§600.14

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

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

(2) Exceptions:

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

(ii) Persons who manufacture blood
and blood components, including Ili-
censed manufacturers, unlicensed reg-
istered blood establishments, and
transfusion services, do not report bio-
logical product deviations for those
products under this section but must
report under §606.171 of this chapter;

(iii) Persons who manufacture Source
Plasma or any other blood component
and use that Source Plasma or any
other blood component in the further
manufacture of another licensed bio-
logical product must report:

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

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

(b) What do I report under this section?
You must report any event, and infor-
mation relevant to the event, associ-
ated with the manufacturing, to in-
clude testing, processing, packing, la-
beling, or storage, or with the holding
or distribution, of a licensed biological
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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 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) Occurs in your facility or another
facility under contract with you; and

(3) Involves a distributed biological
product.

(c) When do I report under this section?
You should report a biological product
deviation as 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 distribu-
tion step under your control, acquire
information reasonably suggesting
that a reportable event has occurred.

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

(e) Where do 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,
Office of Compliance and Biologics
Quality (HFM-600) (see mailing ad-
dresses in §600.2), or an electronic fil-
ing through CBER’s Web site at http:/
www.fda.gov/cber/biodev/biodev.htm.

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

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

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

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

§600.21

§600.15 Temperatures
ment.

during ship-
The following products shall be main-
tained during shipment at the specified
temperatures:
(a) Products.

Product

Temperature

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

Mumps Virus Vaccine Live
Fresh Frozen Plasma
Liquid Plasma
Plasma
Platelet Rich Plasma

R

—18 °C or colder.
10 °C or colder.

Do.
Do.
Do.
Do.

Do.

-18 °C or colder.
1to 10 °C.
—18 °C or colder.

1 1 and 10 °C if the label indicates storage between 1 and 6

................... B

Reth

°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.

1 1 and 10 °C if the label indicates storage between 1 and 6

................... B

Poliovirus Vaccine Live Oral Trivalent .
Poliovirus Vaccine Live Oral Type |
Poliovirus Vaccine Live Oral Type Il
Poliovirus Vaccine Live Oral Type Ill ..
Red Blood Cells (liquid product)

°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 °C.

0 °C or colder.

n 1 and 10 °C.

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

Yellow Fever Vaccine

Do.

—65 °C or colder.
10 °C or colder.

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 environment capable of continu-
ously cooling the blood toward a temperature range of 1 to 10 °C,
or at a temperature as close as possible to 20 to 24 °C for a period
not to exceed 6 hours. Blood transported from the storage facility
shall be placed in an appropriate environment to maintain a tem-
perature range between 1 to 10 °C during shipment.

0 °C or colder.

(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]

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
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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



