§601.33

1981, shall include statements regard-
ing each clinical investigation involv-
ing human subjects, that it was 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-
tional review under part 56 of this
chapter, unless exempt under §56.104 or
§56.105.

[47 FR 44071, Oct. 5, 1982]

Subpart D—Licensing of Foreign
Establishments and Products

§601.33 Samples for each importation.

Random samples of each importa-
tion, obtained by the District Director
of Customs and forwarded to the Direc-
tor, Center for Biologics Evaluation
and Research, shall be at least two
final containers of each lot of product.
A copy of the associated documents
which describe and identify the ship-
ment shall accompany the shipment
for forwarding with the samples to the
Director, Center for Biologics Evalua-
tion and Research. For shipments of 20
or less final containers, samples need
not be forwarded, provided a copy of an
official release from the Center for Bio-
logics Evaluation and Research accom-
panies each shipment.

[38 FR 32052, Nov. 20, 1973, as amended at 49
FR 23833, June 8, 1984; 55 FR 11013, Mar. 26,
1990]

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

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

§601.40 Scope.

This subpart applies to certain bio-
logical products that have been studied
for their safety and effectiveness in
treating serious or life-threatening ill-
nesses and that provide meaningful
therapeutic benefit to patients over ex-
isting treatments (e.g., ability to treat
patients unresponsive to, or intolerant
of, available therapy, or improved pa-
tient response over available therapy).
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§601.41 Approval based on a surrogate
endpoint or on an effect on a clini-
cal endpoint other than survival or
irreversible morbidity.

FDA may grant marketing approval
for a biological product on the basis of
adequate and well-controlled clinical
trials establishing that the biological
product has an effect on a surrogate
endpoint that is reasonably likely,
based on epidemiologic, therapeutic,
pathophysiologic, 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 be
subject to the requirement that the ap-
plicant study the biological product
further, to verify and describe its clini-
cal benefit, where there is uncertainty
as to the relation of the surrogate end-
point to clinical benefit, or of the ob-
served clinical benefit to ultimate out-
come. Postmarketing studies would
usually be studies already underway.
When required to be conducted, such
studies must also be adequate and well-
controlled. The applicant shall carry
out any such studies with due dili-
gence.

§601.42 Approval with restrictions to
assure safe use.

(a) If FDA concludes that a biological
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 biological
product, such as:

(1) Distribution restricted to certain
facilities or physicians with special
training 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.

(a) For biological products approved
under 8§601.40 and 601.42, FDA may
withdraw approval, following a hearing
as provided in part 15 of this chapter,
as modified by this section, if:

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



