§320.38

§320.38 Retention
samples.

(a) The applicant of an application or
supplemental application submitted
under section 505 or 507 of the Federal
Food, Drug, and Cosmetic Act, or, if
bioavailability testing was performed
under contract, the contract research
organization shall retain an appro-
priately identified reserve sample of
the drug product for which the appli-
cant is seeking approval (test article)
and of the reference standard used to
perform an in vivo bioavailability
study in accordance with and for the
studies described in paragraph (b) of
this section that is representative of
each sample of the test article and ref-
erence standard provided by the appli-
cant for the testing.

(b) Reserve samples shall be retained
for the following test articles and ref-
erence standards and for the studies de-
scribed:

(1) If the formulation of the test arti-
cle is the same as the formulation(s)
used in the clinical studies demonstrat-
ing substantial evidence of safety and
effectiveness for the test article’s
claimed indications, a reserve sample
of the test article used to conduct an in
vivo bioavailability study comparing
the test article to a reference oral solu-
tion, suspension, or injection.

(2) If the formulation of the test arti-
cle differs from the formulation(s) used
in the clinical studies demonstrating
substantial evidence of safety and ef-
fectiveness for the test article’s
claimed indications, a reserve sample
of the test article and of the reference
standard used to conduct an in vivo
bioequivalence study comparing the
test article to the formulation(s) (ref-
erence standard) used in the clinical
studies.

(3) For a new formulation, new dos-
age form, or a new salt or ester of an
active drug ingredient or therapeutic
moiety that has been approved for mar-
keting, a reserve sample of the test ar-
ticle and of the reference standard used
to conduct an in vivo bioequivalence
study comparing the test article to a
marketed product (reference standard)
that contains the same active drug in-
gredient or therapeutic moiety.

(c) Each reserve sample shall consist
of a sufficient quantity to permit FDA
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to perform five times all of the release
tests required in the application or
supplemental application.

(d) Each reserve sample shall be ade-
quately identified so that the reserve
sample can be positively identified as
having come from the same sample as

used in the specific bioavailability
study.

(e) Each reserve sample shall be
stored under conditions consistent

with product labeling and in an area
segregated from the area where testing
is conducted and with access limited to
authorized personnel. Each reserve
sample shall be retained for a period of
at least 5 years following the date on
which the application or supplemental
application is approved, or, if such ap-
plication or supplemental application
is not approved, at least 5 years follow-
ing the date of completion of the bio-
availability study in which the sample
from which the reserve sample was ob-
tained was used.

(f) Authorized FDA personnel will or-
dinarily collect reserve samples di-
rectly from the applicant or contract
research organization at the storage
site during a preapproval inspection. If
authorized FDA personnel are unable
to collect samples, FDA may require
the applicant or contract research or-
ganization to submit the reserve sam-
ples to the place identified in the agen-
cy’s request. If FDA has not collected
or requested delivery of a reserve sam-
ple, or if FDA has not collected or re-
quested delivery of any portion of a re-
serve sample, the applicant or contract
research organization shall retain the
sample or remaining sample for the 5-
year period specified in paragraph (e)
of this section.

(9) Upon release of the reserve sam-
ples to FDA, the applicant or contract
research organization shall provide a
written assurance that, to the best
knowledge and belief of the individual
executing the assurance, the reserve
samples came from the same samples
as used in the specific bioavailability
or bioequivalence study identified by
the agency. The assurance shall be exe-
cuted by an individual authorized to
act for the applicant or contract re-
search organization in releasing the re-
serve samples to FDA.
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(h) A contract research organization
may contract with an appropriate,
independent third party to provide
storage of reserve samples provided
that the sponsor of the study has been
notified in writing of the name and ad-
dress of the facility at which the re-
serve samples will be stored.

(i) If a contract research organization
conducting a bioavailability or bio-
equivalence study that requires reserve
sample retention under this section or
§320.63 goes out of business, it shall
transfer its reserve samples to an ap-
propriate, independent third party, and
shall notify in writing the sponsor of
the study of the transfer and provide
the study sponsor with the name and
address of the facility to which the re-
serve samples have been transferred.

[58 FR 25927, Apr. 28, 1993]

§320.63 Retention of bioequivalence
samples.

The applicant of an abbreviated ap-
plication or a supplemental application
submitted under section 505 or 507 of
the Federal Food, Drug, and Cosmetic
Act, or, if bioequivalence testing was
performed under contract, the contract
research organization shall retain re-
serve samples of any test article and
reference standard used in conducting
an in vivo or in vitro bioequivalence
study required for approval of the ab-
breviated application or supplemental
application. The applicant or contract
research organization shall retain the
reserve samples in accordance with,
and for the period specified in, §320.38
and shall release the reserve samples to
FDA upon request in accordance with
§320.38.

[58 FR 25928, Apr. 28, 1993]
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Subpart A—General Provisions

§328.1 Scope.

Reference in this part to regulatory
sections of the Code of Federal Regula-
tions are to chapter | of title 21 unless
otherwise noted.

§328.3 Definitions.

As used in this part:

(@) Alcohol means the substance
known as ethanol, ethyl alcohol, or Al-
cohol, USP.

(b) Inactive ingredient means any com-
ponent of a product other than an ac-
tive ingredient as defined in §210.3(b)(7)
of this chapter.

Subpart B—Ingredients

§328.10 Alcohol.

(a) Any over-the-counter (OTC) drug
product intended for oral ingestion
shall not contain alcohol as an inactive
ingredient in concentrations that ex-
ceed those established in this part, un-
less a specific exemption, as provided
in paragraph (e) or (f) of this section,
has been approved.

(b) For any OTC drug product in-
tended for oral ingestion and labeled
for use by adults and children 12 years
of age and over, the amount of alcohol
in the product shall not exceed 10 per-
cent.

(¢) For any OTC drug product in-
tended for oral ingestion and labeled
for use by children 6 to under 12 years
of age, the amount of alcohol in the
product shall not exceed 5 percent.

(d) For any OTC drug product in-
tended for oral ingestion and labeled
for use by children under 6 years of
age, the amount of alcohol in the prod-
uct shall not exceed 0.5 percent.

(e) The Food and Drug Administra-
tion will grant an exemption from
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