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modifications, dissolve poorly and this
poor dissolution may affect absorption.

(6) Such drug products have a high
ratio of excipients to active ingredi-
ents, e.g., greater than 5 to 1.

(6) Specific inactive ingredients, e.g.,
hydrophilic or hydrophobic excipients
and lubricants, either may be required
for absorption of the active drug ingre-
dient or therapeutic moiety or, alter-
natively, if present, may interfere with
such absorption.

(f) Pharmacokinetic evidence that:

(1) The active drug ingredient, thera-
peutic moiety, or its precursor is ab-
sorbed in large part in a particular seg-
ment of the gastrointestinal tract or is
absorbed from a localized site.

(2) The degree of absorption of the ac-
tive drug ingredient, therapeutic moi-
ety, or its precursor is poor, e.g., less
than 50 percent, ordinarily in compari-
son to an intravenous dose, even when
it is administered in pure form, e.g., in
solution.

(3) There is rapid metabolism of the
therapeutic moiety in the intestinal
wall or liver during the process of ab-
sorption (first-class metabolism) so the
therapeutic effect and/or toxicity of
such drug product is determined by the
rate as well as the degree of absorp-
tion.

(4) The therapeutic moiety is rapidly
metabolized or excreted so that rapid
dissolution and absorption are required
for effectiveness.

(6) The active drug ingredient or
therapeutic moiety is unstable in spe-
cific portions of the gastrointestinal
tract and requires special coatings or
formulations, e.g., buffers, enteric
coatings, and film coatings, to assure
adequate absorption.

(6) The drug product is subject to
dose dependent kinetics in or near the
therapeutic range, and the rate and ex-
tent of absorption are important to
bioequivalence.

[42 FR 1635, Jan. 7, 1977. Redesignated and
amended at 57 FR 18001, Apr. 28, 1992]

§320.34 Requirements for batch test-
ing and certification by the Food
and Drug Administration.

(a) If the Commissioner determines
that individual batch testing by the
Food and Drug Administration is nec-
essary to assure that all batches of the

§320.36

same drug product meet an appropriate
in vitro test, he shall include in the
bioequivalence requirement a require-
ment for manufacturers to submit sam-
ples of each batch to the Food and
Drug Administration and to withhold
distribution of the batch until notified
by the Food and Drug Administration
that the batch may be introduced into
interstate commerce.

(b) The Commissioner will ordinarily
terminate a requirement for a manu-
facturer to submit samples for batch
testing on a finding that the manufac-
turer has produced four consecutive
batches that were tested by the Food
and Drug Administration and found to
meet the bioequivalence requirement,
unless the public health requires that
batch testing be extended to additional
batches.

[42 FR 1635, Jan. 7, 1977. Redesignated at 57
FR 18001, Apr. 28, 1992]

§320.35 Requirements for in vitro test-
ing of each batch.
If a Dbioequivalence requirement

specifies a currently available in vitro
test or an in vitro bioequivalence
standard comparing the drug product
to a reference standard, the manufac-
turer shall conduct the test on a sam-
ple of each batch of the drug product to
assure batch-to-batch uniformity.

[42 FR 1635, Jan. 7, 1977. Redesignated at 57
FR 18001, Apr. 28, 1992]

§320.36 Requirements for mainte-
nance of records of bioequivalence
testing.

(a) All records of in vivo or in vitro
tests conducted on any marketed batch
of a drug product to assure that the
product meets a bioequivalence re-
quirement shall be maintained by the
manufacturer for at least 2 years after
the expiration date of the batch and
submitted to the Food and Drug Ad-
ministration on request.

(b) Any person who contracts with
another party to conduct a bioequiva-
lence study from which the data are in-
tended to be submitted to FDA as part
of an application submitted under part
314 of this chapter shall obtain from
the person conducting the study suffi-
cient accurate financial information to
allow the submission of complete and
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