Mar. 14, 2000; 65 FR 52018, Aug. 28, 2000]

§640.103 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 & preservative,

(h) Protein composition. At least 96
percent of the total protein shall be
immunoglobulin G {(IgG), as deter-
mined by a method that has been ap-
proved for each marufacrurer by the

irector, Center for Bilologics Evalua-
tion and Research, Food arnd Drug Ad-
ministration.

73§ FR 32089, Nov. 20, 1973, as amenced at 64
FR 26287, May 14, 1999]

$640.104 Potency.

{a) Antibody levels and lests. Each lot
of final product shall contain at least
the minimuam levels of antibodies for
diphtheria, measles, and for at least
one type of poliomyelitis. Ir the event
the final bulk solution iz stored at a
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temperature above § °C the antibody
level tests shall be performed after
such storage with a sample of the
stored mafterial.

(b) Minimum Ievels. The minimum
antibody levels are as follows:

(1) No less than 2 units of diphtheria
anfitoxin per mil.

(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, ag indicated in paragraph
(c) of this section, demonstrates ade-
quate potency. The Director, CBER,
ghall notify manufacturers when a new
reference material will be uged and will
advise manufacturers of an appropriate
antibody level taking into account a
comparison of the new reference mate-
rial to the previons reference material.

(3) A poliomyelitie Type 1, Type 2, or
Type 3 neutralizing antibody level
that, when compared with that of a ref-
erence material designated by the Cen-
ter for Biologics Evaluation and Re-
search, Food and Drug Administration,
a8 indicated 1n paragraph (¢} of this
gection, demonstrates adequate po-
tency. The Director, CBER, shall no-
tify manufactorers 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-
rlal to the previcus reference material,

(c) Reference materials. The following
reference materialse shall be obtained
from the Center for Biologics Evalua-
tion and Research: :

(1) Reference Immune Globulin for
correlation of measles antibody titers.

(2) Reference Immune Globulin for
correlation of poliomyelitis antibody
titers, Types 1, 2, and 8.

[38 FR 32089, Now, 20, 1973, a8 amended at 39
FR 9681, Mar. 13, 1974; 40 FR 23834, June 8,
1884; 50 FR 4140, Jan. 29, 1985; 56 FR 11013,
Mar. 26, 1990; 63 FR 16685, Apr. 6, 1998; 64 FR
26287, May 14, 1999]

Subpart K [Reserved]

Subpart L—Altemative Procedures

§6840.120 Alternative procedures.

(a) The Director, Center for Biclogics
Evaluation and Research, may approve

Pt. 660

an exception or alternative to any re-
quirement in subchapter F of chapter I
of fitle 21 of the Code of Federal Regu-
lations regarding blood, blood compo-
nents, or blood 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, soch requests may be
made orally and permission may be
given orally by the Director. Oral re-
quests and approvals must be promptly
followed by written requests and writ-
ten approvals.

(b) FDA will publish a list of ap-
proved alfernatlve procedures and ex-
ceptlons periodically in the FEDERAL
REGISTER.

[56 FR 10423, Mar. 21, 1990, a3 amended at 62
FR 39903, July 24, 1997]

PART 660—ADDITIONAL STAND-
ARDS FOR DIAGNOSTIC SUB-
?E?TgCES FOR LABORATORY

Subpart A—Antibody fo Hepdtitis B Surface
Anfigen

Sec.

660.1 Antibody to Hepatitis B Surface Anti-
gen.

§60.2 General requirements.

860.3 Reference panel.

660.4 Potency test.

6306 Specificity.

660.6 BSamples; protocols; official releass,

Subpart B [Reserved]
Subpart C—Blocd Grouping Reagent

660.20 Blood Grouping Reagent.

650.21 Processing,

6680.22 Potency requirements with reference
preparations.

860.25 Potency tests without reference prep-
arations.

860.26 Specificity teats and avidity tests.

660.28 Labeling.

Subpart D—Reagent Red Blood Cells

660.30 Reagent Red Blood Cells.
660.31 Buitability of the donor,
660.32 Cellection of source material,
660.33 Testing of source material.
660.84 Processing.

860.35 Labeling.

660.368 Samples and protocols.
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