Food and Drug Administration, HHS

Product Temperature

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

Platelet Rich Plasma

11 and 10 °C if the
label indicates storage be-
tween 1 and 6 °C, or all
reasonable methods to
maintain the temperature
as close as possible to a
range between 20 to 24
°C, if the label indicates
storage between 20 and 24

Poliovirus Vaccine Live Oral 0 °C or colder.
Trivalent.

Poliovirus Vaccine Live Oral
Type I.

Poliovirus Vaccine Live Oral
Type Il

Poliovirus Vaccine Live Oral
Type IlI.

Red Blood Cells (liquid prod-
uct).

Red Blood Cells Frozen

Rubella and Mumps Virus
Vaccine Live.

Rubella Virus Vaccine Live ...

Smallpox Vaccine (Liquid
Product).

Source Plasma

Source Plasma Liquid

Whole Blood

Do.
Do.
Do.

Between 1 and 10 °C.
........ —65 °C or colder.
10 °C or colder.

Do.
0 °C or colder.

—5 °C or colder.

10 °C or colder.

Blood that is transported from
the collecting facility to the
processing facility shall be
transported in an environ-
ment capable of continu-
ously cooling the blood to-
ward a temperature range
of 1to 10 °C, or at a tem-
perature as close as pos-
sible to 20 to 24 °C for a
period not to exceed 6
hours. Blood transported
from the storage facility
shall be placed in an ap-
propriate environment to
maintain a temperature
range between 1 to 10 °C
during shipment.

0 °C or colder.

Yellow Fever Vaccine

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

[39 FR 39872, Nov. 12, 1974, as amended at 49
FR 23833, June 8, 1984; 50 FR 4133, Jan. 29,
1985; 50 FR 9000, Mar. 6, 1985; 55 FR 11013,
Mar. 26, 1990; 59 FR 49351, Sept. 28, 1994; 64 FR
56449, Oct. 20, 1999]
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Subpart C—Establishment
Inspection

§600.20 Inspectors.

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

[38 FR 32048, Nov. 20, 1973]

§600.21 Time of inspection.

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

[38 FR 32048, Nov. 20, 1973, as amended at 48
FR 26314, June 7, 1983; 64 FR 56449, Oct. 20,
1999]

§600.22 Duties of inspector.

The inspector shall:

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

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

(c) Examine the details of location,
construction, equipment and mainte-
nance, 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 any part
of the manufacture of a product,



§600.80

(d) Investigate as fully as he deems
necessary the methods of propagation,
processing, testing, storing, dispensing,
recording, or other details of manufac-
ture and distribution of each licensed
product, or product for which a license
has been requested, including observa-
tion of these procedures in actual oper-
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 Evaluation and Research
(see mailing addresses in §600.2), ade-
quate samples for the examination of
any product or ingredient used in its
manufacture,

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

(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 license or any license pre-
viously issued.

[38 FR 32048, Nov. 20, 1973, as amended at 49
FR 23833, June 8, 1984; 55 FR 11013, Mar. 26,
1990; 70 FR 14982, Mar. 24, 2005]

Subpart D—Reporting of Adverse
Experiences

SOURCE: 59 FR 54042, Oct. 27, 1994, unless
otherwise noted.

§600.80 Postmarketing
adverse experiences.

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

Adverse experience. Any adverse event
associated with the use of a biological
product in humans, whether or not
considered product related, including
the following: An adverse event occur-
ring in the course of the use of a bio-
logical product in professional prac-
tice; an adverse event occurring from
overdose of the product whether acci-
dental or intentional; an adverse event
occurring from abuse of the product; an

reporting of
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adverse event occurring from with-
drawal of the product; and any failure
of expected pharmacological action.

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

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

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

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

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

in



